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a b s t r a c t

Abdominal pain is the foremost complication of chronic pancreatitis (CP). Pain can be related to recurrent
or chronic inflammation, local complications or neurogenic mechanisms with corresponding changes in
the nervous systems. Both pain intensity and the frequency of pain attacks have been shown to reduce
quality of life in patients with CP. Assessment of pain follows the guidelines for other types of chronic
pain, where the multidimensional nature of symptom presentation is taken into consideration. Quan-
titative sensory testing may be used to characterize pain, but is currently used in a research setting in
advanced laboratories.

For pain relief, current guidelines recommend a simple stepwise escalation of analgesic drugs with
increasing potency until pain relief is obtained. Abstinence from alcohol and smoking should be strongly
advised. Pancreatic enzyme therapy and antioxidants may be helpful as initial treatment. Endoscopic
treatment can be used in patients with evidence of ductal obstruction and may be combined with
extracorporeal shock wave lithothripsy. The best candidates are those with distal obstruction of the main
pancreatic duct and in early stage of disease. Behavioral interventions should be part of the multidis-
ciplinary approach to chronic pain management particularly when psychological impact is experienced.
Surgery should be considered early and after a maximum of five endoscopic interventions. The type of
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surgery depends on morphological changes of the pancreas. Long-term effects are variable, but high
success rates have been reported in open studies and when compared with endoscopic treatment.
Finally, neurolytical interventions and neuromodulation can be considered in difficult patients.
© 2017 IAP and EPC. Published by Elsevier B.V. This is an open access article under the CC BY-NC-ND
license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

In 2016, John P Neoptolemos, David C Whitcomb and Tooru
Shimosegawa embarked on a joint venture to produce the first truly
International Guidelines on chronic pancreatitis (CP) with
endorsement from the four International Societies and support
from their respective Presidents and members in general. Although
different guidelines exist such as the recent European consensus
[1], the aim was to create a fresh clinical approach to the most
important complications of CP; not only to assist a more pragmatic
basis for patient diagnosis and management, but also to help
accelerate the assessment and hence the development of newer
therapies. The guidelines follow a new mechanistic definition of
chronic pancreatitis and conceptual model of disease initiation and
progression [2], which has been adopted by major international
societies. Producing guidelines on CP is unquestionably a consid-
erable task. Therefore the core committee for the working group
decided to divide the work into more manageable sections. Each
section focused on the key topics of CP, which were felt would
benefit from consensus statements. The core committee identified
International experts to ensure multidisciplinary representation
frommost regions of the world, and theywere invited to contribute
work to their respective areas. Calls for volunteers to participate in
the process were also circulated around the four International
Societies.

Prior to the process starting, the core committees were asked to
vote on their preferred system for rating the quality evidence,
which would be used as the basis for the International CP guideline
recommendations. The consensuswas in favor of adopting a GRADE
(Grading of Recommendations Assessment, Development, and
Evaluation) approach for topics lending themselves to evidence
based statements. The guideline development process evolved over
several milestone meetings at subsequent society conferences
hosted throughout 2016.

The members of the Pain Management Working Group were
appointed to represent worldwide specialists in treatment of
pancreatic pain with representatives from gastroenterology,
endoscopy, surgery and psychiatry/psychology. This was done to
ensure an appropriate balance between the different regions and
specialties in order to achieve the most comprehensive evaluation
and recommendations. AMD was appointed as chairman of the
group. First the following questions (Q) thought to be the most
urgent and clinical relevant were made and authors assigned to
answer them. These were (author initials in brackets):

Q1. What is the natural history and burden of pain in CP (in
relation to treatment)? (DY, CMC)
Q2. Are there different types of pain in CP? (PJP, SSO, ES)
Q3. Which methods are available to assess pancreatic pain and
its response to treatment? (CMC, PJP)
Q4.What is the role of smoking and alcohol on pain treatment in
CP? (ES, PKG)
Q5. Do enzymes and antioxidants influence pain in CP? (PKG,
ES)
Q6. How can analgesics be used to treat pain in CP? (SSO, AMD,
ES)

Q7. Is endoscopic therapy effective for pain treatment in CP?
(MD, SI, SAWB)
Q8. Is ESWL effective for pain treatment in CP? (CH, MD)
Q9. Are other treatments (psychological, neurolytical etc.) of
value for pain treatment in CP? (HvG, ES, TP)
Q10. What is the optimal surgical approach to release pain in
CP? (GOC, HvG, SAWB)
Q11. When is the optimal time for surgery in painful CP? (GOC,
IED)
Q12. How to manage pain "relapse" after surgery or endoscopy?
(IED, SI)
Q13. What are the indications for referral to a specialist center
for further investigation of pain (CH, DY)

The working group then provided a structured format for sys-
tematic reviews for the different questions, and included in-
structions on how to evaluate the level of evidence and clinical
implications according to the GRADE guidelines, as adapted for
“UpToDate” (http://www.uptodate.com/home/grading-tutorial). In
the absence or limited availability of literature, the Pain Manage-
ment Working Group decided if a recommendation would be
included in the consensus report. The quality of evidence sup-
porting the different statements was graded as (i) “high” if there
was very low probability of further research completely changing
the presented conclusions, (ii) “moderate” if further research may
completely change the conclusions, (iii) “low” if further research is
likely to change the presented conclusions completely. The term
“very low” (iv) could be used if new research will most probably
change the presented conclusions completely; however, the term
was not used in the present work.

The strength of the recommendation was classed as “weak/
conditional”, “strong” or “not applicable”. This took into account
the quality of evidence, the translation of evidence into clinical
practice, and any relevant uncertainties relating to population risk.

Finally, to gauge the level of objective support from the
participating international expert panel, the members of the Pain
Management Working Group voted using a nine-point Likert scale
on their level of agreement with the recommendations and their
GRADE score. Voting results were classified under “agreement” as
either; strong (�80% of votes were 7 or above), conditional (�65%
of votes were 7 or above), and weak (<65% of votes were 7 or
above).

All authors reviewed the final manuscript to ensure the general
relevance and applicability of the conclusions. The European
Pancreatic Club conference in July 2016 hosted the first milestone
meeting for the process of developing the International CP guide-
lines. AMD presented the outcomes of “the Pain Management
Working Group” to the meeting and the work is summarized in this
manuscript.

In the present document, the recommendations are listedwith a
summary of the most relevant information and references. How-
ever, due toword limitsmost information could not be included and
the reader is encouraged to see the Appendix where the full text
and references are found.
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