Understanding pain in chronic
pancreatitis: not yet the end of

the story?
Jonas Rosendahl

In Gut, Olesen et al present the first
comprehensive multicentre cross-sectional
study of pain in prospectively enrolled
chronic pancreatitis (CP) patients.] It is
demonstrated that pain-related factors are
often overlapping in these patients and
have a cumulative detrimental effect on
patient-reported outcomes. One might
argue that the results of this study are
lacking novelty, but there are several
reasons why such studies are urgently
warranted.

Pain, may it be acute, recurring or
chronic, is one of the cardinal symptoms
of CP and impacts patients’ well-being
significantly.” Thus far, several efforts
have been conducted to improve the treat-
ment of painful CP, with variable outcome.
At first it is interesting to note, that the
methodology to quantify pain for most
of the published efforts was not validated
in CP patients before and as such results
obtained in these studies might not truly
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reflect the patients’ situation.’ Second, the
approaches to understand pain patterns
secem to need evaluation of multiple
aspects, since several factors are capable
to aggravate pain.* Third, most interven-
tional trials did not take the possibility of
placebo effects into account complicating
the interpretation of available data. In this
regard it is well taken that the component
of such an effect is difficult to assess, this,
however, underscores the importance to
cautiously interpret results of studies with
pain as an endpoint in CB, if the relevance
of such effects cannot be determined or
excluded. For all these reasons, it is not
astonishing that success rates or effect
sizes of interventional trials were lower
than we all might have initially hoped.
Consequently, studies like the one
published by Olesen et al path the way
for a better interpretation of pain in CP
patients and highlight the importance of
a multidisciplinary assessment. Demon-
strating that quality of life is among other
factors largely impacted by psychological
distress implies that neuronal sensitisation
is an important contributor for painful CP.
Therefore, such observations should be
considered before invasive procedures in

patients with painful CP are undertaken in
the future.’ Of course, current treatment
concepts with, for example, endoscopic
interventions of pancreatic duct obstruc-
tion or surgical interventions should
not be disregarded from now on as they
have proven to be successful in several
patients.®® However, it seems reasonable
that our increasing knowledge of pain
development in CP patients offers strate-
gies to better define patients that benefit
most from distinct interventions may they
be conservative or interventional.

Otherwise, knowledge gaps remain even
after this study. It confirms pancreatic duct
obstruction as a hallmark criterion for
pain in CP but cannot fully answer why
interventions are not successful in all these
patients. Here, further work is needed to
clarify whether this could be due to clin-
ically non-overt inflammatory processes
described in patients during attack-free
intervals or whether other factors, like
neuronal sensitisation (‘the wiring theory’)
among others are responsible.” ' This
knowledge in combination with the results
of the current study should then lead to
the development of strategies to stratify
patients for distinct treatment approaches,
which will need prospective evaluation
thereafter.

Finally, as in most cases our approaches
to treat CP patients start when the
disease has progressed and morphological
changes (that likewise are fundamental to
diagnose CP) are overt, we need a better
understanding and identification of early
processes in CP development. So far, the
presence of pain seems to correlate with
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morphological changes as demonstrated
again by the importance of pancreatic
duct obstruction, but only when clinical
evaluation is also added into the equation.
Otherwise, it is likely that even in the time
before these changes are identified relevant
factors define painful disease courses. For
sure this effort of a better understanding
will not be easily achieved but will open
avenues to intervene in stages where irre-
versible changes are not yet prevailing.

In conclusion, the team of Olesen et
al can be congratulated for this and their
ongoing efforts to better understand the
pain in CP. Hopefully, further knowledge
in this regard will be obtained soon and
will, as the current study, be considered
when interventional studies in CP patients
are performed. Moreover, current treat-
ment plans of CP patients should be
adapted, and data of success rates evalu-
ated in future studies to improve patient
care. Finally, as stressed by several authors
before CP is and remains a disease to be
treated in a multidisciplinary setting.
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