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How safe are opioids in the early phase of acute pancreatitis?

In the management of acute pancreatitis (AP), adequate pain man-

agement is crucial. Nonetheless, literature addressing this aspect of

AP is limited. As a result, current guidelines on the management of

AP provide only a few recommendations on this topic.1 In clinical

practice, pain management for AP mimics the approach used for

other painful conditions and local protocols. Opioids are often used

as they are effective, fast‐acting and generally accepted for the

management of acute pain. The article by Pandanaboyana et al.2

published in this issue of the UEG Journal raises the question

whether opioids are safe in AP patients, as earlier pre‐clinical studies
suggest that opioids may suppress the immune response, increase

intestinal permeability and cause sphincter of Oddi dysfunction.3

They found in a large cohort that AP patients who received opioids

during admission were at an increased risk to develop (moderately)

severe AP. As this is the largest clinical study being able to demon-

strate the association between opioid use and worse outcome of AP,

the results are interesting and provoke contemplation. Nevertheless,

owing to the observational nature of this study, assessing causality

between opioid use and worse outcome of AP is extremely chal-

lenging, as more extensive inflammation might result in increased

pain severity and therefore necessitate more potent analgesics.

When interpreting the results, it is essential to consider the

hypothetical pathophysiological mechanisms underlying worse

outcome of AP after opioid use. In early phase AP — up to 2 weeks

after disease onset — systemic inflammatory response syndrome

(SIRS) is believed to be the primary factor causing (multisystem)

organ failure and death.4 Based on the occurrence of SIRS, an

ongoing randomized controlled trial, aiming to reduce organ failure

and death in AP patients, targets the exaggerated immune response

using omega‐3 fatty acids (PLANCTON trial EU CT 2022‐000474‐
26). Given this context, it is questionable whether suppression of the

immune response by admission of opioids in early phase AP should

be considered a contributor to the development of severe AP.

Moreover, opioids are believed to increase the permeability of the

intestine, hypothetically facilitating intestinal bacteria to infect sur-

rounding tissue. In the current study, the authors determined AP

severity using the Revised Atlanta Criteria,5 which focuses on the

occurrence of organ failure and necrosis without differentiating be-

tween sterile and infected necrosis. To support this hypothesis, it

would be interesting to address the association between opioid

consumption and (suspected) infected necrosis rather than the as-

sociation with necrosis itself.

Over the last decade, the awareness of the adverse effects of

opioids has been continually increasing. Previous studies comparing

the efficacy and safety of non‐opioids (e.g., metamizole, NSAIDs)

versus opioids in AP generally show a slight preference toward opi-

oids, requiring less “escape” medication and no differences in adverse

events.6–9 It is essential to consider that these RCTs recruited a

limited number of patients, primarily aiming to study pain relief. They

are therefore underpowered and lack follow‐up time to evaluate the

association between the analgesics studied and the outcome of AP.

Overall, a notable number of AP patients will receive sufficient pain

relief solely by the use of non‐opioids. Therefore, opioids should be

reserved for patients failing on non‐opioids.
In chronic pancreatitis (CP) patients, reluctance to prescribe opi-

oids is more incorporated into clinical practice, which is primarily due

to side effects such as dependence and opioid‐induced hyper-

algesia.10,11 To effectuate sufficient pain relief in CP patients is chal-

lenging as available analgesics are limited. Due to its relatively high

potency as a level‐one analgesic and favorable gastrointestinal and

cardiovascular side‐effect profile compared to classic NSAIDs,12,13

metamizole can potentially be a valuable addition to the existing an-

algesics in this population. Unfortunately, the prescription of meta-

mizole is restricted in several countries due to the extremely rare but

potentially severe side effect agranulocytosis.12 Epidemiological data

indicates that prescription rates of oxycodone are substantially lower

in countries where metamizole is widely utilized.14 To study the effi-

cacy ofmetamizole in CP patients and remove legal barriers, theDutch

Pancreatitis Study Group is conducting a double‐blind, placebo‐
controlled RCT (MISSION trial EU CT 2023‐504143‐14‐00).

Awareness of the adverse effect of opioids is crucial in both

acute and CP. Clinical trials should clarify the implications of opioids

in pancreatitis patients and investigate alternative analgesic

modalities.

KEYWORDS
acute pancreatitis, adverse effects, analgesic therapy, chronic

pancreatitis, metamizole, opioids

This is an open access article under the terms of the Creative Commons Attribution License, which permits use, distribution and reproduction in any medium, pro-

vided the original work is properly cited.

© 2024 The Authors. United European Gastroenterology Journal published by Wiley Periodicals LLC. on behalf of United European Gastroenterology.

United European Gastroenterol J. 2024;12:281–282. wileyonlinelibrary.com/journal/ueg2 - 281

https://doi.org/10.1002/ueg2.12545
http://creativecommons.org/licenses/by/4.0/
https://onlinelibrary.wiley.com/journal/20506414


Naomi D. E. Thierens1,2

Ihsan Ekin Demir3

1Department of Gastroenterology and Hepatology, Radboudumc,

Nijmegen, Netherlands
2Department of Research and Development, St. Antonius

Ziekenhuis, Nieuwegein, Netherlands
3Department of Surgery, Klinikum rechts der Isar, Technische

Universität München, Munich, Germany

Correspondence

Naomi D. E. Thierens.

Email: naomi.thierens@radboudumc.nl

DATA AVAILABILITY STATEMENT

Data sharing not applicable to this article as no datasets were

generated or analyzed during the current study.

ORCID

Naomi D. E. Thierens https://orcid.org/0009-0006-6765-7420

REFERENCES

1. Cai W, Liu F, Wen Y, Han C, Prasad M, Xia Q, et al. Pain management

in acute pancreatitis: a systematic review and meta‐analysis of

randomised controlled trials. Front Med. 2021;8:782151. [published

Online First: 20211217]. https://doi.org/10.3389/fmed.2021.

782151

2. Pandanaboyana S, Knoph CS, Olesen SS, Jones M, Lucocq J, Samanta

J, et al. Opioid analgesia and severity of acute pancreatitis: an in-

ternational multicentre cohort study on pain management in acute

pancreatitis. United European Gastroenterol J; 2024.

3. Barlass U, Dutta R, Cheema H, George J, Sareen A, Dixit A, et al.

Morphine worsens the severity and prevents pancreatic regeneration

in mouse models of acute pancreatitis. Gut. 2018;67(4):600–2. [pub-

lished Online First: 20170622]. https://doi.org/10.1136/gutjnl‐2017‐
313717

4. Schepers NJ, Bakker OJ, Besselink MG, Ahmed Ali U, Bollen TL,

Gooszen HG, et al. Impact of characteristics of organ failure and

infected necrosis on mortality in necrotising pancreatitis. Gut.

2019;68(6):1044–51. [published Online First: 20180627]. https://

doi.org/10.1136/gutjnl‐2017‐314657
5. Banks PA, Bollen TL, Dervenis C, Gooszen HG, Johnson CD, Sarr

MG, et al. Classification of acute pancreatitis‐‐2012: revision of the

Atlanta classification and definitions by international consensus.

Gut. 2013;62(1):102–11. [published Online First: 20121025].

https://doi.org/10.1136/gutjnl‐2012‐302779
6. Saini M, Samanta J, Kumar A, Choudhury A, Dhar J, Jafra A, et al.

Buprenorphine versus diclofenac for pain relief in acute pancreatitis:

a double‐blinded randomized controlled trial. Clin Gastroenterol

Hepatol. 2023. [published Online First: 20231103]. https://doi.org/

10.1016/j.cgh.2023.10.021

7. Basurto Ona X, Rigau Comas D, Urrutia G. Opioids for acute

pancreatitis pain. Cochrane Database Syst Rev. 2013;7:CD009179.

[published Online First: 20130726]. https://doi.org/10.1002/

14651858.CD009179.pub2

8. Almulhim M, Almulihi QA, Almumtin HS, Alghanim M, AlAbdulbaqi

D, Almulihi F. The efficacy and safety of using opioids in acute

pancreatitis: an update on systematic review and meta‐analysis.
Med Arch. 2023;77(4):281–7. https://doi.org/10.5455/medarh.

2023.77.281‐287
9. Nelson AD, Lugo‐Fagundo NS, Mahapatra SJ, Cheungpastiporn W,

Thongprayoon C, Wijarnpreecha K, et al. A systematic review and

meta‐analysis of opioids vs nonopioids in acute pancreatitis. Gastro

Hep Adv. 2022;1(1):83–92. https://doi.org/10.1016/j.gastha.2021.

09.006

10. Lee M, Silverman SM, Hansen H, Patel VB, Manchikanti L. A

comprehensive reviewof opioid‐inducedhyperalgesia. PainPhysician.
2011;14(2):145–61. https://doi.org/10.36076/ppj.2011/14/145

11. Drewes AM, Bouwense SAW, Campbell CM, Ceyhan GO, Delhaye M,

Demir IE, et al. Guidelines for the understanding and management of

pain in chronic pancreatitis. Pancreatology. 2017;17(5):720–31.

[published Online First: 20170713]. https://doi.org/10.1016/j.pan.

2017.07.006

12. Cascorbi I. The uncertainties of metamizole use. Clin Pharmacol

Ther. 2021;109(6):1373–5. https://doi.org/10.1002/cpt.2258

13. Hinz B, Cheremina O, Bachmakov J, Renner B, Zolk O, Fromm MF,

et al. Dipyrone elicits substantial inhibition of peripheral cyclo-

oxygenases in humans: new insights into the pharmacology of an old

analgesic. FASEB J. 2007;21(10):2343–51. [published Online First:

20070413]. https://doi.org/10.1096/fj.06‐8061com
14. Preissner S, Siramshetty VB, Dunkel M, Steinborn P, Luft FC, Pre-

issner R. Pain‐prescription differences ‐ an analysis of 500,000

discharge summaries. Curr Drug Res Rev. 2019;11(1):58–66. https://

doi.org/10.2174/1874473711666180911091846

282 - EDITORIAL

https://orcid.org/0009-0006-6765-7420
mailto:naomi.thierens@radboudumc.nl
https://orcid.org/0009-0006-6765-7420
https://orcid.org/0009-0006-6765-7420
https://doi.org/10.3389/fmed.2021.782151
https://doi.org/10.3389/fmed.2021.782151
https://doi.org/10.1136/gutjnl-2017-313717
https://doi.org/10.1136/gutjnl-2017-313717
https://doi.org/10.1136/gutjnl-2017-314657
https://doi.org/10.1136/gutjnl-2017-314657
https://doi.org/10.1136/gutjnl-2012-302779
https://doi.org/10.1016/j.cgh.2023.10.021
https://doi.org/10.1016/j.cgh.2023.10.021
https://doi.org/10.1002/14651858.CD009179.pub2
https://doi.org/10.1002/14651858.CD009179.pub2
https://doi.org/10.5455/medarh.2023.77.281-287
https://doi.org/10.5455/medarh.2023.77.281-287
https://doi.org/10.1016/j.gastha.2021.09.006
https://doi.org/10.1016/j.gastha.2021.09.006
https://doi.org/10.36076/ppj.2011/14/145
https://doi.org/10.1016/j.pan.2017.07.006
https://doi.org/10.1016/j.pan.2017.07.006
https://doi.org/10.1002/cpt.2258
https://doi.org/10.1096/fj.06-8061com
https://doi.org/10.2174/1874473711666180911091846
https://doi.org/10.2174/1874473711666180911091846
https://orcid.org/0009-0006-6765-7420
https://orcid.org/0009-0006-6765-7420

	How safe are opioids in the early phase of acute pancreatitis?

