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We appreciate the comments from McAnally regarding
our recent article.1 Debate is welcome to good scientific
practice, and discussions about methodology are essen-
tially important in the field of epidemiology.

McAnally claims the methods used to assign the
T42.6 and T42.7 ICD-10 codes are unclear. Although
we recognize − and report as a limitation − that there
are no specific ICD-10 codes for gabapentinoids and z-
drugs, the labels “Poisoning by, adverse effect of and
underdosing of other antiepileptic and sedative-hyp-
notic drugs” (T42.6) and “Poisoning by, adverse effect
of and underdosing of unspecified antiepileptic and sed-
ative-hypnotic drugs” (T42.7) are as clear as non-speci-
fied codes can be with regards to the drug categories
they should encompass. It is well known that data from
death certificates are unavoidably subject to a certain
extent of misclassification, especially when a postmor-
tem examination is not performed.2 However, ICD-10
repositories intended to guide clinicians do include poi-
soning by z-drugs and gabapentinoids3 as synonyms to
the referred codes.

McAnally also states “It is highly misleading to incrimi-
nate any specific drug class based on deliberately non-spe-
cific codes, which the authors also recognize may include
fentanyl/analogues”. We did not make this strong affirma-
tion at any point in the article. We do, however, mention
the difficulty to code fentanyl analogues, as they also do
not have a name-specific ICD-10 code, as a limitation to
measuring the proportion of casualties with T42.6/T42.7
ICD codes with a concurrent opioid poisoning code. In
fact, a large number of studies recently published on fenta-
nyl poisoning consistently include the drug and its ana-
logues in the ICD-10 code T40.4 (“Poisoning by, adverse
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effect of and underdosing of other synthetic narcotics”).4-7

Those studies include reports from the Center for Disease
Control and Prevention (CDC). It is important not only to
clarify that the T42.6/T42.7 codes do not include fentanyl
and analogues but also to illustrate another situation
where a drug is associated with an ICD-10 code that does
not contain its name.

We agree with the claim that our findings do not imply
causality, which is not stated at any point in our article.
We were careful enough to use the expression “deaths
with a T42.6/T42.7 ICD code” throughout the manu-
script, and our objective was to describe trends in those
deaths and their co-occurrence with other intoxication
ICD-10 codes. The finding of increasing trends suggests
these drugs are being more frequently involved in over-
dose deaths and, moreover, in overdose deaths involving
benzodiazepines and opioids. This possibly indicates that
z-drugs and gabapentinoid are not preventing overdose
deaths from opioids and benzodiazepines and possibly
adding harm to individuals who use them simultaneously
with those drugs. Findings from two recent meta-
analyses8,9 challenge McAnally’s affirmation of “no robust
evidence of any serious harms from any line of rigorous
investigation” and largely recommend weighing risks and
benefits before prescribing them − especially for individu-
als at risk for medication abuse. In fact, Evoy and col-
leagues have found that having an opioid use disorder is
the greatest risk factor for gabapentinoid abuse.9 We are
by no means advocating against the prescription of gaba-
pentinoids when the indication is right and when the
patient is carefully monitored by zealous clinicians.
Rather, we simply point out that such medications are not
free of risks and should be prescribed with appropriate
clinical reasoning and careful monitoring − and even
more so in populations at higher risk of potentially devel-
oping abuse. This is no different from the conclusion of
McAnally’s paper about the risk stratification of gabapenti-
noids, which acknowledges its abuse potential by individu-
als with an opioid use disorder.10

Finally, we quote Slattery, who says “The science of
epidemiology entails applying classic epidemiological
methods to understanding the distribution of diseases in
1

http://crossmark.crossref.org/dialog/?doi=10.1016/j.lana.2022.100288&domain=pdf
http://dx.doi.org/10.1016/j.lana.2022.100280
http://dx.doi.org/10.1016/j.lana.2022.100280
mailto:vitorstardelli@gmail.com
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
https://doi.org/10.1016/j.lana.2022.100288
https://doi.org/10.1016/j.lana.2022.100288


Correspondence

2

populations. The art of epidemiology is interpreting the
findings”.11 Proper interpretation of epidemiological find-
ings is as important as the findings themselves. Rather
than pointing out drugs as “guilty or innocent”, our man-
uscript intends to bring new data to a scientifically rigor-
ous debate on the risks and benefits of gabapentinoids
and z-drugs, with the ultimate goal to refine and advance
knowledge to better inform clinical practice.
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