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On crushing of deutetrabenazine tablets

e read with interest the case report on use of crushed

deutetrabenazine for treatment of tardive dyskinesia in
a patient with severe orofacial symptoms by Wietholter et al.!
Although the authors report that the patient had a safe and ef-
fective response to deutetrabenazine, as Teva Pharmaceutical
Industries considers patient safety a top priority, we would like to
clarify important points related to crushing of deutetrabenazine
tablets marketed in the United States as Austedo tablets. In the
article, the authors do not suggest a particular concern about
the safety of crushing deutetrabenazine, despite the fact that
the effects of crushing have not been studied, and they also
imply that they received a similar impression from Teva Medical
Information. Please see the text below from the article by
Wietholter et al and the phrase we have italicized.

As the patient was unable to tolerate any oral chal-
lenge and required enteral administration, the pri-
mary manufacturer, Teva Pharmaceutical Industries
Ltd, was contacted to determine the feasibility of ad-
ministering the medication via a crushed modality.
The manufacturer responded that although use of the
medication in crushed form had not been studied,
there was little reason to suspect harm might result
Jrom administration in that manner.

We are concerned that the information in the article may
be misleading, as readers may interpret that Teva endorsed
crushing the tablet and/or that the formulation is amen-
able to alteration. As described in section 2.1 of the pre-
scribing information, the deutetrabenazine tablet should
be “swallowed whole, do not chew crush or break tablets.”?
We wish to clarify that the Teva Medical Information re-
sponse to the authors was that crushed deutetrabenazine
has not been studied. The authors received this informa-
tion verbally and were also mailed a medical informa-
tion summary on dosing and administration, including
statements addressing lack of information on admin-
istration via nasogastric tubes and other forms of oral
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bypass administration. The Teva Medical Information re-
sponse also stated that the effects of chewing, crushing, or
breaking tablets are unknown. Please see the additional text
below from the article by Wietholter et al, which we have
italicized.

Given deutetrabenazine tablets’ lack of enteric coating
or materials that might cause a nonintact dosage form
to have long-acting effects, none of the listed contents
were expected to be altered when crushed and dissolved
in water.

In clarification of the formulation, deutetrabenazine tablets
contain excipients and have physical characteristics, such as
dissolution profile, that are not characteristic of immediate-
release products.® The safety and efficacy of deutetrabenazine
was established in registration trials using tablets with this
specific pharmacokinetic profile. As a result, and without data
as noted above, it is possible that alteration of the tablet for-
mulation (eg, crushing) could affect the pharmacokinetic pro-
file. This could potentially lead to adverse events or affect the
expected effectiveness.

In summary, we submit this letter to indicate potential
misinterpretations contained in this case report and to em-
phasize that alteration of deutetrabenazine tablets could
plausibly cause untoward effects. Per the US labeling infor-
mation, which is based on the formulation, deutetrabenazine
tablets should be taken whole.
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Crushing of deutetrabenazine tablets limited to

individual case

ecently, there has been criticism, including a commentary by

Knebel et alin the Journal, about our case report on crushing
of deutetrabenazine tablets. In the report, we recounted an ex-
perience with the administration of crushed deutetrabenazine
via percutaneous endoscopic gastrostomy tube to a patient who
was unable to swallow pills due to extensive orofacial dyskinesia.'
While we acknowledge the concerns that readers may misinter-
pret our report as an endorsement of crushing deutetrabenazine
from the manufacturer, we do not agree that the case was rep-
resented as such. We mentioned that deutetrabenazine should
be swallowed whole and agree that this should be the dosing
modality recommended, barring any further studies. However,
as discussed in the case report, due to the severity of the clin-
ical presentation, our intervention was an attempt to improve
quality oflife for a patient who presented with a clinical scenario
that had limited options for treatment. After weighing the risks
and benefits of our intervention, we believe we acted in the best
interest of the patient, given that we were able to closely monitor
for efficacy and toxicity that might emerge as a result of adminis-
tration of crushed deutetrabenazine.

The manufacturer did not weigh in on our risk-benefit
discussion or promote crushing the medication, and the
case report represents the opinions and conclusions of the
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authors alone. Subsequently, we reported the details of our
successful experience, noting that further studies are needed
before this intervention can be applied to other patients.
Since our experience was outside the published literature,
we felt it was important to share our findings.
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