Proton Pump Inhibitors
Advisory guidance on when to initiate a PPI with a NSAID (or antiplatelet)
Where an NSAID is indicated, and to reduce the risk of gastrointestinal adverse effects, the lowest
effective dose for the shortest duration of treatment should be used. This document is intended as
advisory it does not replace clinical judgement which is assessed on a case by case basis.
As PPIs have become widely used, evidence has started to emerge regarding their long-term safety and
potential for adverse effects. Clinicians when considering prescribing long term PPIs should consider if the
risks (see below) outweigh the benefits.
Need for NSAID or
antiplatelet therapy
Yes
Assess GI risk factors

History of ulcer complication

Test for H pylori;
treat if infected

History of ulcer disease (non-bleeding)
Yes
GI bleeding
Dual antiplatelet therapy
Concomitant oral anticoagulation/antiplatelet/
NSAID
Patients >45 years of age receiving long-term
regular NSAID
Patients ≥65 years of age receiving shortterm or intermittent NSAID
No
Yes
Yes

Does the patient have two or more risk factors?
≥65 years of age
Oral Corticosteroid use
Dyspepsia or GORD symptoms
SSRIs
Severe co-morbidity (malignancy, Heart failure
(NYHA III-IV), significant liver or renal disease
(e.g. CKD 4&5 and cirrhosis)
Smoking
Alcohol abuse

Before commencing
long-term PPI treatment
Consider risks (see
overleaf) vs benefits

*Lansoprazole 15mg
Caps OD Or appropriate
cost effective PPI e.g.
Omeprazole
Patient to be advised to
only take PPI whilst
receiving short-term or
intermittent NSAIDs.

No
No PPI required

*To aid bioavailability of lansoprazole it should be taken at least 30 minutes before food.
Key points


 PPI should be stopped when the NSAID/antiplatelet is stopped. 
 For other indications of PPI usages ensure there is a set duration/ review date.
 Use lowest effective dose for shortest duration of treatment
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Osteoporotic fractures
Observational studies suggest there
may be a modest increase in the
risk of hip, wrist or spine fracture
associated with high dose and long
term (>1 year) PPIs.
The Medicines and Healthcare
products Regulatory Agency
(MHRA) advice issued in April 2012

Tubulo-interstitial nephritis (TIN)
A rare association has been reported
between acute tubule-interstitial
nephritis (TIN) an important cause of
acute renal failure and PPIs. It can
occur between several hours and four
months following treatment with a PPI.
All PPs have been implicated.

Rebound hypersecretion
Recent studies have suggested that PPI
withdrawal may induce rebound acid
hypersecretion. This rebound hypersecretion
could present as a worsening of symptoms that
could be mistaken for disease relapse and may
lead to patients being re-initiated on a PPI.

Hypomagnesaemia
Both the American Food and Drug
Administration and the MHRA, 2012
have recently warned of the risk of
hypomagnesaemia following longterm use of PPIs. This safety
information states that
hypomagnesaemia occurs most
commonly after one year of PPI
treatment.

Cancer
Concerns about the possibility of PPIs
masking the signs of gastric cancer,
either by causing healing of early
malignant ulcers or promoting
overgrowth of normal mucosa in sites of
malignant tissue, are well established
and hence the reason for stopping PPIs
two weeks prior to endoscopy

Clostridium difficile
The risk of acquiring Clostridium
difficile (C. difficile) associated
diarrhoea is approximately 2–3 times
higher in PPI users than in non-users
and there is a 42% increased risk of
recurrent C. difficile due to PPI use. It
has therefore been suggested that all
PPIs are discontinued in patients
diagnosed with C. difficile, as they may
also increase the risk of recurrence.

Risks of long term PPI use

Community- and hospital-acquired pneumonia
Recent initiation of PPI therapy (within the last 30 days) is
strongly associated with both community- and hospitalacquired pneumonia (commonly linked with gastric bacterial
overgrowth and aspiration). One trial observed that the risk of
hospital-acquired pneumonia was 30% higher in patients
taking PPIs. A separate study found the use of PPIs was
associated with an increased risk of community-acquired
pneumonia, particularly if started within the previous 14 days.

Further Information at PrescQIPP Bulletin Safety of long term proton pump inhibitors (PPIs)

EJ Medicines Optimisation Team July 2017- Adapted from Derbyshire Joint Area Prescribing Committee Guidance

Review date July 2019

