Cerebrospinal fluid corticotropin-releasing
factor concentration is associated with pain but

not fatigue symptoms in patients

Neuropsychopharmacology. 2006 Dec;31(12):2776-82. Epub 2006 Aug 23.

McLean SA, Williams DA, Stein PK, Harris RE, Lyden AK, Whalen G, Park KM, Liberzon I, Sen A,
Gracely RH, Baraniuk JN, Clauw DJ.

Department of Emergency Medicine, University of Michigan Medical Center, Ann Arbor, MI, USA.
samclean @umich.edu

Previous studies have identified stress system dysregulation in fibromyalgia (FM) patients; such
dysregulation may be involved in the generation and/or maintenance of pain and other symptoms.
Corticotropin-releasing factor (CRF) is the principal known central nervous system mediator of the
stress response; however, to date no studies have examined cerebrospinal fluid (CSF) CRF levels in
patients with FM. The relationship between CSF CREF level, heart rate variability (HRV), and pain,
fatigue, and depressive symptoms was examined in patients with FM. Among participants (n=26), CSF
CREF levels were associated with sensory pain symptoms (r=0.574, p=0.003) and affective pain
symptoms (r=0.497, p=0.011), but not fatigue symptoms. Increased HRV was also strongly associated
with increased CSF CRF and FM pain. In multivariate analyses adjusting for age, sex, and depressive
symptoms, the association between CSF CRF and sensory pain symptoms (t=2.54, p=0.027) persisted.
Women with FM who reported a history of physical or sexual abuse had lower CSF CRF levels than
women who did not report such a history. CSF CRF levels are associated with both pain symptoms and
variation in autonomic function in FM. Differences in CSF CRF levels among women with and without
a self-reported history of physical or sexual abuse suggest that subgroups of FM patients may exist with
different neurobiological characteristics. Further studies are needed to better understand the nature of
the association between CSF CRF and pain symptoms in FM.



