
In their Review article (Cardiovascular effects 
and safety of (non- aspirin) NSAIDs. Nat. Rev. 
Cardiol. https://doi.org/10.1038/s41569-020-
0366- z (2020))1, Schjerning and colleagues 
focus on the cardiovascular safety of non-
steroidal anti- inflammatory drugs (NSAIDs) 
for pain management. I entirely agree with 
their conclusion in favour of multimodal pain 
management in patients with a high cardi o-
vascular risk profile, including the need for 
physiotherapy, weight management and exer-
cise. Schjerning and colleagues thoughtfully 
point out the pharmacodynamic interactions 
between aspirin and both naproxen and ibu-
profen1. In addition, the authors outline the risk 
of myocardial infarction in relation to the 
administration of nonselective NSAIDs, such 
as diclofenac, ibuprofen and naproxen1–3, or 
selective cyclooxygenase 2 (COX2) inhibitors1,4. 
I have seen many patients with a high cardio-
vascular risk profile who were taking nonselec-
tive NSAIDs to control their pain and entirely 
agree with the authors’ warnings. With the 
current opioid crisis in the USA, the number of 
these patients might even rise because NSAIDs 
have been shown to reduce the opioid doses 
required for pain management5.

In the authors’ conclusion, however, 
I note that analgesic- dose aspirin is not men-
tioned as an alternative treatment in patients 
with a high cardiovascular risk profile, par-
ticularly in patients who are already taking 
aspirin  to prevent myocardial infarction. 
This approach would not only avoid pharma-
codynamic interactions between aspirin and 
other NSAIDs but would also circumvent the 
risk of myocardial infarction associated with 
the use of diclofenac, ibuprofen, naproxen  
and selective COX2 inhibitors2–4.

In summary, rather than adding any of 
the aforementioned non- selective NSAIDs 
or selective COX2 inhibitors to the admin-
istration of prophylactic aspirin in patients 
with a high cardiovascular risk profile, would 
it not make sense to opt for aspirin monother-
apy and to increase its dose from a prophy-
lactic to an analgesic dose, if the aim is to 
control pain? Depending on the nature of the 
pain, analgesic- dose aspirin might be more 
potent than alternatives such as paracetamol 
(acetaminophen). One would obviously have 
to weigh the risks and the benefits and care-
fully consider the indication; for example, the 
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antiplatelet effect of aspirin might substan-
tially increase the risk of bleeding during a 
subsequent operation, and aspirin use carries 
a risk of allergic reactions. In addition, the 
feasibility and safety of analgesic- dose aspirin 
for pain management in patients with a high 
cardiovascular risk profile would have to be 
shown in randomized, prospective trials, 
which have not currently been performed.

There is a reply to this letter by Schjerning, 
A.-M. et al. Nat. Rev. Cardiol. https://doi.org/ 
10.1038/s41569-020-0399-3 (2020).
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We thank Rainer Spiegel for his Correspon-
dence (Aspirin as a painkiller in patients with  
a high cardiovascular risk profile. Nat. Rev.  
Cardiol. https://doi.org/10.1038/s41569-
020-0398-4 (2020))1 on our Review (Cardio-
vascular effects and safety of (non-aspirin) 
NSAIDs. Nat. Rev. Cardiol. https://doi.org/ 
10.1038/s41569-020-0366-z (2020))2. We 
share his concerns about the lack of effec tive 
and safe analgesic drugs and the potential  
increase in the use of nonsteroidal anti- 
inflammatory drugs (NSAIDs) in the wake of 
the opioid crisis in the USA.

Spiegel suggests that analgesic-dose 
aspirin might have a cardiovascular bene-
fit as an alternative analgesic treatment to 
NSAIDs. In our Review, the primary focus 
was on commonly prescribed NSAIDs, and 
analgesic-dose aspirin is not commonly pre-
scribed in the countries in which we practise, 
Denmark (Danish Health Data Authority) 
and the UK3, although aspirin is widely 
available without prescription. We are una-
ware of good evidence demonstrating a bet-
ter cardiovascular benefit–risk balance with 
analgesic-dose aspirin than with NSAIDs. 
Industry-sponsored, randomized clinical tri-
als and independent epi demiological investi-
gations have focused on the gastrointestinal 
effects of analgesic-dose aspirin4–6.

From a practical-use perspective, the 
duration of analgesia with aspirin is short, 
and dosing every 3–4 h to a maximum dose 
of 3.6 g per 24 h is recommended7. Therefore, 
if aspirin were to be used for analgesia, 
problems with adherence and breakthrough 
pain are likely7. Importantly, an overdose of 
aspirin is highly toxic. A community-based, 
randomized, industry-sponsored study 
reported that aspirin was unlikely to be 
superior to ibuprofen as an analgesic and was 
associated with more adverse effects overall8; 
although, in another industry-sponsored 
study, analgesic-dose aspirin was reported 
to be well tolerated during short-term use 
(median 3 days)4.

In summary, we currently find no strong 
evidence in terms of the cardiovascular  
benefit–risk balance to support a recommen-
dation for the use of analgesic-dose aspirin 
as an alternative to other NSAIDs. We agree 
with Spiegel that the feasibility and safety 
of analgesic-dose aspirin for pain manage-
ment in patients with a high cardiovascular 
risk profile need to be tested in prospective,  
randomized trials.
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