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Learning Objectives

Summarize the underlying disease mechanisms common across 
COPCs

Perform a comprehensive biopsychosocial assessment for 
chronic pain, which includes common nonpain comorbidities and 
domains such as sleep, mood, fatigue, cognitive impairment, and 
physical and social function

List common pharmacologic and nonpharmacologic treatment 
approaches for COPCs and chronic pain

Formulate individualized multimodal treatment regimens that 
address affected pain and nonpain domains and use validated 
tools to measure outcomes
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Chronic 
Overlapping 
Pain 
Conditions
§Conditions that often 

coexist and share similar 
disease mechanisms 
across the neurological, 
endocrine and immune 
systems

§Conditions predominantly 
(or solely) affect women 

§Any number and 
combination of conditions 
is possible

§Several conditions can 
develop at once or 
gradually over years  
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Chronic Pain Conditions
Abbreviation Term
cLBP Chronic low back pain

cMig Chronic migraine headache

cTTH Chronic tension type headache

ENDO Endometriosis

FM Fibromyalgia

IC / PBS Interstitial cystitis/painful bladder syndrome

IBS Irritable bowel syndrome 

ME / CFS Myalgic encephalomyelitis/chronic fatigue syndrome

TMD Temporomandibular disorders

Vulv Vulvodynia
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US Prevalence & Total Cost Burden
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COPCs Co-Prevalence Rates & Major Findings

§ Prominent longitudinal NIH-led, IC/PBS study. Comorbidity assessed as important disease modifier.   
§ Of 424 participants, 38% reported at least 1 comorbid pain syndrome (44% female vs 31% male)
§ Co-prevalence rates: 

§Multidisciplinary Approach to the Study of Chronic Pelvic Pain (MAPP) 

More 
severe 
bladder 

symptoms

Greater 
pain 

severity & 
interference

Increased 
depression, 
anxiety & 

stress 

Increased 
disability & 
decreased 

QOL

ME/CFS
(8%) 

FM
(9%)

IBS
(57%)

>1 Diagnosis
25%

• Two constructs associated with comorbidity: 

Generalized Sensory Sensitivity (GSS)

+ Increased sensitivity to external stimuli across multiple sensory 
modalities 
+ Increased sensitivity to internal symptoms/sensations (somatic 
awareness)
+ Hyperalgesia/allodynia in multiple body regions

S.P.A.C.E.

S Sleep disturbance

P Pain (widespread) 

A Affect (negative)

C Cognitive dysfunction

E Energy depletion/fatigue
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COPCs Cluster Analysis

§ Prominent NIH-funded longitudinal TMD study. Comorbidity assessed as important disease modifier   
§ Cluster analysis of 1031 chronic TMD cases & 3,247 TMD-free controls 

§Orofacial Pain Prospective Evaluation & Risk Assessment (OPPERA) Study 

Cluster 1

Adaptive

Cluster 2

Pain 
Sensitive

Cluster 3 

Global 
Symptoms

• “Normal” psychosocial & 
autonomic profiles

• Normal muscle sensitivity
• Males > females
• Few chronic TMD cases
• Chronic TMD cases 

moderately symptomatic
• Few COPCs
• Few negative life events

• “Normal” psychosocial  
& autonomic profiles

• Greater muscle pain 
sensitivity

• Male ≈ female
• Chronic TMD cases ≈

noncases
• Chronic TMD cases 

moderately symptomatic
• Few COPCs • “Abnormal” psychosocial, 

sensory function and 
autonomic profiles

• Male < female
• Older
• Many chronic TMD cases
• Chronic TMD cases very  

symptomatic
• Many COPCs
• Many negative life events
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Notable Findings Relative to Comorbidity

Worsening of 
localized and 

systemic symptoms

Decreased 
treatment 

effectiveness

Reduced health and 
psychosocial 
outcomes

Increased disability 

Increased costs 
(personal, societal)

Markedly 
diminished quality 

of life

Highlights Importance of Comorbidity in Clinical Examination

Mounting evidence demonstrates that as the number of pain                         
diagnoses (or body sites of pain) increases, a vicious cycle ensues 

11

Mechanistic Characterization of Pain

Nociceptive Neuropathic Centralized

Cause Inflammation or tissue damage Nerve entrapment or damage CNS or systemic problem

Clinical 
Features

Pain is well localized, consistent 
effect of activity on pain

Follows distribution of 
peripheral nerves (ie, 
dermatome), episodic, 
lancinating, numbness, tingling

Pain is widespread and 
accompanied by fatigue, sleep, 
memory and/or mood 
difficulties as well as history of 
previous pain elsewhere in 
body

Treatment
Nonsteroidal anti-inflammatory 
drugs, injections, surgery

Local treatments aimed at 
nerve (surgery, injections, 
topical) or CNS-acting drugs

CNS-acting drugs, 
nonpharmacological therapies 

Classic 
Examples

Osteoarthritis
Autoimmune disorders
Cancer pain

Diabetic painful neuropathy
Post-herpetic neuralgia
Sciatica
Carpal tunnel syndrome 

COPCs

Variable degrees of any mechanism can contribute in any disease

Figure adapted from: Harper DE, et al. J Dent Res. 2016 Sep;95(10):1102-
8.
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COPCs Pathophysiology

Neuro-
Endocrine 

Dysfunction

Immuno-
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Dysfunction
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Dysregulation

Sensory 
Dysregulation
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Increasing 
Levels of  

Pain 
Amplification

Mood 
Disorders

Stress 
Response 

↑ Somatic 
Symptoms 

Increasing 
Levels of
Emotional 
Distress

COPCs
Subclinical Signs & Symptoms

Transient COPCs

Persistent COPCs

Adapted from Figure 4: Maixner W., et al. J Pain. Sept 2016;17(9):T93-107. 
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Diagnostic Criteria: Central Sensitization
International Association for the Study of Pain defines Central Sensitization as an: “Increased responsiveness of 

nociceptive neurons in the central nervous system to their normal or subthreshold afferent input.” 

Criteria 

Step 1 Rule out neuropathic pain

No history or identification of lesion or disease of the nervous system

Pain is not neuroanatomically logical

Pain is not described as burning, shooting or prickling

Step 2 Rule out nociceptive pain Pain will be disproportionate to the extent of injury or pathology

Step 3
At least one of the following 
(if Steps 1-3 are positive, CS is 
present)

Bilateral symmetrical pain pattern

Pain varying in anatomical location (ie, traveling) or large neuroanatomically 
illogical distribution

Widespread pain in all four quadrants of the body

Allodynia/hyperalgesia outside the reported primary site of pain

Step 4

General hypersensitivity to 
sensory stimuli 
(if Steps 1-2 & 4 are positive, CS is 
present)

Can include: mechanical pressure, odors, chemicals, cold, heat, electrical stimulation, 
light, sounds, weather, food, stress, emotions, mental load. Can be assessed as a score 
of ≥ 40 on the Central Sensitization Inventory. 

Clinical Signs Suggestive of Central Sensitization
§Pain at multiple sites in the body
§Multiple pain diagnoses
§Wide spread hyperalgesia and/or allodynia
§Pain associated with psychiatric or 

emotional dysfunction
§Opioids do not effectively reduce pain
§Pain does not respond to peripheral 

therapies

15

Diagnostic Criteria: Temporomandibular Disorders
International RDC/TMD Consortium Network and Orofacial Pain Special Interest Group 

Disorder History Exam Findings

Myalgia Pain in a masticatory 
structure modified by 
jaw movement, function 
or parafunction. 

Report of familiar pain in temporalis or masseter muscle(s) with: 
1) Palpation of these muscles; or 
2) Maximum unassisted or assisted opening movement(s)

Myofascial 
Pain with 
referral

Same as for Myalgia 1) Report of familiar pain with palpation of the temporalis or masseter muscle(s); and 
2) Report of pain at a site beyond the boundary of the muscle being palpated 

(eg, referral to tooth) 

Arthralgia Same as for Myalgia Report of familiar pain in TMJ with: 
1) Palpation of the TMJ; or 
2) Maximum unassisted or assisted opening, right or left lateral, or protrusive 

movement(s)

Headache 
Attributed 
to TMD

Headache in temporal 
area modified by jaw 
movement, function or 
parafunction. 

Report of familiar headache in temple area with: 
1) Palpation of the temporalis muscle(s); or 
2) Maximum unassisted or assisted opening, right or left lateral, or protrusive 

movement(s).  [Note: A diagnosis of pain-related TMD must also be present 
(eg, myalgia, arthralgia)]

Axis I: Pain Related TMD Diagnoses (addresses neurosensory input from peripheral tissues) 

https://s3.amazonaws.com/email.pesi.com/pesi/BlogWorksheets/CSI_Inventory_and_Scoring.pdf
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Diagnostic Criteria: Temporomandibular Disorders (cont’d)

Questionnaires Utility

Graded Chronic 
Pain Scale

Pain intensity component: pain amplification and central sensitization
Pain-related disability component: decreased functioning due to pain

Pain Drawing Distinguishes between local, regional and widespread pain; assesses comorbid conditions; 
may indicate pain amplification, sensitization, and central dysregulation

Jaw Functional 
Limitation Scale 

Quantifies impact on jaw mobility, mastication and verbal and emotional expression

Patient Health 
Questionnaire-4

Identifies psychological distress (depression and anxiety)

Patient Health 
Questionnaire-9

Identifies depression-contributes to chronicity

Generalized 
Anxiety Disorder-7

Identifies anxiety; contributes to stress reactivity and parafunction

Patient Health 
Questionnaire-15

Measures physical symptoms; assess for specific comorbid functional disorders

Oral Behaviors 
Checklist

Measures parafunction; contributes to onset and perpetuation of pain

Axis II: Questionnaires to assist in the identification of patients with a range of simple to 
complex presentations that affect treatment and prognosis.  
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Diagnostic Criteria
2018 IHS Classification ICHD-3 

Criteria Chronic Migraine Chronic Tension Type 

A
Headache (migraine-like or tension-type-like) on 
15 days/month for > 3 months, and fulfilling 
criteria B & C

Headache occurring on 15 days/month on average for > 3  
months (180 days/year), fulfilling criteria B-D

B

Occurring in a patients who has had 5+ attacks 
fulfilling 

and/or 
Lasting hours to days, or unremitting

C

On 8 days/month for > 3 months, fulfilling any of 
the following: 

• Believed by the patient to be migraine at onset 
and relieved by a triptan or ergot derivative 

At least 2 of the following 4 characteristics:
• Bilateral location
• Pressing or tightening (non-pulsating) quality
• Mild or moderate intensity
• Not aggravated by routine physical activity, such as walking or 

climbing stairs

D
Not better accounted for by another ICHD-3 
diagnosis

Both of the following: 
• No more than one of photophobia, phonophobia or mild 

nausea
• Neither moderate or severe nausea or vomiting 

E --- Not better accounted for by another ICHD-3 diagnosis

18

Diagnostic Criteria: Nonspecific Chronic Low Back Pain
American College of Physicians–American Pain Society LBP Guidelines Panel

Item Description

Anatomic 
Location

Pain occurring primarily in the low back, defined as the lumbar region between 
the posterior margin of the rib cage and horizontal gluteal fold

Duration 3 months or longer

Underlying 
Cause/Conditions

No signs of a serious underlying condition (eg, cancer, infection, cauda equina 
syndrome), spinal stenosis or radiculopathy, or another specific cause (eg, 
vertebral compression fracture, ankylosing spondylitis) 

Imaging Findings
Degenerative changes on lumbar imaging are usually considered nonspecific, as 
they correlate poorly with symptoms

https://www.ichd-3.org/1-migraine/1-1-migraine-without-aura/
https://www.ichd-3.org/1-migraine/1-2-migraine-with-aura/
https://www.ichd-3.org/1-migraine/1-1-migraine-without-aura/
https://www.ichd-3.org/1-migraine/1-2-migraine-with-aura/
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Diagnostic Criteria: Vulvodynia
2015 ISSVD, ISSWSH & IPPS Consensus Terminology & Classification

Descriptors

Degree/Areas 
of Vulva Affected

Localized to one area of the vulva (eg, vestibulodynia, clitorodynia)

Generalized (affects several areas of vulva)

Mixed (eg, localized and generalized)

Nature of Pain

Provoked (eg, only experienced with vaginal penetration or vulvar contact)

Spontaneous (eg, occurs without vaginal penetration or vulvar contact) 

Mixed (eg, both provoked and spontaneous)

Onset
Primary (eg, pain present from time of first vaginal penetration or vulvar contact)

Secondary (eg, pain-free vaginal penetration or vulvar contact before onset of pain)

Temporal Pattern
Intermittent v. persistent v. constant

Immediate v. delayed (after vulvar contact or vaginal penetration)

Associated Factors

Comorbid pain conditions

Genetics 

Hormonal Factors (eg, pharmacologically induced)

Inflammation

Musculoskeletal (eg, pelvic muscle overactivity, myofascial, biomechanical)

Neurologic mechanisms (eg, central-brain/spine, peripheral-neuroproliferation)

Psychosocial Factors (eg, mood, interpersonal, coping, role, sexual function)

Vulvovaginal Structural Defects (eg, perineal decent, pelvic organ prolapse

“Vulvar pain of at least 3 months, without a clear identifiable cause, which may have potential associated factors.”

20

Diagnostic Criteria: ME/CFS

–Diagnosis requires the following 3 symptoms:
• Substantial reduction/impairment in ability to engage in pre-illness levels of occupational, educational, 

social, or personal activities, that persists for more than 6 months, accompanied by fatigue–often 
profound–is of new or definite onset (not lifelong), is not the result of ongoing excessive exertion, and is 
not substantially alleviated by rest; and 
• Post-exertional malaise*; and
• Unrefreshing sleep*

–At least 1 of the following is also required: 
• Cognitive impairment*; or  
• Orthostatic intolerance 

–Additional symptoms/manifestations:
• Pain—common, highly variable in presence, nature and severity, with higher prevalence in severe cases
• Immune impairment—sufficient evidence supports the finding of immune dysfunction
• Infection—sufficient evidence that ME/CFS can follow Epstein-Barr virus & possibly other infections 
• Other symptoms—gastrointestinal impairment, genitourinary impairment, sore throat, painful/tender 

axillary/cervical lymph nodes, sensitivity to external stimuli (eg, foods, drugs, chemicals)

§ 2015 National Academies of Sciences, Engineering and Medicine Criteria

*Assess frequency and severity of symptoms. Question diagnosis if symptoms aren’t 
present at least half of the time with moderate or severe intensity.

21

Diagnostic Criteria: Fibromyalgia

A patient satisfies the 2016 ACR Criteria if ALL of the following conditions are met: 

2016 American College of Rheumatology Diagnostic Criteria

Description

Symptom 
Severity

Widespread Pain Index ≥ 7 AND Symptom Severity Scale score ≥ 5

OR
Widespread Pain Index of 4-6 AND Symptom Severity Scale score ≥ 9 

Anatomic 
Regions

Generalized pain, defined as pain in at least 4 of 5 regions (left upper region, 
right upper region, axial region, left lower region, right lower region)*

Duration Symptoms have been generally present for at least 3 months

Comorbidity
A fibromyalgia diagnosis is valid irrespective of other diagnoses, 
and does not exclude the presence of other clinically important illnesses. 

*jaw, chest & abdominal pain are not included in generalized pain definition
Printable Screener can be downloaded here.

https://webspace.clarkson.edu/~lrussek/docs/fibromyalgia/2016%20Fibromyalgia%20Diagnostic%20Criteria.docx
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Diagnostic Criteria: IC/PBS
American Urological Association & RAND IC Epidemiology Study (RICE)

AUA Definition: “An unpleasant sensation (pain, pressure, discomfort) perceived to be related to the urinary 
bladder, and associated with lower urinary tract symptoms of more than six weeks duration in the absence of 
infection or other identifiable cause.”

RICE IC/PBS Definition (Female)**

High Sensitivity Definition 
81% Sensitivity
54% Specificity*

High Specificity 
Definition

48% Sensitivity
83% Specificity*

Pain, pressure or discomfort in the pelvic area + +
Daytime urinary frequency 10+ or urgency due to 
pain, pressure, or discomfort, not fear of wetting

+ +
Symptoms did not resolve after treatment with 
antibiotics

+
No treatment with hormone injection therapy for 
endometriosis**

+
Exclusion Criteria: bladder cancer, urethral diverticulum, spinal cord injury, stroke, Parkinson’s disease, multiple sclerosis, spina bifida, 
cyclophosphamide treatment, radiation to pelvic area, tuberculosis affecting bladder, genital herpes, uterine/vaginal cancer**, pregnancy**  

*for IC v. endometriosis, vulvodynia and overactive bladder
**For males: replace with prostate cancer & remove criterion related to hormone injection therapy

23

Diagnostic Criteria: Endometriosis

§ Currently, surgery is the only way to confirm a diagnosis of endometriosis
– Laparoscopy is the most common, but laparotomy may also be performed in some cases
– Biopsy may/may not be done to confirm diagnosis

§ Imaging tests 
– Larger nodules or cysts may be identified through the use of MRI or ultrasound, but imaging will not aid in the 

diagnosis of small lesions or adhesions
§ Primary symptoms: pain & Infertility 
§ Other common symptoms:

– Painful menstrual cramps
– Pain during/after sex
– Pain in the intestine or lower abdomen
– Painful bowel movements or urination during menstrual periods
– Heavy menstrual periods
– Premenstrual spotting or bleeding between periods

§ Pain severity does not correspond with the number, location or extent of endometriosis lesions

National Institute of Child Health and Human Development
American College of Obstetricians & Gynecologists

24

Diagnostic Criteria: Irritable Bowel Syndrome

Recurrent abdominal pain, on average, 
at least 1 day/week in the last 3 months, 

associated with 2 or more of the following:

Related to defecation

Associated with a change in 
frequency of stool

Associated with a change in 
form (appearance) of stool

§ Subtypes

IBS-C
Predominant 
Constipation

IBS-U
Unknown 

IBS-D
Predominant 

Diarrhea  

IBS-M
Mixed    

Bowel Habits  

Rome V Classification
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Differential Diagnoses
For further reading on the differential diagnoses of 

COPCs, please see the linked resources.
Condition Resources

cMig

cTTH

TMD

Vulv

Endo

IC/PBS
. 

IBS

FM

ME/CFS

cLBP

Biopsychosocial Assessment of COPCs

27

Biopsychosocial Model of Health & Illness
§ Evaluates the integrated “whole person” with both the mind and body together as interconnected 

entities, recognizing biological, psychological and sociological components 
§ Accounts for dynamic interactions among the biological, psychological and sociological factors in the 

pain experience process
§ Emphasizes illness and how one lives with, and responds to, a health condition

Biological

SociologicalPsychological

Health/Illness

Gender
Genetics

Immune Function
Neurochemistry

Endocrine 
Function

Personality
Behaviors
Emotions

Attitudes/Beliefs
Past Trauma
Coping Skills

Social Support 
Cultural Factors
Family Background
Education
Socioeconomic 
Status 

https://www.ncbi.nlm.nih.gov/pubmed/21770929
https://www.aafp.org/afp/2014/0415/p642.html
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2793374/pdf/10194_2007_Article_418.pdf
https://www.aafp.org/afp/2014/0415/p642.html
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4520529/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4014358/
https://www.uptodate.com/contents/endometriosis-pathogenesis-clinical-features-and-diagnosis
https://www.aafp.org/afp/2006/0815/p594.html
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2880548/
http://www.auanet.org/guidelines/interstitial-cystitis/bladder-pain-syndrome-(2011-amended-2014)
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4819162/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1140703/
https://www.uptodate.com/contents/differential-diagnosis-of-fibromyalgia
http://www.nationalacademies.org/hmd/~/media/Files/Report%20Files/2015/MECFS/MECFScliniciansguide.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5429540/
http://annals.org/aim/fullarticle/736814/diagnosis-treatment-low-back-pain-joint-clinical-practice-guideline-from
https://www.aafp.org/afp/2015/0515/p708.html
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Elements of a Comprehensive Pain Assessment

Take Detailed History

Conduct Physical Exam

Clarify Pathophysiology

Assess Pain Domains 
(eg, location, frequency, 

distribution, quality)

Assess Non-Pain 
Comorbidities & 

Contributing Factors   
(eg, sleep, mood, fatigue)

Assess Pain Burden
(eg, social, vocational, 

functional impact)

29

Heuristic Model of Pain Assessment

Pain 
Mechanisms

Chronic 
Pain 

Assessment

Pain 
Burden

Sensory & 
Affective Qualities

Perceptual 
Qualities

Temporal 
Features

Bodily 
Location(s)

Quantitative 
Sensory Testing

Brain Imaging

Peripheral 
Nerve Testing

Pharmacologic 
Phenotypes

Genetics

Adapted from Figure 1: Fillingim R., et al. J Pain. 2016 Sept;17(9S):T10-20.

Pain Domains to Assess Emerging Testing Methods

Solid line: primary info source
Dashed line: secondary info 

source

30

Approaches to Assessing Domains of Pain

Domain Description Recommended Measures
Sensory and 
Affective Qualities 

Pain Intensity Strength or “loudness” of the pain
0 (no pain) – 10 (most intense pain imaginable) 

Pain Affect How unpleasant or disturbing the pain feels Numeric Rating Scale 
0 (not at all unpleasant) – 10 (most unpleasant feeling imaginable) 

Perceptual Qualities Description of the sensory and other features 
of pain, how the pain feels (yields sensory, affective & evaluative subscales)

Temporal Features Pain Duration Time since onset of chronic pain Retrospective Self-Report 
Q: For how long have you experienced pain most of the time?

Pain Variability Temporal pattern (episodic, chronic-
recurrent, constant but fluctuating in intensity)  

Retrospective Self Report & Daily Diaries
Q: During what percentage of your waking day do you experience pain?
Q: What factors improve or worsen your pain? 

Modifying Factors Factors that exacerbate or ameliorate the pain

Bodily Locations Areas of the body where pain is experienced; 
assesses how widespread the pain is Included in MPQ

Q: Does pain radiate to other body areas?
Other Pain Features Provocative Pain 

Measures
Collected via physical exam in order to 
provide diagnostic information

Examples include Digital Palpation as part of diagnostic criteria for Fibromyalgia and 
Temporomandibular Disorders; Straight Leg Raise for Low Back Pain

Pain Behaviors Behaviors that visibly convey a person is 
experiencing pain

Facial Expressions; Limping; Guarding; Bracing

Adapted from Table 1: Fillingim R., et al. J Pain. 2016 Sept;17(9S):T10-20.

https://www.va.gov/PAINMANAGEMENT/docs/Pain_Numberic_Rating_Scale.pdf
http://anesthesiology.pubs.asahq.org/article.aspx?articleid=1942256
http://www.srisd.com/Pain%20Drawing%20Portrait.pdf
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Nonpain 
Comorbidities 
& Contributing 
Factors
§ Nonpain comorbidities are common  in 

COPCs patients 
§ Chronic pain also has far-reaching 

impact, causing fatigue, cognitive 
impairment and varying degrees of 
physical, social and sexual 
dysfunction

§ Certain medications and treatments 
for chronic pain (and/or other health 
conditions) can also contribute

§ The interplay is highly complex and 
unique to each person

§ A comprehensive assessment 
includes assessment of these 
conditions and factors

37

32

Vicious Cycle

Chronic Pain

Sleep
Pain makes sleeping difficult

Poor sleep or sleep disorders 
negatively impact pain, mood & 

energy levels

Mood
Pain and poor sleep negatively 

affect mood, worsening patients’ 
coping abilities

Energy
Pain, combined with poor sleep 

and mood changes, drains energy 

Activity
Pain, poor sleep, mood changes 

and lack of energy make it 
difficult to be active, which leads 

to worsening pain

33

Pain & Sleep: Major Findings

Sleep disturbances are common among those with chronic pain. 

Pain disrupts sleep, with difficulty falling or staying asleep, poor sleep quality,                      
short sleep duration, and disrupted sleep architecture.

Sleep disturbance aggravates pain and inflammatory processes, reduces endogenous pain 
inhibitory responses, increases emotional distress and reduces well-being.

Sleep deprivation is associated with worsening neurocognitive, behavioral, 
metabolic and autonomic parameters, and alterations in neuroendocrine and immuno-

inflammatory systems.

Sleep deprivation increases risk of chronic conditions, including diabetes mellitus, 
cardiovascular disease, cancer and mortality, particularly in women.

1

2

3

4

5
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Assessment of Sleep Quality
Prevalence of sleep disorders vary by pain condition and are irregular. 

Insomnia, hypersomnolence, sleep apneas and restless legs syndrome may be the 
most common sleep disorders in those with chronic pain. 
Diagnostic tests differ by sleep disorder, as does treatment.   

Management of Common Sleep Disorders (APF)

Classification of Sleep Disorders 

Assessment of Psychosocial and Functional Impact of Chronic Pain

Sleep Disorders Screening Checklist-25: A Primary Care Friendly and 
Comprehensive Screener for Sleep Disorders

Clinical 
Pearls

Assessment 

Differential
Diagnosis

Screening 
Tools

35

Pain & Mood: Major Findings
Data supports a bidirectional link between chronic pain and mood disorders. Chronic pain increases 
risk of developing a mood disorder, and psychological variables (eg, depression, anxiety, distress) are 
potent predictors of developing chronic pain.

Although psychiatric conditions can co-occur with chronic pain, negative affect (at sub-threshold levels 
for a mood disorder) plays an influential role in shaping pain responses and pain-related outcomes.

Psychological variables (eg, somatic awareness, anxiety, pain-related catastrophizing) likely reflect altered 
peripheral and central nervous system processing of sensory stimuli.

Psychological processes either exist as pre-existing “vulnerability” factors (eg, childhood trauma, 
distress, fear, catastrophizing) or potentially “protective” factors (eg, social support, active coping, 
acceptance, self-efficacy).

Assessment of clinical/sub-clinical depression and anxiety is essential, as is assessment of maladaptive 
thoughts in both depressed and nondepressed patients. These include beliefs, attitudes, catastrophizing, 
coping, control, self-efficacy. 

1

2

3

4

5

36

Assessment of Mood & Maladaptive Thinking

Depression: Screening for Depression (AFP)

Anxiety: Diagnosis and Management of Generalized Anxiety Disorder (AFP)

Beliefs/Attitudes: Assessment of Psychosocial & Functional  Impact of Chronic Pain

Depression: Patient Health Questionnaire-9

Anxiety: Generalized Anxiety Scale-7

Beliefs, Attitudes, Coping: Fear-Avoidance Beliefs Questionnaire, Pain Self-Efficacy 
Scale Abbreviated, Coping Strategies Questionnaire

Assessment

Differential 
Diagnosis

Screening

Tools

https://www.aafp.org/afp/2013/0815/p231.html
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3480567/
https://www.jpain.org/article/S1526-5900(16)00523-X/pdf
https://www.sleepmedres.org/journal/view.php?number=90
https://www.aafp.org/afp/2012/0115/p139.html
https://www.aafp.org/afp/2015/0501/p617.html
https://www.jpain.org/article/S1526-5900(16)00523-X/pdf
https://www.integration.samhsa.gov/images/res/PHQ%20-%20Questions.pdf
https://www.mirecc.va.gov/cih-visn2/Documents/Clinical/GAD_with_Info_Sheet.pdf
https://www.tac.vic.gov.au/files-to-move/media/upload/fear_avoidance.pdf
https://gpsupport.workcover.wa.gov.au/content/uploads/sites/2/2015/07/pain_self_efficacy_questionnaire.pdf
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Other Nonpain Domains Important to Assess
Domain Findings Assessment Screening Tools

Physical Function & 
Disability

COPCs patients report increasing levels of physical 
dysfunction and disability.

(also assesses social function)

Sexual Function
COPCs, in varying degrees dependent on their bodily 
location and severity, can result in sexual dysfunction. 

Fatigue 
Tiredness/fatigue is commonly associated with 
chronic pain, and is part of the symptomology of 
several COPCs (eg, ME/CFS, FM).

Cognitive 
Impairment

Cognitive impairment (in varying degrees) is 
experienced by those with chronic pain, and is part of 
the symptomology of some COPCs (eg, FM, ME/CFS).

Social Support
Social support has been shown to decrease the 
adverse influence of pain-related stress and facilitate 
coping ability. 

Biopsychosocial Treatment of COPCs 

39

COPCs Treatment Paradigm

Disorder 
Specific 
Treatment
(FDA-
Approved)

Universal
Chronic Pain 
Approaches

Treatment of 
Nonpain 
Comorbidities

cLBP
Senza®

Intracept®
Cymbalta®

cMig
Botox®

IBS
Xifaxan® (D)
Viberzi® (D)

Lotronex® (D)
Linzess® (C)
Amitiza® (C)
Zelnorm® (C)

IC/PBS
Elmiron®

FM
Savella®

Cymbalta®
Lyrica®

ENDO
Aygestin®

Depo SubQ 
Provera®
Lupron®

Etc.

Adjuvant Medications (SNRIs, TCAs, Anticonvulsants)
Interventional Pain Management
Physical/Occupational Therapy 
Cognitive Behavioral Therapy

Pain Education/Self-Management

Sleep Disorders
Mood Disorders/Negative Affect

Fatigue
Cognitive Impairment
Sexual Dysfunction

cLBP

Review

cMig

Review

IBS

Review

IC/PBS

Review

FM

Review

ENDO

Review

Vulv

Review

TMD

Review

cTTH

Review

ME/CFS

Review

Disorder 
Specific 
Treatment
(OTHER)

Selecting Components of Individualized Treatment Plan

https://www.jpain.org/article/S1526-5900(16)00523-X/pdf
https://www.nhms.org/sites/default/files/Pdfs/Pain_Disability_Index.pdf
https://www.keele.ac.uk/media/keeleuniversity/ri/primarycare/docs/Keele_Assessment_of_Participation.pdf
https://www.jsm.jsexmed.org/article/S1743-6095(15)32853-8/fulltext
http://www.obgynalliance.com/files/fsd/FSFI_Pocketcard.pdf
https://www.aafp.org/afp/2008/1115/p1173.html
https://www.rheumatology.org/I-Am-A/Rheumatologist/Research/Clinician-Researchers/Multidimensional-Assessment-of-Fatigue-MAF
https://academic.oup.com/painmedicine/article/17/8/1465/2223090
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4456217/pdf/nihms669457.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2729718/
https://grandmotherscount.files.wordpress.com/2015/03/1-dufss-ready-for-irb1.pdf
https://www.aafp.org/afp/2015/0515/p708.html
https://www.bmj.com/content/348/bmj.g1416
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4112883/
http://www.auanet.org/guidelines/interstitial-cystitis/bladder-pain-syndrome-(2011-amended-2014)
https://www.ncbi.nlm.nih.gov/pubmed/24737367
https://www.sciencedirect.com/science/article/pii/S2213307015001124
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4014358/
https://www.nidcr.nih.gov/health-info/tmj/more-info
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2907789/
https://www.degruyter.com/view/j/reveh.2015.30.issue-4/reveh-2015-0026/reveh-2015-0026.xml
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FDA-Approved Treatments for COPCs

Condition Treatment Type Manufacturer Year 
Approved

Vulvodynia None

TMD None

cTTH None

ME/CFS None

Chronic 
Low Back Pain

INTRACEPT® Intraosseous 
Nerve Ablation System

Radiofrequency 
Ablation

Relievant 
Medsystems 2016

Senza® Spinal Cord 
Stimulation System Neurostimulation Nevro 

Corporation 2015

*duloxetine 
(Cymbalta®) SNRI Eli Lilly 2010

Chronic 
Migraine**

onabotulinumtoxinA
(Botox®) Neurotoxin Allergan 2010

Interstitial 
Cystitis/
Painful Bladder
Syndrome

pentosane polysulfate sodium
(Elmiron®)

Heparin-like 
macromolecular 
carbohydrate 
derivative

IVAX 1996

*approved for musculoskeletal pain associated with cLBP
**other treatments are available for episodic migraine
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FDA-Approved Treatments for COPCs (cont’d)

Condition Treatment Type Manufacturer Year 
Approved

Irritable Bowel 
Syndrome –
Diarrheal Type

rifaximin
(Xifaxan®) Antibiotic

Salix 
Pharmaceuticals 2015

eluxadoline
(Viberzi®)

Mu-opioid 
receptor agonist Allergan 2015

*alosetron hydrochloride
(Lotronex®)

Serotonin 5-HT3 
receptor agonist GlaxoSmithKline 2000

Irritable Bowel 
Syndrome –
Constipation 
Type

linaclotide
(Linzess®)

Guanylate 
cyclase-C agonist

Forest Labs
Ironwood Pharm 2012

lubiprostone
(Amitiza®)

Chloride channel 
activator

Sucampo 
Pharmaceuticals 2006

tegaserod maleate
(Zelnorm®) 

Hydrogen maleate 
salt Novartis 2002

Fibromyalgia milnacipran HCL
(Savella®) SNRI Forest Labs 2009

duloxetine
(Cymbalta®) SNRI Eli Lilly 2008

pregabalin
(Lyrica®) Anticonvulsant Pfizer 2007

*approved for women only 
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FDA-Approved Treatments for COPCs (cont’d)

Condition Treatment Type Manufacturer Year 
Approved

Endometriosis Norethindrone
(Aygestin®)

Synthethic 
progestin

Duramed 
Pharmaceuticals

2005

medroxyprogesterone acetate
(Dep SubQ Provera 104®)

Progestin Pfizer 2005

leuprolide acetate
(Lurpon Depot®)

GnRH agonist
TAP 
Pharmaceuticals

1999

nafarelin acetate
(Synarel®)

GnRH agonist Pfizer 1990

goserelin acetate
(Zoladex®)

GnRH agonist
Zeneca 
Pharmaceuticals

1989

danazol
(Danazol®)

Synthetic 
androgen

Teva 
Pharmaceuticals

1971

Elagolix (Orlissa ®) GnRh antagonist Abbvie 2018
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Treatment Approaches for Chronic Pain
Biomedical

Topical Analgesics

Oral Analgesics
Adjuvant Analgesics

Nerve Block Injections

Intrathecal DDS

Nerve Ablation

Deep Brain Stim
Spinal Cord Stim

Percutaneous ENS

Transcutaneous ENS

Repetitive TMS

Transcranial DCSLess 
Invasive

Less 
Invasive

More 
Invasive

Pharmaceutical

Surgical

Electrical

Biopsychosocial

Pain Education-
Self-Management

Physical Therapy

Occupational Therapy

Clinical Psychology

Clinical Psychiatry

Cognitive Behavioral 
Therapy

Complementary Approaches

Adapted from Table 1: Hylands-White N, et al. Rheumatol Int. 2017;37:29-42.
DDS-Drug Delivery System; Stim-Stimulation; ENS-Electrical Nerve Stimulation; 
TMS-Transcranial Magnetic Stimulation; DCS-Direct Current Stimulation
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Functional Goal Setting

Increases progress 
toward mutually 
agreed upon goals

Fosters adherence 
to clinician 

recommendations

Helps create 
successful 

individualized 
treatment plan

Improves 
patient-clinician 
communication

Research demonstrates that goal-setting: 

Step 1

Address 
Faulty Beliefs

Step 2

Select Focus 
Area

Step 3

Use SMART  
System

Step 4

Break Down 
Goal

Step 5
Identify  

Obstacles & 
Solutions

How to: 

For clinical tool + patient worksheet, visit: here. 
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Shared Decision-Making
AHRQ: The SHARE Approach

1

2

3

4

5

Seek your 
patient’s 
participation

Help your 
patient 
explore and 
compare 
treatment 
options

Assess  
your 
patient’s 
values and 
preferences 

Reach a 
decision with 
your patient Evaluate your 

patient’s decision 
Agency for Healthcare Research & Quality (AHRQ) 
Curriculum & handouts available here. 

http://projects.hsl.wisc.edu/SERVICE/modules/30/M30_CT_Goal_Setting_for_Pain_Rehabilitation.pdf
https://www.ahrq.gov/professionals/education/curriculum-tools/shareddecisionmaking/index.html
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Management and Referral Pathway 
Biopsychosocial Pain Assessment  

Development of Functional Goals  

Pain Education Interventions 

Pharmacological Psychological

Review treatment plan & progress (4-8 weeks)

Satisfactory improvement in symptoms & goals  

Reassess every 6-12 months (for 2 years)

Unsatisfactory improvement in symptoms & goals

Reassess & review treatment plan

Physical

Adapted from Figure 2: Rajapakse D., et al. Arch Dis Child 2014;99(5):474-80.

Cont’d on next slide

48

Management and Referral Pathway 

Adapted from Figure 2: Rajapakse D., et al. Arch Dis Child 2014;99(5):474-80.

Reassess & review treatment plan

Refer to pain specialist Seek advice from pain specialist

Review treatment plan & 
progress (4-8 weeks)

Satisfactory improvement
in symptoms & goals

Reassess annually

Unsatisfactory improvement 
in symptoms & goals

Refer to pain specialist

Continue current (or altered) 
treatment plan

(continued from previous slide)



4/9/19

17

49

Key Summary Points
Chronic overlapping pain conditions (COPCs) describe a set of conditions that often coexist and either 

predominantly or solely affect women, which share similar disease mechanisms across the neurological, 
endocrine, and immunological systems.   

Large, multisite, NIH-funded studies demonstrate that COPCs comorbidity is associated with 
abnormalities in two general constructs: generalized sensory sensitivity and 

S.P.A.C.E. (sleep, pain, affect, cognition, energy). 

Mounting evidence demonstrates that with increasing body sites of pain, a vicious cycle ensues, with: 
worsening of localized and systemic pain symptoms; decreased treatment effectiveness; reduced health 

and psychosocial outcomes; increased disability and costs; and markedly reduced quality of life. 

Evidence suggests that genetic predisposition and environmental exposures combine to increase the 
risk of developing and maintaining COPCs, through abnormal pain amplification and emotional distress, 

moderated by factors from multiple body systems. COPCs are not an extension of acute pain, but 
considered a complex multisystem illness.  

Most COPCs are diagnoses of exclusion, ie, they are diagnosed after known causes for pain in different 
body systems/locations are ruled out. Diagnostic criteria for each COPC contain elements of criteria 

put forth for diagnosing central sensitization.  

1

2

3

4

5
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Key Summary Points (cont’d)
The biopsychosocial model is the most heuristic approach to chronic pain assessment and treatment, 
and the best foundation for tailoring a comprehensive pain management regimen to individual patients. 

Multimodal, interdisciplinary treatment, based on this model, is vital to addressing the complexities faced 
by COPCs patients.   

Elements of a comprehensive biopsychosocial pain assessment include taking a detailed medical history 
and conducting a physical exam to clarify pathophysiology, if possible. Assessment of critical pain 

domains, along with non-pain comorbidities/domains, such as sleep, mood, cognition and fatigue, are 
critical, as is assessing pain’s impact on physical, social and sexual function.  

Developing functional goals that patients can begin to work towards between visits has been shown to 
foster adherence to clinician recommendation and improve patient-clinician communication, among 

other benefits. It is an important part of a successful individualized treatment plan for COPCs patients. 

An individualized treatment plan for COPCs patients includes a combination of: FDA-approved 
treatment options (available for 6 of 10 COPCs); other disorder-specific approaches; universal 

chronic pain treatment approaches; and treatment for non-pain comorbidities, such as 
sleep and mood disorders.

6

7

8
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Resources
§Companion Patient Self-Help Guidebook, available at: http://chronicpainresearch.org/Resources

§COPCs Brochure, available at: http://chronicpainresearch.org/Resources

§Electronic Newsletter, COPCs Research Advances, provides abstracts of recently published 
studies on the epidemiology, pathophysiology and clinical management of COPCs. Available at: 
http://chronicpainresearch.org/New_Findings

§CPRA White Paper: Impact of Chronic Overlapping Pain Conditions on Public Health and the 
Urgent Need for Safe and Effective Treatment: 2015 Analysis and Policy Recommendations, 
available at: http://chronicpainresearch.org/Resources. 

§CPRA Web Site: www.chronicpainresearch.org. 

§ International Pelvic Pain Site: www.pelvicpain.org

http://chronicpainresearch.org/Resources
http://chronicpainresearch.org/Resources
http://chronicpainresearch.org/New_Findings
http://chronicpainresearch.org/Resources
http://www.chronicpainresearch.org/
http://www.pelvicpain.org/

