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Pain Mechanisms in Osteoarthritis: Understanding the
Role of Central Pain and Current Approaches to Its
Treatment
PHILIP J. MEASE, SYLVIA HANNA, ELIJAH P. FRAKES, and ROY D. ALTMAN

ABSTRACT. In this literature review, the mechanisms underlying pain associated with osteoarthritis (OA) are dis-

cussed, along with evidence for the efficacy of medications thought to act centrally to relieve OA pain.

We survey the cascade of events from inflammation to activation of nociceptive and neuropathic path-

ways, to the development and maintenance of central and peripheral sensitization. Preclinical and clin-

ical evidence for the sensitization hypothesis is discussed, along with recently identified genetic varia-

tions that may increase sensitivity to pain in patients with OA. Evidence is presented for the efficacy of

centrally acting analgesics for OA pain (opioids, antiepileptics, tricyclic antidepressants, and sero-

tonin/norepinephrine receptor inhibitors). (J Rheumatol First Release June 1 2011; doi:10.3899/

jrheum.100759)

Key Indexing Terms:

OSTEOARTHRITIS            PAIN             CENTRAL SENSITIZATION          NEUROPATHIC PAIN

From Seattle Rheumatology Associates; Division of Rheumatology
Research, Swedish Medical Center; University of Washington School of
Medicine, Seattle, Washington; i3 Statprobe, Ann Arbor, Michigan; Lilly
USA, LLC, Indianapolis, Indiana; Department of Medicine, Division of
Rheumatology and Immunology, University of California at Los Angeles,
USA.

Supported by Eli Lilly and Company.

P.J. Mease, MD, Seattle Rheumatology Associates; Chief, Division of
Rheumatology Research, Swedish Medical Center; Clinical Professor,
University of Washington School of Medicine; S. Hanna, MD, Senior
Medical Writer, i3 Statprobe; E.P. Frakes, PhD, Clinical Research
Scientist, Lilly USA; R.D. Altman, MD, Professor of Medicine,
Department of Medicine, Division of Rheumatology and Immunology,
University of California at Los Angeles.

Address correspondence to Dr. P.J. Mease, Seattle Rheumatology
Associates, 1101 Madison St., Suite 1000, Seattle, WA 98104, USA. 
E-mail: pmease@nwlink.com

Accepted for publication March 16, 2011. 

Osteoarthritis (OA) represents a heterogenous group of

painful conditions involving a common pathophysiology at

the affected joint1. The pain of OA is believed to be driven by

both nociceptive and neuropathic mechanisms as well as

abnormal excitability in the pain pathways of the peripheral

and central nervous system2. Pain is the most prominent

symptom of OA, and is strongly associated with reduced func-

tional ability3. Loss of function and pain are weakly correlat-

ed to severity of disease by radiography4. Outside the articu-

lar cartilage, joint structures are richly innervated and are

potential sources of pain in OA5. However, there is often dis-

cordance between the degree of articular pathology and pain

experienced by patients with OA, suggesting the presence of

individual variability in the central processing of nociceptive

stimuli. Several studies have demonstrated the presence of

hyperalgesia6,7,8, abnormal pain sensitivity7,9,10, and referred

pain11,12,13 in patients with OA. Despite the disabling role of

pain from OA, much remains to be clarified about its patho-

physiology. Existing pharmacologic interventions for pain

from OA are frequently insufficient or poorly tolerated; con-

sequently, pain from OA is often inadequately controlled14.

Greater appreciation for the pain pathways involved, includ-

ing central sensitization, may have significant implications for

a more comprehensive framework of analgesic therapy for

patients with OA. 

We conducted a literature review regarding the pathophys-

iology of OA pain. 

Pathophysiology of pain. Nociceptive pain arises from stimu-

lation of peripheral nerve endings. The nociceptive signal is

transmitted through the spinal cord to the brain along multiple

neuronal pathways15. Descending pathways from the brain to

the spinal cord modulate pain signals, thereby increasing or

decreasing pain perception16. Activation of central nocicep-

tive pathways (e.g., dysregulation of neurotransmission or

damage to the central nervous system) without involving

peripheral nociceptors can also generate pain17. Additionally,

inflammatory mediators released in damaged tissue and in the

spinal cord can sensitize the peripheral terminals of nocicep-

tors or the spinal neurons of the ascending nociceptive path-

ways15. Changes in peripheral and central neurons result in

lower pain thresholds, secondary hyperalgesia in uninjured

areas, and sustained pain potentiation. 

Although a key pathologic hallmark of OA is abnormal

articular cartilage, cartilage is avascular and hence aneural.

Therefore, damaged articular cartilage is incapable of directly

generating the pain of OA18. Most studies indicate only half

of patients with radiographic OA have pain, and there is a
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weak correlation of pain severity to radiographic features19.

Hence, some patients with minimal cartilage abnormality

have significant pain, and some patients with severe cartilage

abnormalities have minimal or no pain. 

Peripheral mechanisms. Multiple nociceptors may be involved

in transmitting pain signals in OA. Thinly myelinated Aδ
(group III) and unmyelinated C (group IV) fibers innervate the

synovial capsule, periarticular ligaments, menisci, adjacent

periosteum, and subchondral bone. The thicker myelinated,

proprioceptive Aß (group II) fibers terminate in the synovial

capsule, periarticular bursae, fat pad, ligaments, menisci, and

adjacent bony periosteum2,20. Aß fibers are generally activated

by normal joint movement. The Aδ and C fibers are activated

by noxious mechanical, thermal, or chemical stimuli.

Additionally, in severe OA, blood vessels breach the articular

cartilage tidemark. This vascularization leads to sensory [i.e.,

substance P and the calcitonin-gene-related peptide (CGRP)]

and sympathetic nerve (i.e., C-flanking peptide of neuropep-

tide) invasion of articular cartilage in patients with OA21. 

Inflammation in the joint triggers a cascade of events,

resulting in peripheral sensitization, increased sensitivity of

nociceptive primary afferent neurons, and hyperexcitability of

nociceptive neurons in the central nervous system22. As the

cartilage is destroyed, chondrocytes produce inflammatory

mediators and degradative enzymes, resulting in eventual cel-

lular apoptosis23. This cascade of events is initiated by the

inflammatory stimuli and driven by cytokines including tumor

necrosis factor-α and various proinflammatory interleukins,

chemokines, nerve growth factor, sympathetic amines,

leukotrienes, prostaglandins, and matrix metalloproteinas-

es2,24. Inflammatory mediators, such as bradykinin, hista-

mine, lactic acid, substance P, and CGRP, induce hyperalgesia

by a number of direct and indirect actions, triggering a self-

propagating cycle in which more inflammatory mediators are

released18,24. Macrophage-mediated inflammation can direct-

ly and indirectly stimulate angiogenesis by secreting factors to

stimulate endothelial cells and fibroblasts to produce angio-

genic factors such as vascular endothelial growth factor25.

Additionally, hypoxia in inflamed tissue is a potent stimulator

of angiogenesis, causing further inflammation and pain

through the formation of new vessels and the innervation of

these vessels. Endochondral ossification and the formation of

osteophytes occur at the osteochondral junction in response to

angiogenesis, further exacerbating the inflammation and asso-

ciated pain. 

Bone-related causes of pain in OA include subchondral

microfractures, bone stretching with elevation of periosteum

due to osteophyte growth, bone remodeling and repair, bone

marrow lesions, and bone angina caused by decreased blood

flow and elevated intraosseous pressure25,26. Bone marrow

lesions (also called bone edema) detected on magnetic reso-

nance imaging (MRI) appear to reflect bone infarction, and

are associated with higher levels of OA pain and a greater

likelihood of disease progression26. 

While pain associated with OA has long been considered

nociceptive pain coupled with local inflammatory mecha-

nisms, there is a growing hypothesis that neuropathic mecha-

nisms may also be contributing to the pain experience in some

patients with OA27. The molecular mechanisms possibly con-

tributing to a neuropathic-like pain in OA are poorly

described. However, because many of the structures in the

joint are richly innervated, it is possible that the local damage

to these and other joint structures could cause damage to the

peripheral nerves20.

Although the molecular mechanisms are poorly character-

ized, there is some evidence that patients with OA may expe-

rience neuropathic-like pain. Focus groups of patients with

OA of the knee or hip gave detailed descriptions of the pain

associated with their OA conditions28. Some patients used

words such as burning and numbness to describe the pain

associated with OA; these descriptors suggest a neuropathic

pain component. 

Central sensitization in OA. Central sensitization is defined as

a state in which neurons activated by nociceptive stimuli are

sensitized by such stimuli and become hyperresponsive to

subsequent stimuli to the neuron’s receptor fields29.

Peripheral sensitization is thought to play an important role in

the development and maintenance of central sensitization.

Intense, repeated or prolonged input from peripheral nocicep-

tors modulates spinal cord pain-transmitting neurons and

leads to decreased activation thresholds, increased synaptic

excitability, and increased firing thresholds30,31.

A growing body of evidence reveals a significant contribu-

tion of excess nociceptive ascending and deficient inhibitory

descending influences in the development and maintenance of

central sensitization. The signals are carried from the dorsal

horn along the ascending pain pathways to the brain stem,

hypothalamus, and thalamus, and the cerebral cortex, where

pain is interpreted (Figure 1)32,33. The lateral system and the

medial system of the lateral spinothalamic tract are responsi-

ble for the perception of pain34. Descending pathways modu-

late activity in the dorsal horn by controlling spinal pain trans-

mission16,33. As a result, central nociceptor transmission neu-

rons in the dorsal horn of the spinal cord can be regulated. 

Central sensitization contributes to the temporal, spatial

and threshold changes and the generation of pain hypersensi-

tivity experienced in acute and chronic pain settings29. Both

preclinical and clinical evidence support the hypothesis that

central sensitization may be involved in the processing of OA

pain. Findings of intraspinal release of prostaglandin E2
accompanied by an upregulation of the cyclooxygenase-2

enzyme in rat models of acute arthritis of the knee suggest that

intraspinal prostaglandins play a role in inflammation-evoked

central sensitization of spinal cord neurons35. Additionally,

the hyperalgesia described in experimental arthritis models in

animals has been thought to represent dorsal horn mecha-

nisms36,37,38. Study of thermal and mechanical pain thresh-

olds in patients with OA of the hands demonstrated that cen-
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tral mechanisms contribute to hyperalgesia related to move-

ment pain6,39. 

Persistent nociceptive input from an osteoarthritic joint is

believed to result in central sensitization. To further test the

theory of central sensitization in OA, infusion of hypertonic

saline into the lower extremities was used to determine

whether patients with OA would report increased muscle

hyperalgesia and enlarged referred and radiating pain areas

compared with healthy control subjects11. Infusion of hyper-

tonic saline in the tibialis anterior muscle evoked muscle pain

with a longer duration and intensity in patients with OA, and

larger pain areas with significantly increased referred and

radiating pain intensity than in control subjects, suggesting

central sensitization. Intraarticular local anesthetic may have

both peripheral and central effects on pain in OA. In patients

with bilateral symptomatic OA of the knee, injection of

intraarticular anesthetic in 1 knee produced decreases in pain

perception in both knees40. Decreased pain in the contralater-

al knee cannot be attributed to the systemic effect of the anes-

thetic due to rapid dilution; therefore, the reduced pain in the

contralateral knee is likely to be due to decreased activity of a

spinal mechanism driven from peripheral input. In a majority

of patients with OA of the knee who have failed to respond

adequately to conservative nonpharmacological therapy and

simple analgesics, intraarticular depocorticosteroids or

intraarticular hyaluronan can reduce pain41,42.

Despite small sample sizes, evidence suggests activation of

descending inhibitory pathways, in addition to peripheral and

central sensitization to stimuli in patients with OA.

Thresholds to cutaneous mechanical sensation (both innocu-

ous and abnormal noxious stimulation) and pain were ana-

lyzed in both knee joints of patients with either rheumatoid

arthritis or OA as well as in both knee joints of control sub-

jects7. Simultaneous mechanical allodynia and cutaneous

hypoesthesia adjacent to the affected joint, in addition to par-

adoxical decreased sensation and increased pain thresholds to

mechanical stimulation, suggest that central mechanisms may

be involved in the pain associated with OA. 

During a series of pain sensitivity studies in patients with

knee OA, phasic pressure stimuli were applied to 4 sites bilat-

erally in the patients’ shoulders and arms43. Significantly

higher levels of pain intensity were reported in the patients

with OA than in healthy control subjects. No difference

between the 2 groups was observed in response to thermal

heat. These results are consistent with the hypothesis that cen-

tral sensitization and perhaps spinal glial cell activation con-

tribute to pain sensitivity and modulation in OA. One study

investigated the supraspinal influences that underlie referred

pain and changes in skin sensitivity in patients with OA await-

ing joint replacement compared with age-matched control

subjects using pain psychology questionnaires, quantitative

sensory testing, and functional MRI44. Patients with OA had
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Figure 1. Neurologic pain pathways and associated neurotransmitters thought to be active in pain perception associated with osteoarthritis. Ascending

pathways are nociceptive. Descending pathways modulate the response to painful stimuli at the level of the dorsal horn. Modulating fibers can either

facilitate or inhibit pain signaling through the ascending pathway. (Illustration is modified from the original, provided courtesy of Patrick J. Lynch, med-

ical illustrator; C. Carl Jaffe, MD, cardiologist.) http://commons.wikimedia.org/wiki/File:Skull_and_sagittal_brain.svg?uselang=fr.html#globalusage.
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significantly greater activation in the brainstem (periaqueduc-

tal gray matter) than healthy control subjects, as illustrated on

functional MRI in response to punctate stimulation of their

referred pain areas. Additionally, the magnitude of this activa-

tion positively correlated with the extent of neuropathic-like

elements of the pain described by the patient. These findings

suggest a central target is attributable for analgesia and that

neuropathic mechanisms may be involved in OA pain. Despite

the evidence, however, many questions remain unanswered

regarding the contribution of central sensitization and neuro-

pathic mechanisms to OA pain. 

Role of genetics in OA pain. Evidence suggests that genetic

variations, such as low catechol-O-methyltransferase

(COMT) enzyme (encoded by the COMT gene; 22q11) activ-

ity, may increase sensitivity to pain45,46. Indeed, the low-

activity allele polymorphism (Val158Met) of COMT was

associated with OA pain in women with both radiographic hip

OA and symptoms of hip OA47. If replicated, the results of

this study may have important clinical implications and may

help explain the differences in symptom severity in patients

with identical pathologic findings.

Treatment of osteoarthritis. The primary goal of OA treatment

is directed at controlling pain, improving function, and

improving a patient’s quality of life. Treatment guidelines by

the American College of Rheumatology for chronic OA are

currently under review and not yet published. Treatment of

OA should be tailored to each individual patient based on clin-

ical assessment, as recommended by the Osteoarthritis

Research Society International. Our review focuses on the

role of centrally acting analgesics in OA, such as opioids,

antiepileptics, tricyclic antidepressants (TCA), and sero-

tonin/norepinephrine receptor inhibitors (SNRI). The role of

peripherally acting analgesics such as nonsteroidal antiin-

flammatory drugs (NSAID) is beyond the scope of our review.

While these centrally acting agents have different mechanisms

of action and are approved for other indications, they are often

used to treat that part of OA pain that originates from central

rather than peripheral mechanisms and thus may complement

the peripherally acting analgesic and antiinflammatory

 medications. 

Weak opioids and narcotic analgesics with or without acet-

aminophen are useful alternatives in patients for whom NSAID

are contraindicated, or for whom combined acetaminophen,

opioids, and NSAID therapy is ineffective42. Stronger opioids

have a role in a limited number of patients with severe pain.

Certain opioids have been reported to be efficacious for the

management of OA pain48,49,50, such as those for which thera-

peutic action is mainly attributed to the activation of 

µ-opioid receptors and to the inhibition of serotonin and nor-

epinephrine reuptake mechanisms, as well as various voltage-

gated and ligand-gated ion channels of the nociceptive system.

Antiepileptics are also used to treat chronic pain condi-

tions. Analgesic efficacy has been demonstrated for agents

having a high binding affinity to the α2-∆ site (an auxiliary

subunit of voltage-gated calcium channels) in central nervous

system tissues51,52. The mechanism may be related to reduced

calcium-dependent release of several neurotransmitters, such

as glutamate and substance P. Evidence in animal models sug-

gests that antiepileptics may be potential analgesic targets in

pain associated with OA53,54. Further research is required to

determine the effects of antiepileptics during the treatment of

pain in patients with OA. 

Medications originally developed as antidepressants, such

as TCA and SNRI, are used to treat some chronic pain condi-

tions55,56,57. The analgesic effects of these agents appear to be

independent of their antidepressant effects58. TCA and SNRI

are thought to relieve pain by blockade of serotonin and nor-

epinephrine reuptake into presynaptic neurons, thus augment-

ing the effect of these neurotransmitters on important inhibito-

ry pain pathways. The TCA may also inhibit NMDA receptors

and inhibit ion channel activity56. SNRI are sometimes used

with other medications and may provide an alternative to

patients who cannot tolerate or have a contraindication for

other forms of therapy. SNRI appear to act at least partially by

augmenting the function of serotonin and norepinephrine in

modulation of noxious pain signaling59. Evidence is increas-

ing regarding the analgesic role of SNRI. Significantly

reduced pain associated with arthritis was reported in elderly

patients with comorbid major depressive disorder and arthritis

treated with an SNRI60. In a single-blind, placebo run-in

study, treatment with an SNRI significantly reduced pain

intensity (as measured by the Western Ontario and McMaster

Universities Osteoarthritis Index pain scale) in patients with

OA61. In 2 randomized, double-blind, placebo-controlled tri-

als, patients with OA of the knee treated with an SNRI had a

significantly greater reduction in pain compared with placebo,

and also demonstrated improvement in function62,63. 

OA is characterized by degenerative and inflammatory

processes affecting joints and surrounding tissues, which are

clinically manifested by pain and functional disability. Pain

manifestations in OA are thought to be driven by joint patho-

physiology and abnormal excitability in peripheral and central

pain pathways. Although there are a limited number of clini-

cal studies demonstrating the role of central sensitization in

pain associated with OA, evidence suggests that central mech-

anisms are at least partially responsible for the pain of OA,

and there is preliminary evidence that suggests the potential

benefit of centrally acting medicines to treat OA pain.

Additionally, increasing evidence supports the hypothesis that

neuropathic mechanisms may also be contributing to the pain

associated with OA and patients may benefit from neuropath-

ic pain medications. Further research is warranted to examine

the roles of central mechanisms and neuropathic pain in OA.

Greater understanding of the potential mechanisms involved

in the pathophysiology can lead to a more targeted treatment

approach.

4 The Journal of Rheumatology 2011; 38:8; doi:10.3899/jrheum.100759

Personal non-commercial use only. The Journal of Rheumatology Copyright © 2011. All rights reserved.

 www.jrheum.orgDownloaded on April 19, 2024 from 

http://www.jrheum.org/


REFERENCES

1. Felson DT, Lawrence RC, Dieppe PA, Hirsch R, Helmick CG,

Jordan JM, et al. Osteoarthritis: new insights. Part 1: the disease

and its risk factors. Ann Intern Med 2000;133:635-46.

2. Dray A, Read SJ. Arthritis and pain. Future targets to control

osteoarthritis pain. Arthritis Res Ther 2007;9:212.

3. Creamer P. Osteoarthritis pain and its treatment. Curr Opin

Rheumatol 2000;12:450-5.

4. McAlindon TE, Cooper C, Kirwan JR, Dieppe PA. Determinants of

disability in osteoarthritis of the knee. Ann Rheum Dis

1993;52:258-62.

5. Hunter DJ, McDougall JJ, Keefe FJ. The symptoms of osteoarthritis

and the genesis of pain. Rheum Dis Clin North Am 

2008;34:623-43.

6. Farrell M, Gibson S, McMeeken J, Helme R. Pain and hyperalgesia

in osteoarthritis of the hands. J Rheumatol 2000;27:441-7.

7. Hendiani JA, Westlund KN, Lawand N, Goel N, Lisse J,

McNearney T. Mechanical sensation and pain thresholds in patients

with chronic arthropathies. J Pain 2003;4:203-11.

8. Imamura M, Imamura ST, Kaziyama HH, Targino RA, Hsing WT,

de Souza LP, et al. Impact of nervous system hyperalgesia on pain,

disability, and quality of life in patients with knee osteoarthritis: a

controlled analysis. Arthritis Rheum 2008;59:1424-31.

9. Kosek E, Ordeberg G. Abnormalities of somatosensory perception

in patients with painful osteoarthritis normalize following 

successful treatment. Eur J Pain 2000;4:229-38.

10. Ordeberg G. Characterization of joint pain in human OA. Novartis

Found Symp 2004;260:105-15.

11. Bajaj P, Bajaj P, Graven-Nielsen T, Arendt-Nielsen L. Osteoarthritis

and its association with muscle hyperalgesia: an experimental 

controlled study. Pain 2001;93:107-14.

12. Khan NQ, Woolson ST. Referral patterns of hip pain in patients

undergoing total hip replacement. Orthopedics 1998;21:123-6.

13. Street J, Lenehan B, Flavin R, Beale E, Murray P. Do pain referral

patterns determine patient outcome after total hip arthroplasty?

Acta Orthop Belg 2005;71:540-7.

14. Bjordal JM, Klovning A, Ljunggren AE, Slørdal L. Short-term 

efficacy of pharmacotherapeutic interventions in osteoarthritic knee

pain: A meta-analysis of randomised placebo-controlled trials. Eur 

J Pain 2007;11:125-38.

15. Schaible HG, Schmelz M, Tegeder I. Pathophysiology and 

treatment of pain in joint disease. Adv Drug Deliv Rev

2006;58:323-42.

16. Fields HL, Basbaum AI. Central nervous system mechanisms of

pain modulation. In: McMahon SB, Koltzenburg M, Wall PD, 

editors. Wall and Melzack’s textbook of pain. 5th ed. New York:

Churchill Livingstone; 2005:309-29.

17. Woolf CJ. Pain: moving from symptom control toward 

mechanism-specific pharmacologic management. Ann Intern Med

2004;140:441-51.

18. Felson DT. The epidemiology of knee osteoarthritis: results from

the Framingham Osteoarthritis Study. Semin Arthritis Rheum

1990;3 Suppl 1:42-50.

19. Dieppe PA. Relationship between symptoms and structural change

in osteoarthritis: what are the important targets for therapy? 

J Rheumatol 2005;32:1147-9.

20. Mahowald ML, Krug HE. Pathophysiology of pain generation,

transmission, recognition and modulation. In: Firestein GS, editor.

Kelly’s textbook of rheumatology. 8th ed. Philadelphia: W.B.

Saunders Company; 2008.

21. Suri S, Gill SE, Massena de Camin S, Wilson D, McWilliams DF,

Walsh DA. Neurovascular invasion at the osteochondral junction

and in osteophytes in osteoarthritis. Ann Rheum Dis 

2007;66:1423-8.

22. Schaible HG, Ebersberger A, von Banchet GS. Mechanisms of pain

in arthritis. Ann N Y Acad Sci 2002;966:343-54.

23. Haringman JJ, Ludikhuize J, Tak PP. Chemokines in joint disease:

the key to inflammation? Ann Rheum Dis 2004;63:1186-94.

24. Schaible HG. Basic mechanisms of deep somatic pain. In:

McMahon SB, Koltzenburg M, editors. Wall and Melzack’s 

textbook of pain. 5th ed. New York: Churchill Livingstone; 

2005:621-33.

25. Bonnet CS, Walsh DA. Osteoarthritis, angiogenesis and 

inflammation. Rheumatology 2005;44:7-16.

26. Felson DT, Chaisson CE, Hill CL, Totterman SM, Gale ME,

Skinner KM, et al. The association of bone marrow lesions with

pain in knee osteoarthritis. Ann Intern Med 2001;134:541-9.

27. Schaible HG, Richter F, Ebersberger A, Boettger MK, Vanegas H,

Natura G, et al. Joint pain. Exp Brain Res 2009;196:153-62.

28. Hawker GA, Stewart L, French MR, Cibere J, Jordan JM, March L,

et al. Understanding the pain experience in hip and knee

osteoarthritis—an OARSI/OMERACT initiative. Osteoarthritis

Cartilage 2008;16:415-22.

29. Latremoliere A, Woolf CJ. Central sensitization: a generator of pain

hypersensitivity by central neural plasticity. J Pain 

2009;10:895-926.

30. Scholz J, Woolf CJ. Can we conquer pain? Nat Neurosci 2002;5

Suppl:1062-7.

31. Urban MO, Gebhart GF. Supraspinal contributions to hyperalgesia.

Proc Natl Acad Sci U S A 1999;96:7687-92.

32. Schwartzman RJ, Grothusen J, Kiefer TR, Rohr P. Neuropathic 

central pain: epidemiology, etiology, and treatment options. Arch

Neurol 2001;58:1547-50.

33. Bingham B, Ajit SK, Blake DR, Samad TA. The molecular basis of

pain and its clinical implications in rheumatology. Nat Clin Pract

Rheumatol 2009;5:28-37.

34. Treede RD, Kenshalo DR, Gracely RH, Jones AK. The cortical 

representation of pain. Pain 1999;79:105-11.

35. Ebersberger A, Grubb BD, Willingale HL, Gardiner NJ, Nebe 

J, Schaible HG. The intraspinal release of prostaglandin E2 in a

model of acute arthritis is accompanied by an up-regulation of

cyclo-oxygenase-2 in the spinal cord. Neuroscience 

1999;93:775-81.

36. Lawand NB, Lu Y, Westlund KN. Nicotinic cholinergic receptors:

potential targets for inflammatory pain relief. Pain 1999;80:291-9.

37. Lu Y, Westlund KN. Gabapentin attenuates nociceptive behaviors in

an acute arthritis model in rats. J Pharmacol Exp Ther

1999;290:214-9.

38. Sluka KA, Westlund KN. Behavioral and immunohistochemical

changes in an experimental arthritis model in rats. Pain

1993;55:367-77.

39. Farrell MJ, Gibson SJ, McMeeken JM, Helme RD. Increased

movement pain in osteoarthritis of the hands is associated with a

beta-mediated cutaneous mechanical sensitivity. J Pain 

2000;1:229-42.

40. Creamer P, Hunt M, Dieppe P. Pain mechanisms in osteoarthritis of

the knee: effect of intraarticular anesthetic. J Rheumatol

1996;23:1031-6.

41. Strauss EJ, Hart JA, Miller MD, Altman RD, Rosen JE. Hyaluronic

acid viscosupplementation and osteoarthritis: current uses and

future directions. Am J Sports Med 2009;37:1636-44.

42. Zhang W, Moskowitz RW, Nuki G, Abramson S, Altman RD,

Arden N, et al. OARSI recommendations for the management of

hip and knee osteoarthritis, Part II: OARSI evidence-based, expert

consensus guidelines. Osteoarthritis Cartilage 2008;16:137-62.

43. Bradley LA, Kersh BC, DeBerry JJ, Deutsch G, Alarcon GA,

McLain DA. Lessons from fibromyalgia: abnormal pain sensitivity

in knee osteoarthritis. Novartis Found Symp 2004;260:258-70.

44. Gwilym SE, Keltner JR, Warnaby CE, Carr AJ, Chizh B, Chessell I,

et al. Psychophysical and functional imaging evidence supporting

5

Personal non-commercial use only. The Journal of Rheumatology Copyright © 2011. All rights reserved.

 www.jrheum.orgDownloaded on April 19, 2024 from 

http://www.jrheum.org/


the presence of central sensitization in a cohort of osteoarthritis

patients. Arthritis Rheum 2009;61:1226-34.

45. Diatchenko L, Nackley AG, Slade GD, Bhalang K, Belfer I, Max

MB, et al. Catechol-O-methyltransferase gene polymorphisms are

associated with multiple pain-evoking stimuli. Pain 

2006;125:216-24.

46. Diatchenko L, Slade GD, Nackley AG, Bhalang K, Sigurdsson A,

Belfer I, et al. Genetic basis for individual variations in pain 

perception and the development of a chronic pain condition. Hum

Mol Genet 2005;14:135-43.

47. van Meurs JB, Uitterlinden AG, Stolk L, Kerkof HJ, Hofman A,

Pols HA, et al. A functional polymorphism in the 

catechol-O-methyltransferase gene is associated with 

osteoarthritis-related pain. Arthritis Rheum 2009;60:628-9.

48. Malonne H, Coffiner M, Fontaine D, Sonet B, Sereno A, Peretz A,

et al. Long-term tolerability of tramadol LP, a new once-daily

formulation, in patients with osteoarthritis or low back pain. J Clin

Pharm Ther 2005;30:113-20.

49. Mongin G. Tramadol extended-release formulations in the 

management of pain due to osteoarthritis. Expert Rev Neurother

2007;7:1775-84.

50. Wade WE, Spruill WJ. Tapentadol hydrochloride: a centrally acting

oral analgesic. Clin Ther 2009;31:2804-18.

51. Hauser W, Bernardy K, Uceyler N, Sommer C. Treatment of

fibromyalgia syndrome with gabapentin and pregabalin—a 

meta-analysis of randomized controlled trials. Pain 2009;145:69-81.

52. Toth C. Substitution of gabapentin therapy with pregabalin therapy

in neuropathic pain due to peripheral neuropathy. Pain Med

2010;11:456-65.

53. Rahman W, Bauer CS, Bannister K, Vonsy JL, Dolphin AC,

Dickenson AH. Descending serotonergic facilitation and the

antinociceptive effects of pregabalin in a rat model of osteoarthritic

pain. Mol Pain 2009;5:45.

54. Chandran P, Pai M, Blomme EA, Hsieh GC, Decker MW, Honore

P. Pharmacological modulation of movement-evoked pain in a rat

model of osteoarthritis. Eur J Pharmacol 2009;613:39-45.

55. O’Connor AB, Dworkin RH. Treatment of neuropathic pain: an

overview of recent guidelines. Am J Med 2009;10 Suppl:S22-32.

56. Sindrup SH, Otto M, Finnerup NB, Jensen TS. Antidepressants in

the treatment of neuropathic pain. Basic Clin Pharmacol Toxicol

2005;96:399-409.

57. Hauser W, Bernardy K, Uceyler N, Sommer C. Treatment of

fibromyalgia syndrome with antidepressants: a meta-analysis.

JAMA 2009;301:198-209.

58. McCleane G. Antidepressants as analgesics. CNS Drugs

2008;22:139-56.

59. Carter GT, Sullivan MD. Antidepressants in pain management. Curr

Opin Investig Drugs 2002;3:454-8.

60. Wohlreich MM, Sullivan MD, Mallinckrodt CH, Chappell AS,

Oakes TM, Watkin JG, et al. Duloxetine for the treatment of 

recurrent major depressive disorder in elderly patients: treatment

outcomes in patients with comorbid arthritis. Psychosomatics

2009;50:402-12.

61. Chappell AS, Ossanna MJ, Liu-Seifert H, Iyengar S, Skljarevski V,

Li LC, et al. Duloxetine, a centrally acting analgesic, in the 

treatment of patients with osteoarthritis knee pain: a 13-week, 

randomized, placebo-controlled trial. Pain 2009;146:253-60.

62. Chappell AS, Desaiah D, Liu-Seifert H, Zhang S, Skljarevski V,

Belenkov Y, et al. A double-blind, randomized, placebo-controlled

study of the efficacy and safety of duloxetine for the treatment of

chronic pain due to osteoarthritis of the knee. Pain Pract

2011;11:33-41. 

63. Sullivan MD, Bentley S, Fan MY, Gardner G. A single-blind, 

placebo run-in study of duloxetine for activity-limiting 

osteoarthritis pain. J Pain 2009;10:208-13.

6 The Journal of Rheumatology 2011; 38:8; doi:10.3899/jrheum.100759

Personal non-commercial use only. The Journal of Rheumatology Copyright © 2011. All rights reserved.

 www.jrheum.orgDownloaded on April 19, 2024 from 

http://www.jrheum.org/

