Letters

Response to: “Consistent
terminology for medication-
related problems in
pharmacogenomic cases”

We appreciate the response of Polasek
and colleagues’ to our hypothetical
case summary on pharmacogenetics in
first-episode psychosis. They raise a
pertinent issue on how the term “treat-
ment failure” used in pharmacogen-
etic parlance differs from its everyday
clinical use. They point to our refer-
ence to the study by Jukic and col-
leagues,? which defined “treatment
failure” as a need to switch treatment
and observe that this end point likely
happened owing to both poor efficacy
and increased adverse effects.

Our case report highlights clearly
that all 3 drugs in question — aripipra-
zole, risperidone and haloperidol —
resulted in greater adverse effects, re-
sulting in discontinuation (i.e., failure
of the intended treatment). When treat-
ing first-episode psychosis the efficacy
of most commonly used antipsychotic
agents appears comparable and be-
comes apparent at lower median doses
than what is used in chronic schizo-
phrenia.®* When treatments fail to im-
prove the outcomes, this is mostly be-
cause patients are not able to continue
with the treatment owing to adverse
effects.* As such, the ultimate treat-
ment choice is made on the basis of tol-
erance rather than efficacy. In a similar
vein, for a clinician treating first-
episode psychosis, the need for
pharmacogenomic testing is likely to
arise mostly on the basis of adverse ef-
fects rather than poor efficacy at high
doses, providing the rationale for the
context in our hypothetical case report.
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The statement “risperidone is likely
to be too slowly converted to its active
metabolite” should not be taken to
mean that risperidone itself is not an
active moiety. The response by
Polasek and colleagues indeed reiter-
ates our intended meaning, should a
reader require such clarification.

We agree with the need for preci-
sion in terminologies when measuring
an outcome. The descriptive phrases
suggested by Polasek and colleagues
— “unexpected poor efficacy” and
“intolerable adverse effects” — are
likely to be more useful as they both
contribute to the lack of the desired
treatment outcome. In fact, we high-
light both of these as factors that call
for pharmacogenetic testing in a pa-
tient with first-episode psychosis in
our original report. We take this op-
portunity to highlight that these
2 phenomena are not mutually exclu-
sive, at least in the first episode clin-
ical setting, where patients cite both as
prominent reasons for their decisions
to discontinue treatment.*?
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