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Abstract

Pain is one of the most frequent and relevant symptoms in cancer patients. The World Health
Organization's analgesic ladder proposes the use of strong opioids associated with adjuvants such as
acetaminophen or nonsteroidal anti-inflammatory drugs in step III. However, it is unclear whether
adding acetaminophen to an analgesic regimen based on strong opioids has any benefit in cancer
patients with moderate to severe pain. To answer this question we searched in Epistemonikos database,
which is maintained by screening multiple information sources. We identified two systematic reviews
including five randomized trials overall. We extracted data and generated a summary of findings table
using the GRADE approach. We concluded that adding acetaminophen to strong opioids might make

little or no difference in improving pain management in cancer patients.

Problem

The incidence of cancer has increased worldwide during the
last decades. Pain is one of the most frequent complications
in cancer patients, especially in advanced stages [1],[2]. In
order to address this problem, the World Health
Organization (WHO) presented its stepped analgesic
strategy in 1986 [3],[4], which has been very effective in
improving pain control in cancer patients[5],[6]. The WHO
Analgesic Scale recommends that patients who suffer
moderate to severe pain (steps II and III) should be
managed with an opioid drug and adjuvants, such as
acetaminophen or nonsteroidal anti-inflammatory drugs.

This scheme is justified on the basis of a possible additive
or synergistic effect since they have different mechanisms
of action: Opioids bind to opioid receptors and replicate the
effects of endogenous opioids, inhibiting presynaptic
release and the postsynaptic response of excitatory
neurotransmitters from nociceptive neurons at different
levels of the central and peripheral nervous system.
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On the other hand, acetaminophen has its analgesic effect
through inhibiting prostaglandin synthesis at both the
central and peripheral levels, where prostaglandins
facilitates pain through the sensitization of nociceptive
receptors. Moreover, acetaminophen has other
characteristics that makes it easy to prescribe: it is effective
for the management of pain of diverse etiologies, it has an
excellent safety profile, it is widely available and it is
relatively low cost.

However, in cancer patients receiving strong opioids (e.g.
morphine or methadone), it is unclear whether adding
acetaminophen has any benefit for patients, such as better
analgesia, reduction in opioid requirements or decrease in
opioid s adverse effects.

Methods

We used Epistemonikos database, which is maintained by
screening multiple information sources, to identify
systematic reviews and their primary studies. With this
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information we generated a structured summary using a total of studies, a summary of findings table following the
pre-established format, which includes key messages, a GRADE approach and a table with other considerations for
summary of the body of evidence (presented as an decision-making.

evidence matrix in Epistemonikos), a meta-analysis of the

Key messages

e Adding acetaminophen to high-potency opioids might make little or no difference in cancer pain
relief.

e It is unclear whether adding acetaminophen to strong opioids has any benefit over analgesic
requirements or the general well-being of cancer patients because the certainty of the evidence is
very low.

About the body of evidence for this question

What is the evidence. We found two systematic reviews [7],[8] including five randomized
See evidence matrix in controlled trials with a length of follow-up between one and 14
Epistemonikos later days [9],[10],[11],[12],[13].

All of the trials included female and male patients, age 18 years or
older, with cancer-related pain.

The trials included patients with varying degrees of pain: severe
pain [9], mild and moderate [10], mild [11] and any intensity [12];
One trial did not specify it [13]. All included patients received a
stable dose of a strong opioid, with no modification for at least 48
hours prior to study entry. Three trials accepted patients who were
users of adjuvant treatment [10],[12],[13]. The origin of the
cancer-related pain was diverse: visceral, somatic, neuropathic.
Three trials included patients with solid and hematological cancers
[9],[10],[13], one trial only included patients with solid

cancer [11] and one trial did not provide this information [12].
Two trials described the presence of metastases in 97% and 100%
of included patients [10],[12].

The trials were conducted in outpatients [10],[11],[12], inpatients
[9] or both settings [13].

All trials excluded patients with liver disease, contraindications to
acetaminophen or who had received radiation therapy within 48
hours prior to study entry. Three trials excluded patients with
neuropathic pain [9],[10],[13]. In addition, two trials excluded
patients using adjuvants [9],[11].

What types of patients were
included

All trials compared the use of a strong opioid associated with
acetaminophen versus the same opioid associated with placebo.
The included strong opioids were: morphine [9],[11] morphine and
What types of interventions hydromorphone [10], methadone [12] and one trial described the
were included use of any strong opioid which dose was equivalent to 200 mg of
oral morphine [13].

The dose of acetaminophen was variable: 3 g/day po [12], 4 g/day
po [11],[13], 5 g/day po [10] and 4 g/day iv [9].

Pain intensity was measured through an 11-point verbal scale (from
0 without pain to 10 maximum pain) and also at similar visual
What types of outcomes scales or facial expression scales.

were measured In addition, the trials reported the reduction of total opioid dose,
overall well-being scales, patient preference and adverse effects
(mainly drowsiness, constipation, nausea and vomiting).
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Summary of findings

Information on the effects of adding acetaminophen to strong opioids in patients with cancer-related
pain is based on all of the trials included in this summary, which include 171 patients. All trials
measured the reduction of pain with pain scales and the presence of adverse effects. However, it was
not possible to perform a meta-analysis of these results. The summary of the results is as follows:

e Adding acetaminophen to strong opioids may make little or no difference in the relief of
cancer-related pain, but the certainty of the evidence is low.

e It is unclear whether adding acetaminophen to strong opioids has any benefit over total
analgesic requirements in cancer patients because the evidence is very low.

e It is unclear whether adding acetaminophen to strong opioids has any impact on well-being in
cancer patients because the evidence is very low.
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Adding acetaminophen to strong opioids in cancer-related pain

Patients Patients with cancer-related pain
Intervention Strong opioid associated with acetaminophen
Comparison Strong opioid associated with placebo

Certainty of
Outcomes the evidence
(GRADE)
. - Four of the five trials reported no difference in e
Pain relief pain level. Low
Opioid’s dose Two trials reported that there was no BO00!

difference in the use of opioid's rescue doses

reduction and total daily dose. Very low
Three trials reported that there was no BOOO!
Well-being difference in measures of overall well-being e
and quality of life. £
Adverse Five trials reported no difference in the e
effects occurrence of adverse effects?. Low

GRADE: evidence grades of the GRADE Working Group (see later in this article)

'The certainty of the evidence was downgraded because the low number of patients
included in the studies, the risk of bias and imprecision.

’Adverse events measured by all studies were: nausea and vomiting, constipation,
drowsiness.

About the certainty of the evidence (GRADE)*

DDPD
High: This research provides a very goed indication of the likely effect. The likelihood that the effect

will be substantially different™ is low.

DHEO
Moderate: This research provides 3 good indication of the likely effect. The likelihood that the effect
will be substantially different™ is moderate

00

Low: This research provides some indication of the likely effect. However, the likelihood that it will be
substantially differentt is high.

Very low: This research does not provide a reliable indication of the likely effect. The likelihcod that
the effect will be substantially differentT is very high.

*This concept is also called 'quality of the evidence’ or "confidence in effect estimates’.
T Substantially different = a large enough difference that it might affect a3 decision.
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Other considerations for decision-making

To whom this evidence does and does not apply

e This evidence applies to adults of both sexes with cancer-related pain of any origin and
intensity, with stable doses of strong opioids associated in some cases to other adjuvants.

e The present summary of evidence does not include trials about the association of
acetaminophen with low-potency opioids.

About the outcomes included in this summary

e The outcomes presented in the summary of findings table correspond to those critical for
decision-making according to the opinion of the authors of this article.

e We decided to exclude patients' preference from the analysis because of the heterogeneity of
their measurement among the studies and the lack of assessment in most of the included
studies.

Balance between benefits and risks, and certainty of the evidence

e Adding acetaminophen to strong opioids may result in little or no difference in pain reduction
and total opioid's consumption without changes in the presence of adverse effects.

e An important consideration is the short follow-up period in the studies. Thus, we only know
the short-term effects of the intervention.

e Although we could not estimate a measure of aggregate effect (meta-analysis), only one trial
reported a statistical difference in pain reduction between the groups [10]. However, the
observed effect does not achieve a significant clinical effect for patients, which would
correspond to a change of 30% or 2 points on the pain scale according to actual
consensus [14].

e Hence, the cost/benefit balance is not favorable.

What would patients and their doctors think about this intervention

e Based on the evidence presented in this summary, most patients and doctors should decide
against adding acetaminophen to strong opioids in patients with cancer pain.

Resource considerations

e Cost reports are not included in the studies. However, it is recognized that generally adding
acetaminophen is a low-cost intervention.

e Regardless of the above, adding acetaminophen could result in little or no benefit, so the
cost/benefit balance would not be favorable.

Differences between this summary and other sources

e The main clinical guidelines regarding cancer-related pain management propose the use of
adjuvants together with strong opioids, however, there are few studies that aim to answer
this clinical question and support the recommendation to add acetaminophen in
particular [15],[16],[17],[18].

e The conclusions of this Living FRISBEE are consistent with the identified systematic reviews.

Could this evidence change in the future?

e The probability that the conclusions of the present summary change in the future is high due
to the low certainty of the existing evidence.

www.medwave.cl 5 doi: medwave.2017.6944



How we conducted this summary

Using automated and collaborative means, we compiled all the relevant evidence for the question of
interest and we present it as a matrix of evidence.

Nabal M
2012

Mercadante S
2013

Stockler M

2004

Cubero DI
2010

Tasmacioglu B
2009
Axelsson B

Israel FJ
2003

2010

Starting from any systematic review, Epistemonikos builds a matrix based on existing connec-

tiens in the database.

The author of the matrix can select relevant information for a specific health queston (typically
in PICO format) in order te display the information set for the question.

The rows represent systematic reviews that share at least one primary study, and columns

display the studies.

The boxes in green correspond to studies included in the respective reviews.

Follow the link to access the interactive version: Addition of acetaminophen to strong opioids for

cancer pain

Notes

The upper portion of the matrix of evidence will display a
warning of “new evidence” if new systematic reviews are
published after the publication of this summary. Even
though the project considers the periodical update of these
summaries, users are invited to comment in Medwave or to
contact the authors through email if they find new evidence
and the summary should be updated earlier. After creating
an account in Epistemonikos, users will be able to save the
matrixes and to receive automated notifications any time
new evidence potentially relevant for the question appears.

The details about the methods used to produce these
summaries are described here
http://dx.doi.org/10.5867/medwave.2014.06.5997.

Epistemonikos foundation is a non-for-profit organization
aiming to bring information closer to health decision-
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makers with technology. Its main development
Epistemonikos database (www.epistemonikos.org).

is

These summaries follow a rigorous process of internal peer
review.
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