
s6 Volume 34, Supplement, 2020

the relationship between headache disorders and 
the other COPCs.

Limitations of the classification of headache dis-
orders in the present studies also need to be con-
sidered. The large amount of missing data from 
participants regarding headache diagnosis (233 out 
of 655) and the lack of rigor with which headache 
disorders were classified limit the conclusions that 
can be drawn regarding headache disorders and 
COPCs. These issues are made clear when looking 
at the percentage of tension-type headache (TTH) 
cases in the study by Slade et al, which was reported 
to be 10%, whereas TTH prevalence rates from pre-
vious studies are between 63% and 87%.5,6 In ad-
dition, the ID-Migraine, which was used for migraine 
diagnosis, was validated for the original International 
Classification of Headache Disorders (ICHD)7 and 
has yet to be validated against the third edition of the 
International Classification of Headache Disorders 
(ICHD-3). This poses a problem because the 
ID-Migraine may classify as migraine what ICHD-3 
would classify as probable migraine.7 It also does 
not classify chronic migraine, as this diagnosis did 
not exist in the original ICHD. Furthermore, the 
ID-Migraine has been shown to be better at ruling 
out migraine than ruling it in,8 and has better sensi-
tivity and specificity when assessed in patients pre-
senting with headaches in the previous 3 months,7 
which is not the case in this population-based study. 
Taken together with the issues of missing data and 
lack of information on medication-overuse headache, 
there is likely to be substantial misclassification of 
headache disorders according to the ICHD-3 crite-
ria in the sample. In this context, the current papers 
do not address the relationships of specific types 
of primary headaches with the other COPCs. Thus, 

Further Evidence for Overlaps Among Chronic Pain 
Conditions—But No News About Causal Relationships

In the present papers by Slade et al, Ohrbach et al, 
and Greenspan et al, the authors studied how over-
lap of five chronic overlapping pain conditions 

(COPCs) influenced parameters such as clinical 
characteristics and pain sensitivity. The authors are 
to be commended for the exhaustive work done in 
these studies, as they help us to further understand 
how different COPCs appear to influence each oth-
er. The papers reported in this special issue raise 
opportunities for future research, but also some 
methodologic issues that should be considered in 
future research on COPCs.

An important issue that should be considered in 
the interpretation of the results of the present stud-
ies, as well as in future COPC research, is the role 
of pain medications in the development of COPCs. It 
is possible that sustained use of pain medication(s) 
plays an important role in the development and main-
tenance of COPCs, which is likely to confound some 
of the relationships reported in the present studies. 
It has been shown that both increased pain interfer-
ence and number of pain comorbidities can lead to 
an increase in analgesics consumption, which in turn 
can lead to increased pain sensitivity and altered pain 
processing.1–3 As such, it may be that the changes in 
pain processing and increased pain intensity found 
in these studies are in part due to analgesic-medi-
cation hyperalgesia. If this were the case, the co-oc-
currence of common chronic pain conditions might 
be partially or completely explained by a common 
risk factor—the sustained use of pain medications 
that are implicated in hyperalgesia. Furthermore, the 
lack of medication assessment did not allow for the 
classification of one of the most frequent types of 
headaches, which is medication-overuse headache,4 
which may cause problems in the interpretation of 
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these papers are looking at an umbrella diagnosis of 
“headaches” that probably represent very different 
underlying pathophysiologic mechanisms; eg, mi-
graine vs TTH.

We also wonder about the lack of distinction be-
tween myalgia and arthralgia within temporomandib-
ular disorders (TMD) in the reported studies. It would 
be interesting to understand if there are meaningful 
differences between myalgia and arthralgia in their 
relationships with the other COPCs. For example, 
it has been demonstrated that headache disorders 
are more related to myalgia than arthralgia.9 As such, 
including all the patients under the “TMD umbrella” 
may have diluted the relationship between more spe-
cific types of TMD and specific types of headache.

Considering the above-mentioned points, in fu-
ture research, it would be important to understand 
the extent to which a more detailed phenotypic de-
scription of COPCs using both a comprehensive 
classification system (such as the ICHD-310 or the 
new International Classification of Orofacial Pain11) 
and a detailed pain modulation assessment is able to 
explain some of the relationships among the different 
COPCs.

Regarding the overlap of the three musculoskel-
etal COPCs, we agree that there is likely an additive 
property when reporting pain for TMD, lower back 
pain, and fibromyalgia. But, it should also be con-
sidered that there could be different patient pheno-
types among these diagnoses. For example, Pfau et 
al have shown two different types of TMD patients: 
one with increased pain sensitivity limited to the tri-
geminal system, and another that more closely re-
sembles fibromyalgia, with increased pain sensitivity 
in both the trigeminal and spinal system.12 The latter 
patients presented with somatosensory profiles and 
pain on palpation resembling fibromyalgia patients. 
This points to the fact that there may be different pa-
tient phenotypes, and that the amount of interaction 
among COPCs may be different depending on what 
type of phenotype is present. Furthermore, the puta-
tive underlying pain mechanisms are only discussed 
in terms of “central sensitization,” but an intriguing 
and important question seems to be how the different 
and overlapping pain conditions exert their mutually 
reinforcing action on, eg, self-reported pain intensity. 
The present studies nicely illustrate the phenomenol-
ogy of COPCs, but more needs to be done to eluci-
date the underlying neurobiology.

The quantitative sensory testing (QST) protocol 
used in the paper by Greenspan et al employed the 
German Research Network on Neuropathic Pain 
(DFNS) protocol for mechanical cutaneous pain as-
sessment, but the DFNS protocols were not used 
for the other QST measures. It has been shown that 
the DFNS protocol is reliable and shows very little 

heterogeneity between different centers for both 
healthy individuals and patients with peripheral neu-
ropathic pain,13,14 which renders it ideal for multi-
center studies, such as the study by Greenspan et 
al. For the protocol used by Greenspan et al, with 
the exception of pressure pain threshold (PPT), we 
do not know what the reliability is between centers. 
We wonder why the present studies performed the 
three different tests (PPT, mechanical pain, and heat 
pain) in different body sites, which does not permit 
comparison of sensory modalities across the differ-
ent COPCs. Since the investigators did not do all the 
modalities at three consistent sites, it does not allow 
comparisons between segmental and extra-segmen-
tal sites for heat pain sensitivity and mechanical pain 
sensitivity, which would have been important for the 
interpretation of pain processing between the tri-
geminal and spinal system for the COPCs. Perhaps 
there remains merit in the suggestion of a standard-
ized description of somatosensory sensitivity, both 
at the painful region and in a nonpainful control re-
gion.15 Furthermore, the employed tests for tempo-
ral summation (TS) primarily target the superficial 
tissues, and TS measures of deep nociceptive input 
may be more useful for studying musculoskeletal pain 
conditions.

Given the duration and extent of the studies and 
the OPPERA project, it is not surprising that their in-
triguing findings raise many questions for clarification 
and for future research. In considering the findings, 
we argue that it is important to strive to achieve de-
tailed and valid phenotypic classification of each of 
the COPCs in order to differentiate the effects or 
manifestations of specific chronic pain conditions 
from the generalized effects of manifestations of 
multiple COPCs. Obviously, classification is not the 
entire solution, but rather a tool to be used in clini-
cal research. Simply put: We now need mechanistic 
studies to advance the understanding of underlying 
neurobiologic mechanisms in COPCs, with implica-
tions for management of such patients.
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