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Disclosure

The faculty have been informed of their responsibility to disclose to the
audience if they will be discussing off-label or investigational use(s) of drugs,
products, and/or devices (any use not approved by the US Food and Drug
Administration).

Applicable CME staff have no relationships to disclose relating to the subject
matter of this activity.

This activity has been independently reviewed for balance.
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Learning Objectives

» Recognize the interconnected symptom patterns and comorbidities of FM,
including pain, sleep disturbance, and psychiatric symptoms, to support early
diagnosis and effective management

» Assess the efficacy, safety, and indications of current and emerging
pharmacologic therapies for FM

* Implement evidence-based, nonpharmacologic, and multidisciplinary
strategies for FM management in primary care, including appropriate use of
patient-reported outcome measures and referral pathways
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Early Recognition and
Diagnosis of FM in
Primary Care




Fibromyalgia Overview

« Chronic nociplastic pain syndrome with widespread pain and
associated symptoms

« Accompanied by
* Mood alterations
» Sleep disruption
« Cognitive difficulties

* Prevalence: 2-8%

» Despite advances, remains challenging and difficult to treat
* Pharmacologic therapy rarely works as monotherapy
» Medications often do not provide significant relief and cause side effects
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What Is Nociplastic Pain”?

« “Pain that arises from altered nociception despite no clear evidence
of actual or threatened tissue damage causing the activation of
peripheral nociceptors, or evidence for disease or lesion of the
somatosensory system causing the pain”

* Introduced in 2016 through International Association for the Study of
Pain Terminology Task Force

« Best exemplified in conditions such as: fiboromyalgia, irritable bowel
syndrome, migraine and tension headache, chronic low back pain,
and others

* Nociplastic pain is thought to be predominant pain mechanism
« “Chronic overlapping pain conditions”
* “Primary pain”
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Centralized Pain Syndromes

Chronic
Migraine

Chronic
Tension-Type
Headache

Maixner W, et al J Pain.

Vulvodynia

Endometriosis

Temporo-
mandibutar
Disorders

Chronic
Low Back Pain

2016;17(9 Suppl):T93-T107.

» Centralized pain syndromes have
distinct adaptations within the central
nervous system (CNS) known as central
sensitization

*  Amplify peripheral input

»  Generate the perception of pain in the
absence of peripheral input

» Chronic overlapping pain conditions

. Recognized by the NIH as a set of
conditions where there is substantial
overlap thought to be secondary to
similar pathophysiology
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Understanding the Interrelationship

° Pain Brain network enmeshment
« Sleep disturbance
[ Fatigue Neurotransmitter
. . alterations
* Psychiatric
symptoms Dysfunctional
M ial and reward
icroglial an -
Deficits in astmfyte processing
descending pain dysregulation
modulation
im‘x
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Why Primary Care Is on the Front Lines

Average delay to diagnosis: 2-7 years from symptom onset in many studies

Reasons include

Fluctuating symptoms over time

No confirmatory lab or imaging test

Patients often present with multiple seemingly unrelated symptoms
Overlap with autoimmune, endocrine, neurologic, and psychiatric disorders
Persistent misconceptions that symptoms are “psychological”

Multiple specialist referrals before diagnosis

Limited clinician familiarity with updated diagnostic criteria
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2016 ACR Diagnostic Criteria

The 2016 update
to the ACR
guidelines sought
to refine the
diagnosis criteria
for fibromyalgia to
reduce the
number of false
positives

The diagnosis of
other chronic pain
disorders does not
 Generalized pain in at least 4 out of 5 body regions preclude a
« Widespread Pain Index (WPI) score 27 diagnosis of
«  Symptom Severity (SS) scale score =5 fibromyalgia
* Or WPI score between 4-6 and SS score 29 with symptoms for at least 3 months
« A diagnosis of fibromyalgia does not need to exclude other clinically important conditions
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The ACTTION-American Pain Society Pain Taxonomy (AAPT)

The framework organizes pain conditions using 5 distinct dimensions

« Dimension 1: Core Diagnostic Criteria

« Dimension 2: Common Features

« Dimension 3: Common Medical Comorbidities

« Dimension 4: Neurobiological, Psychosocial, and Functional
Consequences

 Dimension 5: Putative Neurobiological and Psychosocial
Mechanisms, Risk Factors, and Protective Factors
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The Fibromyalgia Rapid Screening Tool (FIRST)

A brief, 6-question self-administered questionnaire designed to help identify
fiboromyalgia in patients with chronic pain

The questionnaire uses simple yes/no questions targeting key symptoms of fiboromyalgia

o Widespread pain: Do | have pain all over my body?

o Fatigue: Is my pain accompanied by continuous and very unpleasant general
fatigue?

o Pain character: Does my pain feel like burns, electric shocks, or cramps?

o Other sensations: Is my pain accompanied by unusual sensations like pins and
needles, tingling, or numbness?

o Associated problems: Is it accompanied by digestive issues, urinary problems,
headaches, or restless legs?

o Daily impact: Does it significantly impact sleep, concentration, or overall slowness?

e
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Defining PCP’s Role in Management

» Most specialists will refer patient back to PCP for treatment
(eg, rheumatology, neurology)

 Recommend educational resources
« Newly diagnosed: Fibromyalgia for Dummies by Dr. Roland Staud
and Christine Adamec
« More comprehensive: The Fibro Manual by Dr. Ginevra Liptan

« Engage other clinicians to assist in management
* Physical therapy — consider warm water aquatic PT
« Behavioral therapist specializing in chronic pain for acceptance and
commitment therapy
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Differentiating FM from Overlapping Conditions

Irritable bowel syndrome

Myalgic encephalomyelitis/chronic fatigue syndrome
Migraine

Depression/anxiety disorders

Somatic symptom disorder
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Current Treatment Overview

Historically, 3 FDA-approved therapies
* Duloxetine
* Milnacipran
* Pregabalin

Late 2025 came first new FDA-approved pharmacotherapy in ~15 years
* Sublingual cyclobenzaprine

FDA-approved therapies tend to focus on modulation of
* Reduction of facilitatory neurotransmission
* Augmenting inhibitory (noradrenergic/serotonergic) signaling

Non-FDA-approved therapies (off-label) are widely used
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Unmet Needs and Gaps in the Pharmacotherapy of Fibromyalgia:
Current Pharmacotherapy Provides Modest, Short-Term Benefits
and Does Not Fully Address the Complex, Multifaceted Nature of FM

Low Response Rates
and Small Effect Sizes

) 3‘({ Iy ° Eme«mmdn‘sm
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worthwhide pan relief in only

=10-15% more patients

than placebo
~10-15%  owie-6-14.

more patients g
achieve meaningful @ Efficacy is unproven
pain relief than beyond 6 months.
placebo [3)(6-7]

o Symptom Heterogeneity
/o\
addresses all domains.

@ ®
— regimens.

(7-8](11)

@ ’ KEY TAKEAWAY

REFERENCES
Mactariane G, Kronach C, Dean LE, et al. Ao Rrwom Dis. 2017
Willarms DA, Clauw DJ. N Engl J Med. 2026,395:267-277

o FM spans pain, fatigue,
sleep, cogntion, and mood,
but no single agent

Poor Tolerability e
and Adt No Predictors of Response
@ Trials provide no reliable
® All FDA-approved agents guidance on which patients
p {cxcept anvtriptyline) have ¢ will benefit or experience
A hgher discontinuation " harm.
rates than placebo due to L o Better phenotyping and
Higher adverse effects. L . identification of treatment-
discontinuation  (5][7] bl g I e i
rates ’ [1){6-7)[14]
Limited Durable/ Emerging but Unproven Therapi
Disease-Modifying Options G e e i
A e
o Pharmacologic benefits are Canvabinads - therspiesare
U U confined to the treatment g s e
period. ehdence.
@ o Comwentional analgesics . moduiation (7)13-14)
are ineffective. Nutraceuticats
Benefits last [3)010] a
onty while Pt G
treating 'M" mmsmw-a\) s

There remains a critical need for more effective, better-tolerated, and individualized treatments
that address the full spectrum of fibromyalgia symptoms and provide durable benefits.

8. Kundaksi B, Kawr J, Goh SL, ot ol Pain, 2022
9. Kundakel B, Hall M, Atzons F, et al. Semin Arthnitis Rheum, 2022

Moore RA, Fisher E, Miuser W, ot al. Cocfvane Dutabuse Syst Rev. 2021

Dowman S5, Farag 1M, Dirvies A ¢t 3l JAMA Netw Opens, 2026
Clarkn M, Peer M, Migs 5, Fitzcharies MA. Drugs. 2025,
Moore A, Badonde J, Fisher €, ot al. Rheumatology. 2025,

UY, UY, WuS, et al Front Phawmacol. 2025,
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Despite Available Treatment Options, Many Patients
Still Struggle with Substantial Disease Burden

Commonly used fibromyalgia therapies do not fully address the interconnected
symptom burden of fibromyalgia®

of fibromyalgia @
treatment o
discontinuations =7 o
63% aredrivenby g
poor tolerability* ~ 1 n 3 of patients fail
<) patients who discontinue therapy cite first-line therapy*

lack of efficacy as the main reason?®

X . Vi AR . R
1-Year Discontinuation Rates' of Fibromyalgia Therapies These data highiight

. e the need for more effective
Milnacipran and better-tolerated
) treatments to address
Pregabalin the complex and
interconnected symptoms
Duloxetine of fibromyalgia,

KEY TAKEAWAY

High discontinuation rates due to poor tolerability and lack of efficacy underscore the need for individualized,
I multimodal, and better-tolerated treatment approaches in fibromyalgia.

1. Schaeler CP, ot al. Open Rheumatol ). 2016;10:109-121, 2. Gioegi V, et A Curr Pan Hoadache Rep. 2024,28(1211349-1363
3, Robinson RL, et al. Pain Med. 2013,14:1800-1415 4, Wilams DA, ¢t ol New Engl / Med. 2026;395:267-277
S, LY, et al. / Manag Care Spec Pharme 20162203)263-271

1 Dacontinuation defined as stoppeng therapy for any reason within 1 year
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Duloxetine, Pregabalin, and Milnacipran



Q MECHANISM OF ACTION

Duloxetine is a serotonin-norepinephrine
reuptake inhibitor (SNRI).

Increases synaptic levels of serotonin (5-MT) and
norepinephring (NE) in the central nervous system,
modulating pain pathways and improving mood.

Blocks reuptake Blocks revptake
of serctonin olnmo-mohvh
(5-47)

w#

Fibromyalgia:

Duloxetine: An Evidence-Based Option for
Fibromyalgia Management — Approved for FM in 2008

Concomitant use with monoamine

B

Duloxetine is effective for
reducing pain, improving
function, and enhancing
quality of life.

Effective at doses of
30-60 mg/day.

Benefits seen as early as
week 2; continued
improvement over 12 weeks.

* Patients with widespread pain and

oxidase inhibitors (MAOIs) or within
14 days of discontinuation

Uncontroied narrow-angle glaucoma

Severe hepatic impairment

Severe renal impairment
(eGFR <30 mL/min/1.73 m?)

Concomatant alcohol use

: Enhanced comorbid depression or anxiety Concomitant use of other serotonergic
neurotransmission - Patients with prominent fatigue : drugs (risk of serotonin syndrome)
Modutates pan pecception and mary impeove skeep, -— 8nd sleep disturbance t ) \  Patients at risk for suicidality,
mood, and overall function P Patients requiring dual benefit for \ @' particularly in young adults
'ﬂ pain and mood symptoms s
(¢))_SAFETY mm Do not discontinue abruptly -
',C,°.""° Lo o ° Gb ’. ! i’ a l : \ taper gradually to reduce
’ ‘ ; 4 S discontinuation symptoms
Niditsa e Drymouth | Comstpation  Swesting m""“"‘“w” o Daziness changes (dizziness, irritability, nausea, etc.).
REFERENCE CUINICAL PEARL: Duloxnting useful in pationts with

COMsting mood cadrdarns, tigue, and sleep dsturbance

1 Lan YN Warg Y. 2hang Y, Yang O Dulceeting for Pan 0 Ftvormyaiga in Aduts
A Systematic Review and 8 Meta-Aralysa. The indermatonad Joumed of Neuroscrence. 2020
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Pregabalin: An Evidence-Based Option for
Fibromyalgia Management — Approved for FM in 2007

£} MECHANISM OF ACTION' il ) EFFICACY DATA' A ) oo

Pregabalin binds with high affinity to the

/g N\ History of substan disorder,
a2-6 subunit of voltage-gated calcium channels ) e e D PR

* 4 i ia: ( ) particula ioid use disorder
in the central nervous system. N P Fibromyalgia: /,' o rly ops
% 2 > Effective at doses —
Prosynaptie ' ¥ X up to 450 mg/day. ( '\ Concomitant CNS depressants
# 3 \ ) )/ (opioids, benzodiazepines, alcohol)
S
e |'/ \-, Renal impairment -
i \\_/' dose adjustment required
; : N
Patients with severe ( N
Reduces calcium-dependent i | | Elderly patients
oelinst of BNckalory : :Mem S baseline pain \\/' y
neurotransmnters mMW //—\
mr:uc:h"r\:: AU I.'xz Prominent sleep f' \‘ Patients with heart failure
substance P) ettt %/ dtisbance \&/ (NYHA class i-V)
: ¢ N
Results in decreased neuronal excitability @ Comorbid depression { | Patients at risk for suicidality
and modulation of pain signaling /) or anxiety \ J
@ ) SAFETY DATA
- CRM b "z"“‘““ Lka . & g > Do not discontinue abruptly -
’ @' < [N w & taper slowly.
Periphecal Bhurred et Ditfeutty with
Ouzziness Semncience Dry mouth odema vision gan Concereation

REFERENCE

1, Amold LM, Choy E, Clauw DJ, ot al. An Evidence-Based Review of Pregabaln
for the Treatment of Fitromyaigia. Current Medkeal Research and Opinion. 2016,

CUNICAL PEARL: Start low, go skow. Monitor for
dutness, edemna, and weight gan.
Assess pan rebel and function to guide ongoing therapy.

Generative Al was used in the preparation of this slide. Any Al-generated content was reviewed and verified by the
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Milnacipran: An Evidence-Based Option for
Fibromyalgia Management — Approved for FM in 2009

MECHANISM OF ACTION @ EFFICACY DATA! A AVOID IN

Mllnaupran is a serotonin-norepinephrine
reuptake inhibitor (SNRI).

Increases synaptic levels of serotonin (5-HT) and *
norepinephrine (NE) in the central nervous system, =
modulating pain pathways and improving mood

and function. Z

Presynaptic

neuron Blocks reuptake

of norepinephrine 0
(NE)

Blocks reuptake
of nerotonin
(5-HT) o,

()
Postsynaptic ‘g < ° °
neuron

Enhances descending inhibitory pathways
and modulates pain perception.

s © 9 ¥

Urinary
retention

mmon adverse reactions:

11
G :
)

Somnolence Sweating

]

Dizziness

fﬁ'
Nausea Constipation

REFERENCE

1. Cording M, Derry S, Phillips T, Moore RA, Wiffen PJ.
Milnacipran for Pain in Fibromyalgia in Adults. The Cochrane
Database of Systematic Reviews. 2015.

Fibromyalgia:

P2 Milnacipran is effective for
= reducing pain, improving
function, and enhancing
X quality of life.

Effective at doses of 100-200 mg/day.

Benefits observed as early as week 1-2;
continued improvement over 12 weeks.

Improves pain, physical function,
fatigue, and overall quality of life.

Patients with widespread pain and
comorbid depression or anxiety

Patients with prominent fatigue
and sleep disturbance

Patients requiring dual benefit for
pain and mood symptoms

Increased
heart rate

L

Dry mouth

0ROV

>
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Concomitant use with other serotonergic
drugs (risk of serotonin syndrome)

Uncontrolled hypertension

Severe hepatic impairment

Severe renal impairment
(eGFR <30 mL/min/1.73 m?)

Concomitant alcohol use

Patients at risk for suicidality,
particularly in young adults

Do not discontinue abruptly -
taper gradually to reduce
discontinuation symptoms
(dizziness, headache, nausea, irritability, etc.).

CLINICAL PEARL: Milnacipran can be particularly
useful in patients with coexisting mood disorders,
fatigue, and sleep disturbance.
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New and Emerging Therapies



Sublingual Cyclobenzaprine (TNX-102 SL): An Evidence-Based
Option for Fibromyalgia Management — Approved for FM in 2025

L}) MECHANISM OF ACTION il | EFFICACY DATA' A Ao

Cyclobera isat lic struct elated to % |
tricyelic m:m?frcﬁ? ) 2 " Flbromyalgla. [/ o_‘ \  Concomitant use with other CNS depressants
TNX-102 SL s a low-dose, sublingual formudation that & A rmx—mz St ::\lr:muy = = X ) (e.g., opiokds, benzodazepines, akohol)
rapidly dissoives and is absorbed though the oral mucosa 5 ‘ m"’“““m"" e (7\
o . am 0y - Uncontrolled arrhythmias, heart block,
Unlike oral cy ok , the 0 @ i Lok infarcts
theseby reducing comersion to the metabolite Q Serificant pain reduction as earty as week 1. o
norcyclobenzaprine. @  Benefits sustained through 14 weeks. q@ Angle-closure glaucoma
Inhibits reuptake of ° Improved physical function and sleop quality. N
serctonin (5-HT) and Well tolerated with low incidence of \  Urinary retention or bladder
norepinephring (NE) adverse events. KJ outlet obstruction
Modulates central iy Dosing Paradigm (Adults): ]
oo 28 e e o Tt ﬁ Elderty patiets (65 years and clds).
then rcreased 1o 56 mg at bedtime thereafter, Dosing strategy: ONLY 2.8 mg at bedtime
SRR ) vssror e
reduces pain Mid tic t:
‘ Patients with fibromyalgia and O Dosing strategy: ONLY 2.8 mg at bedtime
/' prominent sleep disturbance
: : ‘ * Patients with widespread pain and Pregnancy and breastfeeding
Mutti-modal activity that addresses pan, A functional impairment \ S10p two weeks prior to conception and theough
sheep disturbance, and overall function. m Patients who have had nadequate - :ur;m:mt prognancy due to risk of neural

redief with other therapies

. Do not discontinue abruptly -

TINX-102 SL has & favorable taper gradually to reduce
@ . ° ”Mv CHR I |w~ discontinuation symptoms
Somncience Dizness Diry mosth Naused Headcho  Constipation (dizziness, headache, nausea, kritabiity, etc.).

CUINICAL PEARL: Sublingual cyclobenzaprine (TNX-102 SL) provides rapid

1. Magg BG, Unna NL, de Lara LHC, ot al. Efficacy and Safety of TNX-102 SU in Patents crion and mut-modal fits for pa, and function in firomyalgia

REFERENCE
With Fvomyaigia: A Systematic Reviow and Meta-Analysss. Pan Management, 2025,
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AXS-14 (Esreboxetine): Investigational Therapy for Fibromyalgia —
A Selective Norepinephrine Reuptake Inhibitor for FM

O‘ MECHANISM OF ACTION

AXS-14 (esreboxeting) is a highly selective
norepinephiring reuptake inhibitor (NRI).!

It is the active enantiomer of rebomntine and
acts as a "pure” NR, rather than a dual
serotonin-nocepinephring reuptake inhibaor
like duloxetine or malnacipran,®?

* Norepinephrine augmentation enhances
descending inhibitory pain pathways and
conditioned pain moculation, which are impaired
In the central sensitzation undertying
foronmyalgia.**

NRis and SNRIs with greater noradrenergic
activity appear more efficacious than highly
selective agents in fibromyalgia,

serotonergic
supporting a noradrenergic-focused approach.*

Increases syraptic norepinephrine,
mwdesomdm inhibory pain
pathways and improving pain modulation.

REFERENCES

1. Amold LM, et al JPain 2012,03(3:246-257. (NCTOO357825)
2 Barg-Radersen B, et al ) Med Chem, 2011,540513206-3221

3. Travera ET, et al. ONS Drugs, 2020, 34(10011007- 1021
4 Moumer W, et Al Pain 2013154/811260-1270

Generative Al was used in the preparation of this slide. Any Al-generated content was reviewed and verified by the
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d PIVOTAL EFFICACY DATA!

(Arnold et al., 8-Week RCT, NCT00357825)
Muilticenter, randomized, double-blind, placebo-controlled trial

Titrated from
o0 N«267 2 mg/day wpto Duratio
[ | [ 8 mg/day . 8 weeks
AP v Reompigy) @ 528]
solerated dose)

Pain (Pmmry Endpoint) Function / Impact

—_— [ R
gg 654 2. 1 \'A
;§ $§ “30 4 207
*3 gg
s "‘°'j
Exebonetine  Placebo
P = 0,006
" z ) P < 0,001
230% pain reduction:

37.6% vs 22.6% (P = 0.004)

Global Impression (PGIC) Fatigue and Quality of Life

Much/very much improved
% Sgnfcant improvements n

. 30.1% fatigue (Multidmensional
£r Assessment of Fatigue)

»4 15.3% knproved SF-36 physical and

w4 f mental COmponent summaries

ooy Improved Sheohan Disabity

Scale scoces

OR 2.42; P < 0.0

n January 2026,

The FORWARD Phase 3 trial of AXS-14 (esreboxetine)
for the management of fibromyalgia was initiated

o SAFETY AND TOLERABILITY'

o®es Anyadverse event:
@®  71.6% (esrebaxetine) vs 57.1% (placebo)

Most common adverse events:

//"‘\) I{/"‘\.\l - o
“\é_/ \'f-? NG / N

Constipation  Insomnia Dvymwt’l Headachs
17.2% 15.7% 15.7% 10.4%

Adverse events were the leading reason
for discontinuation in the esreboetine arm.

Overall: Consistent with 3 noradrenergic
side-effect profie (constipation, insomnia,
dry mouth, headache).

Generally well tolerated, with adverse
events leading to discontinuation in a
subset of patients.

‘ Axfrld (esmwam)om
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Off-Label Therapies (Strong Evidence Base)



Off-Label Pharmacotherapy for Fibromyalgia:
Evidence-Based Options to Individualize Care

OFF-LABEL AGENTS WITH THE CLEAREST EVIDENCE AGENTS WITH MORE LIMITED OR EMERGING EVIDENCE

‘ Amltnptylme ‘ Cyclobenzapfine " b Gabapentin | " SSRis

i Antidepressant) clcD g Musce Relag \ (Gabapentinoid) \ \ e Norcbenergc Ay

N Best-supported off-label . historical evidence ) Shares mechanisn with A promising centrally N Moderate evidence N Flosting, parcting,
s E B o

agent (historically graded for pain reduction. pregabalin (the approved acting option. for efficacy per

level 14) gabapentinoid). older guidance.

Typical dose: 5-10 mg at Low-dose beatime dosing Biokogeally plausble Sk Lemitnd efficacy,

right, titrate to 20-30 mg. (5-10mg, up o 10-40 mgelay) LOW0N SOENIE) l|| v the yperactie Om_mfmwe lll erainy t igher doses.

given a few hours before improves pain and sleep. improves pain and deep sieep. m“wm

bed to exploit hypnotic system in firomyaiga, ; EULAR/EAAR inchudes

effects. Cocheane found il data b supportad ey by acthity. EBY foistioe nd
| Al g:lfamiagjsdfw lll kvﬁ:“yed;i;ul:hdemmm smal trials. anitriptyine among
BER its evidence as subject to Y ) antidepressants.
Common adverse effects: Common adverse effects: Common adverse effects: Generally well tolerated; Nm"': .(-g,"mmmm Nausea, insomnia o
Sedation, dry mouth, constipation, Sedation, dry mouth, dizziness, Dizziness, somnolence, may include WA reams,  gueoennin omdromerisk Somnolence, sexisal
weight gan anticholnergiceffects.  constipation. peripheral edema, weight gain.  headache. nausea. (especiallywithother  dysfunction

serotonergic agents).
KEY TAKEAWAY T

Hauser W, et al. Pain. 2013;154(8);1260-1270.

Macfarlane GJ, et al. Ann Rheum Dis. 2017,76(2):318-328.
Cochrane Database Syst Rev. 2015, (Amitriptyline overview)
Goldenberg DL, et al. J Clin Rheumatol. 2004,10(4):200-210.
Wiffen PJ, et al. Cochrane Database Syst Rev. (Gabapentinoids).
Amold LM, et al. Poin. 2012;153(11):2236-2244.

Sacchetto A, et al. RMO Open. 2021,7(1).e001735,

\ —

No single off-label agent is uniformly effective. \
Choose based on patient symptoms, comorbidities,
tolerability, and preferences, and always combine with
non-pharmacologic therapy.

NoOEWN -
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Exercise and Rehabilitation Therapies



Exercise, Rehabilitation Therapies, and Activity
Pacing: A Core Treatment for All FM Symptoms

Exercise is the most consistently supported nonpharmacologic intervention
and is endorsed as a core treatment for all fibromyalgia symptoms in -.,
international Delphi consensus recommendations. (2] uw Better sloep  Greater function Mmdw-
and HRQOL  and symptom burden
EFFECTS BY EXERCISE MODALITY .|| | ADDITIONAL EVIDENCE
Exercise type Strongest evidence for Effect size e Aerobic and mixed exercise canmy low-certainty but clinically refevant
benefit for reducing mobility difficulties and improving HRQOL, with
. 3 Large for pain benefits persisting at ~24-week follow-up in a Cochrane averview, [5)
ﬁ Aerobic g%"' depression, sleep, (SMD -1.05) o Flexibility exarcise alone was the one form that did not impeove pain, [4]
[1,3-4)
o ' EMERGING REHABILITATION APPROACHES
Muscle Pain, fibromyalgia symptoms, (SMD' _13;;" ’ &
strengthening  fatigue, sleep 1, 4] m
: - . Pain sen Mttiscipte
®  Mind-body Medium bz Aekdragon casad Best outcemes when
& e o Pain,fatigue, sleep 0.2.4) M ety sensitzationand  combined weheducation,
% Large for physical Q ) PRACTICAL CONSIDERATIONS: GETTING THE DOSE RIGHT
swdung, HRQOL, quality of life “m' least effect o Introduce execas gradually and tolerance-based
ﬂelmy onpaln/ o Prescribing esercise too early o 100 aggressively s a common
[1-3] I1 Causa of post-eertional syerptom flares. (7]
] o Talor the type, intersity, and progression to the individual

® Cormbine with rorpharmacologic therapees (@ g CBT. education)

ACTIVITY PACING : i ._
Activity pacing teaches patents to priontize energy aliocation and control pain flares. R d e s s
Dasly activities should remain balanced and constant over time, avoiding both exaggerated ) Busch AL et ol /Aol nr;

4 e W ot s AN Py Medd W 2010

activity and prolongied rest. |71 10] Effective pacing is associated with decreased pain and ‘
- Sty Active Jevnd Prolorged Rest 5 K v tabany Sy Mew. 2017
fatigue and increased physical function in chronic pain. [10] SUDTO® g 5 6 g e o

Wrkon A ot & M Mo 2001
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Cognitive Behavioral Therapy and Behavioral Sleep Interventions:
Improving Coping, Sleep, and Quality of Life in Fibromyalgia

. CBT: A CORE TREATMENT Q HOW CBT WORKS ‘ BEHAVIORAL SLEEP INTERVENTIONS

° CMsammm:;n @ Reduces pain
symptoms in
Dolphi consensus and is the psychological 0 Improves mood A msdemtamm
e with the highest-quality evidence. and emctional wmwmmdhm
5
Stimulus control
. usn\ewyhmwzm 0 W“‘:y“ |!- Strengthen the bed-sleep connection
pain reduction in a JAMA meta-analysis, — " (.. consistent sleepywake times,
though the effect size was small. [8] ° Enhances function use bed only for sieep).
ity e bnprovne HAOS : S 2 Sleep hygiene
mobility ddficulties and improving HRQOL - , : >
at end of treatment and follow-up. (5] ;:,T,::,m o mﬁwm Regular sleep schad. e, optmaze
with pain (modest effect sizes) enviror 'ﬂﬂlwm‘ and screen time
NEWER CBT-DERIVED THERAPIES (lsKe) A o G o
Acceptance and commitment therapy ACCESS AND INNOVATION Sleep restriction
v mmmmwmwu:m — @ Consolidate sieep and reduce time awske
for living with pain ° m;cz:mrsekgssvw nbed,
Pain reprocessing therapy ~ Digital »  (PROSPER-FM) demonstrated a Cognitive behavioral therapy
‘ Retrains the beain to inferpret harmiess = | Therapies | = seif-pued dgital ACT program insomnia (CBT-1) -
g e # | Expand Access |~ “moroves cuseomes, ) Addresses maladagtive thoughts and
Emotional awareness and expression therapy ¢ mwmmmmwwu aarkod behaviors about skoep.
; [ - Y .
m Addresses unresobved trauma and difficult ~4.5% of patients recenve CBT

Evaluate for obstructive sieep apnea and
KEY TAKEAWAY Il .
CBT and behavioral sleep interventions are evidence-based, accessible, and effective components

of a comprehensive, individualized, multimodal treatment plan for fibromyalgia.

(7){10}
REFERENCES
Bormardy K, et ol J Pan, 2018
2 Mactarane G), ot ol Avn Rbeum Dis. 2017
3 BuschA) etal JRheumotol 2008,
4 Bdonde ), ot ol Cochvane Datadase Syst Rev. 2017
S Hiuser W, et al Cochvane Database Syst Rev. 2018

emotions 10 calm the CNS and reduce pain. 1] annually. (9] @ Screen for sleep disorders

Lami MO, et al. JAMA, 2016

Qudem A, ot al. Amn Jotorn Mt 2016,

Hiuser W, et all JAMA 2015

McBeth ], ot al. Loncet Rhcumatol 2021, (PROSPERFM)
Rarmar K, o o J Cin Steep Medt. 2021
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Self-Management and Education Strategies



Pain education

Pain education aims to clarify the known
scentific underpinnings of fbromyalgia
(e.g., contral sensitization and nociplastic
mechansms), assure patients about the
legitimacy and prognosis of the condition,
and engage patients in taking an active role
in care. This foundation helps provide a
rational framework for understanding whry
specific medications, nonpharmacologic
treatments, and self-care approaches

can provide benefit.

Social support

. Support for lving with fibromyalgia

. . can come from interactions with
others, including family, friends,

'Q‘ workplace colleagues, and health
care providers. Effective
management of these relationships
can be challenging but is key to
successiul sel!-care,

Pleasant activity scheduling

and activity pacing

Pleasant activity scheduling is a
structured method of incomorating
something pleasant for a brief time
each day in ordertoimprove
mood and increase function.
Activities can include seeing a
friend or watching a show, but
they must be scheduled in
advance and completed.

Activity pacing teaches patients to priontize
energy allocation and control pain flares. Daily
activities should remain balanced and constant
over time, avoiding both exaggerated

and prolonged rest. [7][10] Effective pacing is
associated with decreased pain and fatigue and
increased physical function in chronic pain. [10)

ﬁ 29
Stay Active Aveid Prolonged Rest
{But Don't Owerdo It) (Keep a Steady Pace)

Stress management
\ | /  Stress management combings a
~ . < number of coping skills to achiove
- ~  physiclogcal and mental calmness.
Skills include refaxation techniques

A (.8, progressive muscie relaxation
. and visual imagery), mindfulness
l practices, time management skills,
and cognitive reappraisal or reframing

(structured reevaluation of negative
thinking and emotions).

Individualized self-management
Self-management education is
“ foundational: patients should
Y J understand fibromyalgia is a real,
A7 non-progressive condition not due
to peripheral tissue damage, and
v O should be positioned to develop
indvidualized coping techniques,
S00e patients rarely impeove
substantially without adopting
core seif-management strategies. (13]

tissue damage, and should be positioned to develop individualized coping techniques, since patients rarely improve substantially without
adopting core self-management strategies. [13]

KEY TAKEAWAY
Self-management education is foundational: patients should understand fibromyalgia is a real, non-peogressive condition not due 1o peripheral

Self-Management Education and Care Strategies for
Fibromyalgia: Building Skills for a Better Tomorrow

Generative Al was used in the preparation of this slide. Any Al-generated content was reviewed and verified by the
presenter, who accepts full responsibility for the accuracy, completeness, and integrity of all content presented.
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How to Individualize Therapy?

Pharmacologic Non-pharmacologic
» Tailor by symptom and side effect » Again, tailoring to predominant
profile symptoms
* Most drugs have small effect sizes * Pain and depression
» Sublingual cyclobenzaprine/TCAs » Exercise, CBT/mindfulness
 Useful in sleep-predominant « Fatigue
phenotypes * Mind-body, strengthening exercises
* Gabapentinoids « Sleep
« Similarly useful for sleep- * Aerobic, strengthening exercises
predominant phenotypes « CBT-I
* Patients with significant neuropathic «  Overall symptom burden
pain symptoms and allodynia « Exercise, behavioral interventions,
« SNRIs multidisciplinary care

* Usefulin those with predominant
depression/anxiety

TCAs = tricyclic antidepressants; SNRIs = serotonin-norepinephrine reuptake inhibitors;

CBT = cognitive behavioral therapy.

Williams DA, Clauw DJ. N Engl J Med. 2026;395(3):267-277. Bidonde J, et al. Semin Arthritis L |
Rheum. 2023;63:152248. .:5
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How to Integrate: Multidisciplinary Care

« Parallel vs sequential treatment paradigms

« EULAR’s revised recommendations frame individualization with a sequential
graduated approach built on shared decision-making
« Start all patients with education and nonpharmacologic therapy (exercise is the only
“strong for” recommendation)
« Then, for non-responders, add tailored options: psychological therapy for mood
disorders and unhelpful coping, pharmacotherapy for severe pain or sleep
disturbance, and multimodal rehabilitation for severe disability/functional impairment

« An alternative parallel model has also been proposed, applying all 4 “pillars”
« Education, psychotherapy, pharmacotherapy, and fithess simultaneously from the
outset
« Modifying whichever pillar underperforms, always individualized to patient
preference and shared decision-making

EULAR = European Alliance of Associations for Rheumatology. _
Macfarlane GJ et al. Ann Rheum Dis. 2017;76(2):318-328. Sarzi-Puttini P, et al. Nat Rev Rheumatol. ]

2020;16(11):645-660. Y
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Streamlined Referral Pathways

* For further evaluation
 Sleep medicine
* Rheumatology
* Neurology

 For further treatment

* Physical therapy
* Behavioral therapy

Williams DA, Clauw DJ. N Engl J Med. 2026;395(3):267-277.



Coordinating Longitudinal Care in Primary Care

Be proactive and prepared

<~
SN

Know your patient

* Reflect patient’s prionties
and preferences in
treatment plan

Know your team

* Identify specialists or
ancillary health care
providers who can work
with you in the care of
patients with fibromyalgia

Know your community

* Identify community
resources the patient
can utilize for
self-management

v

Pharmacotherapy to

reduce fibromyalgia

pain, other symptoms

* Start low/go slow, titrate to
efficacious dose

* Manage expectations

:

Treat comorbid

conditions, eg,

* Penpheral pain conditions

* Mood disorders

* Associated pain conditions
(IBS, headache/migraine
etc)

» Sleep disorders

!

Nonpharmacological
therapies
* White as “prescriptions”
* Sleep hygiene
* Physical activity
* Self-management support
» CBT (Web-based
or referral)

IBS = irritable bowel syndrome.
Arnold LM, Clauw DJ, et al. Mayo Clin Proc. 2012;87(5):488-496.
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Key Learning Points

Fibromyalgia is a nociplastic pain disorder characterized by widespread pain, fatigue, sleep
disturbance, cognitive symptoms, and mood changes

Early recognition in primary care is critical, as diagnosis is often delayed by several years due to
symptom overlap with other medical and psychiatric conditions, and the absence of definitive
laboratory or imaging biomarkers

Diagnosis should be based on established clinical criteria, including the 2016 ACR criteria, and can
be supported by screening tools such as the Fibromyalgia Rapid Screening Tool (FIRST)

Effective fibromyalgia management requires a multimodal approach; pharmacologic therapies alone
typically provide modest benefit and should be selected based on a patient’s predominant
symptoms and comorbidities

Nonpharmacologic therapies are foundational components of treatment and should be initiated early

Long-term care is best delivered through a patient-centered, multidisciplinary model that
emphasizes education, shared decision-making, individualized treatment plans, and appropriate

referral pathways when alternative diagnoses or specialized interventions are needed
T
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