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Deprescribing proton pump inhibitors:
why, when and how
Peter Bytzer
The focus should primarily be on avoiding unnecessary
long term prescribing of PPIs

University of Copenhagen, Køge, D
Podcast with Peter Bytzer availabl
or more than 25 years, proton
pump inhibitors (PPIs) have
F been themainstay of therapy for

acid-related disorders, particularly
peptic ulcer disease and gastro-
oesophageal reflux disease (GORD). In
recent decades, prescribing of PPIs has
increased considerably around the
world. According to a recent national
drug utilisation study, prescribing of
PPIs increased fourfold in Denmark
between 2002 and 2014, with the in-
crease particularly marked among older patients; 7% of all adults
and 14% of adults over 60 were covered by PPI prescriptions.1 The
increased prescribing of PPIs is driven primarily by the accumu-
lation of existing users rather than by new users; inappropriate
prescribing and long termuse, rather than genuine clinical need for
ulcer prophylaxis, appear to underlie the high prevalence of PPI
prescribing.2 Changes to public subsidisation of PPI costs and in-
terventions for improving adherence to guidelines and promoting
the rational use of PPIs have not had a substantial influence on
prescribing patterns.

PPIs are generally perceived as very safe drugs with only mi-
nor side effects. However, observational studies have reported
a variety of possible consequences of long term use.3 Many
potential associations reported in the popular media, including
dementia, acute and chronic kidney disease, and gastric and
colorectal cancer, have worried patients and their prescribers,
despite the limited evidence for a causal link with PPI use.
Critical reviews of the safety of long term PPI therapy have,
however, concluded that some reported associations are sig-
nificant, including those with hypomagnesaemia, increased
frequency of some bacterial enteric infections (eg, Clostridium
difficile), and possibly a small rise in the risk of fracture.
Concern about complications of PPI therapy should therefore
be focused on patients who are older, malnourished, or have
other serious medical conditions.4 Nevertheless, the benefits
and appropriateness of PPI therapy need to be considered
alongside the potential long term risks.

Initiatives for assessing the appropriateness of these drugs are
therefore warranted. Unfortunately, there are no guidelines or
international consensus about how best to discontinue PPI
therapy or to reduce excessive or unnecessary prescribing.
Complete resolution of symptoms with PPI therapy is difficult
in many patients, even in those with clearly acid-related
symptoms.
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The risk of rebound hypersecretion and the evidence
supporting tapering as a withdrawal strategy

Placebo-controlled clinical trials have indicated that new acid-
related symptoms develop in asymptomatic volunteers after
ending 4e8 weeks of PPI administration, but the clinical implica-
tions of acid rebound hypersecretion after discontinuing PPIs are
still unclear.5 Nevertheless, clinicians should be cautious about
reinstating empiric PPI therapy for an uncertain indication formore
than a fewweeks, as it can lead to unnecessary long term use.When
discontinuing PPI therapy, a longer period of tapering might be
useful (4e8weeks) to avert symptomatic acid rebound and the need
to reinstitute PPI therapy after withdrawal. This recommendation,
however, is based on physiological data, not clinical evidence.

Given the extensive prescribing of PPI therapy, surprisingly few
discontinuation studies have been published. A recent systematic
review6 identified six clinical studies, with interventions ranging
from patient education to abrupt withdrawal; rates of successful
discontinuation ranged from 14%7 to 64%.8 Two trials employed a
tapering or step-down approach, each primarily for patients with
reflux symptoms. In the first,9 a Swedish study of patients with
normal gastroscopy, the discontinuation rate for patients in whom
PPIusewas tapered over 2 or 3weekswashigher at 12months than
for thosewho had stopped abruptly (31% v 22%). In the second,10 a
non-randomised study in the United States, 58% of participants
were asymptomatic without PPI therapy after one year of follow-
up, but three-quarters of these patients required either H2 recep-
tor antagonists or prokinetic drugs for symptom relief.

Recommendations for discontinuing proton pump
inhibitor therapy

The Australian algorithm for reviewing PPI therapy for patients
with GORD provides useful guidance for patients with reflux
symptoms (Box).11 The approach we recommend for patients with
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Reviewing proton pump inhibitor therapy for patients with gastro-oesophageal reflux disease (GORD): National Prescribing
Service algorithm, June 2018*

* Reproduced with permission of the National Prescribing Service. u
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reflux symptoms, including those diagnosed with GORD, is as
follows.

Before prescribing andwhen decidingwhether to stop PPI therapy,
we explain to patients that most people should take PPIs for only
4e8weeks, and are careful to encourage realistic expectations about
the benefits of therapy. If symptoms are well controlled after
4e8 weeks, tapering the dose over a similar period and then stop-
ping should be considered.We explain that somepeople experience
unpleasant symptoms during the first fewweeks after stopping PPI
therapy; their impact on everyday activities should be discussed, as
many patients will accept mild residual symptoms. These symp-
toms, whichmay be related to acid rebound andwill cease within a
fewweeks, should be treatedwith antacids, alginates orH2 receptor
antagonists before deciding to re-start PPI therapy.

If symptoms are not well controlled by PPI treatment, it is
reasonable to perform a gastroscopy. If erosive disease is present in
a patient with GORD, PPI therapy should not be discontinued, but
adherence should be checked or high dose PPI therapy considered
(usually twice daily, before meals).

Any recurrence of symptoms should be discussed with the patient
during a review 4 weeks after stopping PPI therapy.
For patientswhodevelopmild intermittent symptoms after ending
PPI therapy, lifestyle modifications and treatment with antacids
and H2 receptor antagonists, or on-demand PPI therapy (which
may reduce PPI intake by 60e75%12) are usually adequate for re-
lief. For patients with more severe intermittent symptoms, low
dose PPI therapy (10e20 mg daily) is appropriate. The medication
needs of patientswho require long termPPI therapy (eg, because of
long term non-steroidal anti-inflammatory drug use or chronic
severe reflux symptoms) and any associated adverse effects should
be reviewed periodically.

If patients do not benefit from initial empiric PPI therapy, it should
be discontinued and the patient referred for endoscopy. Patients
with symptoms that are not acid-related (such as nausea, bloating,
or diffuse abdominal pain) rarely benefit from PPI therapy; any
response is likely to be a placebo effect.

Reinstitution of PPI therapy is particularly common for patients
with reflux symptoms. This is not surprising, given the chronic
nature of the underlying disease (GORD) and the good symp-
tomatic response toPPIswhen reflux symptoms recur.Our focus as
prescribers shouldprimarily beon avoidingunnecessary long term
prescribing, especially for patients who commenced PPI therapy
for inappropriate reasons.
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