
Paracetamol has been around for a long time; it was first intro-
duced in the 1950s and has been available “over the

counter” since 1959. For many years we have recommended it
as both an effective analgesic and antipyretic, and have felt
secure in the knowledge that it is safer than aspirin or NSAIDs.
The proviso is that it must be taken within the advised dose
range because of the potential for hepatotoxicity if these doses
are exceeded. Several things of late have rocked our compla-
cency concerning this relative safety of paracetamol if used for
long-term pain relief.

Less effective in osteoarthritis
The first of these was that NICE advised against paracetamol
in its draft guidelines for osteoarthritis in August 2013. Its rea-
son for doing so was that it had found evidence that paraceta-
mol was less effective than it was thought to be for osteoarthritis
and had identified a trend from observational studies linking
paracetamol to cardiovascular (fatal and non-fatal), gastroin-
testinal and renal events. It recommended that in future parac-
etamol should be used at the lowest effective dose for the
shortest possible time. 

In an associated media statement NICE advised that this
would come as a surprise to most clinicians. It seemed to come
as a surprise to the drug regulators as well; the MHRA stated
that current evidence did not support a change in the use of
paracetamol. One of the problems with the proposed NICE
advice was the lack of suitable safe alternatives; NSAIDs have
clear risks of a similar nature attached to their use. NICE had a
rethink and when its new osteoarthritis guideline eventually
came out in February 2014, it continued to advise paracetamol
as the first-line analgesic, in keeping with its original 2008
guideline. It did however state that the pharmacological man-
agement of osteoarthritis requires a full review and this would
follow an MHRA report of the safety of over-the-counter anal-
gesics (which is still awaited).

Newspapers suggest paracetamol is unsafe
A further concern was raised in early March 2015 when a number
of newspapers carried a story suggesting that paracetamol was
unsafe and, if used for a long time, could lead to heart attacks,
stroke and “early death”. This news was based on research that
was a systematic review of observational studies reporting on the
association between chronic use of paracetamol and major
adverse events in the adult population.1 This seems similar to
the evidence that NICE considered for its draft guideline. 

The findings, looking mostly at cohort studies, suggested
an increase in mortality in those getting the most prescriptions

of paracetamol. They reported dose-related increases in blood
pressure, heart attack and stroke and adverse renal outcomes.
There was also an increased risk of gastrointestinal bleeding.
The overall risks of these were small and it would be difficult to
estimate the absolute risks in a general population from this
research. 

As with all observational studies of this type, this research
is subject to bias; in particular those people who use paraceta-
mol for longer periods of time are likely to be sicker than those
who do not. To be fair, this potential for bias was recognised
and discussed by the researchers (but not by the media).
Another key issue is that these studies were in a range of dif-
ferent populations and involved different durations of paraceta-
mol exposure and it is uncertain whether they should be
“lumped together” in a way that led to the overall conclusions
reached. 

Conclusion
So where does this leave us? Certainly, considering the millions
of people who use paracetamol we cannot simply ignore the
findings and remain complacent about the safety of paraceta-
mol when used for longer-term analgesia. It does seem safe for
short-term use and does appear safer than alternatives such
as NSAIDs, particularly in older people in the longer term.
Further research is needed and it will be interesting to see if
the MHRA change their views on its safety and revise guidance
on over-the-counter use and for prescribing. 

In the meantime common sense suggests that if people get
good pain relief with paracetamol they should continue to take
it, if they do not they should stop it. In long-term users, alongside
non-pharmacological interventions such as exercise, it might
be worth suggesting a break from the drug to see if they are still
getting benefit and only continue if they notice an increase in
pain due to withdrawal. Advising intermittent use is also a rea-
sonable strategy in those where this is an acceptable alternative
to taking it regularly every day.
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