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Abstract

Abdominal pain is one of the main symptoms of pancreatic diseases, including chronic pancreatitis (CP). Once the
disease is in remission, pain management is a key element of treatment. Co-analgesics may also be used at any
stage of analgesia, among which antiepileptic drugs such as pregabalin. The first data on the beneficial effect of
pregabalin on pain in the course of CP was published in a clinical trial in 2011, and it has been known since 2015 that
the analgesic effect of pregabalin on CP has a different mechanism of action than conventional analgesics. Currently,
research is focused on combining pregabalin with antioxidants and on methods to predict the patient’s response to
pregabalin administration. Based on current research, pregabalin appears to be a very useful agent for the pharma-
cologic treatment of pain in the setting of CP.
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Introduction

Chronic pancreatitis (CP) is one of the most common gas-
troenterological diseases. In 2017, more than 1.5 million pa-
tients were diagnosed with de novo CP, compared to 1 million
in 1990. In addition, Poland, along with Belgium and Slovakia,
is one of the countries with the highest incidence of CP in the
world [1]. According to the most recent definition, chronic
pancreatitis is defined as a fibro-inflammatory syndrome of
the pancreas, in which there is a persistent immune response
associated with a damaging or stress factor, which manifests
itself in individuals with a pre-existing genetic or environmen-
tal risk [2].

Abdominal pain (less often back pain) is one of the key
symptoms of pancreatic diseases, including CP, the presence
of which may precede both the loss of exocrine and endocrine
function of this organ. Once disease remission is achieved and
maintained, analgesia is a key element of patient manage-
ment. The best-known algorithm is the so-called analgesic
ladder, recommending starting with non-steroidal anti-inflam-
matory drugs (NSAIDs) and if not ineffective, escalate to weak
and strong opioids [2]. Currently, the use of surgical methods
to reduce pain in patients with CP is being considered [3].
In some patients, the pain can be so severe that it leads to
sleep disorders, depression and other mental disorders [4-6].

Co-analgesics may be added at any stage of analgesia. Anti-
-epileptic drugs have been used as co-analgesics for some
time, among them pregabalin. According to the Summary of
Product Characteristics (SmPC), treatment of pain with pre-
gabalin can be initiated with a dose of 150 mg daily, admin-
istered in two or three divided doses, and then (according to
the effects and tolerability of the drug, particularly renal func-
tion) the dose can be gradually increased up to up to 600 mg
daily [7].

The aim of the article is to summarize the studies con-
ducted so far on the use of pregabalin in patients suffering
from pain in the course of chronic pancreatitis.

Material and methods

In order to collect articles on the topic, PubMed and
Google Scholar databases were searched using the keywords

”u

“pregabalin,” “chronic pancreatitis” and their synonyms.

Results and discussion

The first data on the beneficial effect of pregabalin on
pain in the course of CP was published in a 2011 clinical trial
in which pregabalin was co-administrated with other analge-
sics, 36% of patients experienced relief compared to 24% in
the placebo group [8]. Since then, more of similar clinical trials
have been conducted, the results of which are summarized
in Table 1.

In 2015, the results of a study were published showing
that the mechanism of analgesic action of pregabalin in pa-
tients with CP differs from other agents used in pain man-
agement [9]. This implies that pregabalin may be particularly
useful in treating patients who do not respond satisfactorily to
conventional ladder-based treatment.

Observational studies have shown that one of the mech-
anisms of neuropathic pain in the course of CP is the adap-
tation of the structures of the central nervous system (CNS)
caused by inflammation [10-11]. This led researchers to try
to administer pregabalin together with antioxidant substanc-
es (e.g. methionine, selenium, B-carotene, ascorbic acid and
a-tocopherol). Clinical trials on the simultaneous administra-
tion of pregabalin and antioxidants in patients with pain in
the course of CP resulted in greater degree of pain reduction
compared to those on pregabalin alone (Table 1) [12-13]. In
another clinical trial, conducted on pediatric patients (average
age 13 years), it was suggested that the administration of an-
tioxidants (vitamin C, selenium) by itself reduces pain in 68%
of patients [14].

Table 1. Summary of the results of clinical trials on the use of pregabalin in the treatment of pain in the course of CP; the VAS scale was used to assess
pain in all of the above trials.

Group size Follow-u Relative difference in pain
Reference (study+ control w-up intensity between the study Comments
period
group) and control groups (%)
Olesen, Bouwense et
al. 2011 [8] 64 (32+32) 3 weeks 12
Olesen, Graversen et
al. 2011 [15] 26 (13+13) 3 weeks 14.29
Pregabalin was
E';]kdar el 2o 87 (42+45) 2 months 20.5 administered with
antioxidants

Sureshkumar et al.
2021 [12] 90 (45+45) 8 weeks 35
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On the other hand, there are claims about the insufficient
level of testing of pregabalin in the treatment of pain in the
course of CP. The authors of a review from 2016 suggested
that in previous studies, insufficient attention was paid to the
long-term effects of pregabalin use in patients with CP and
its overall impact of such therapy on their quality of life [16].

For some time, it was suspected that frequent diarrhea
and changes in the intestinal mucosa typical of CP adverse-
ly affected the pharmacokinetics of pregabalin administered
orally. These concerns were dispelled in an observational
study from 2012, which reported that the pharmacokinetic
profile of pregabalin in patients with CP was preserved and
dose modification in such patients should be considered only
in the case of renal failure [17]. However, it should be not-
ed that according to pregabalin’s SmPC, its use in diabetes
(a frequent secondary complication of pancreatic diseases)
may disturb the bicarbonate balance and require an increase
in the dose of hypoglycemic drugs in the patient, including

When treating pain therapy in patients with impaired
verbal contact (or unconscious), the level of analgesia can
be tested using electroencephalography (EEG). After admin-
istration of pregabalin, the normalization of the (previously
increased) amplitude of theta waves over the parietal lobes
may be an indicator interpretable as analgesia [20].

According to the latest studies, including randomized
clinical trials, pregabalin seems to be an effective analgesic in
patients with CP. Its use should be considered primarily in pa-
tients in whom conventional measures of the analgesic ladder
proved unsatisfactory. Pregabalin seems to have a synergistic
effect with antioxidants and the degree of its absorption is not
significantly affected by the course of CP itself. The patient’s
response to pregabalin therapy can be predicted using QST,

insulin [7]. whereas in patients with impaired verbal contact it can be

Due to the proven role of neuroplasticity in the devel- monitored using EEG.
opment of pain in some patients with CP, and the frequent
digestive system-related adverse effects of pregabalin, at-
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