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The need for more robust research on
the role of pentoxifylline and toco-
pherol in the management of osteora-
dionecrosis of the jaws

Thank you for the opportunity to reply
to the Letter to the Editor regarding our
paper titled ‘‘Is there a role for pentoxifyl-
line and tocopherol in the management of
advanced osteoradionecrosis of the jaws
with pathological fractures? Case reports
and review of the literature’’. We agree
with the findings of several systematic
reviews that have highlighted the low
level of evidence currently available for
the use of pentoxifylline and tocopherol in
osteoradionecrosis, but these analyses are
limited by the lack of any good prospec-
tive trials or randomized trials1–3. The aim
of our paper was to add to the growing
experience of several centres demonstrat-
ing the potential beneficial effects of pen-
toxifylline and tocopherol. With the lack
of randomized controlled trials comparing
pentoxifylline and tocopherol with other
management options such as hyperbaric
oxygen for osteoradionecrosis of the max-
illofacial complex, pentoxifylline and to-
copherol should be used with caution.
In our unit, pentoxifylline and tocoph-

erol is mainly considered in early-stage
ORN cases, and surgical resection and
microvascular reconstruction is the main-
stay of treatment for advanced cases of
ORN. However, in advanced ORN cases
where surgery is either not possible due to
medical comorbidities (case 1 in our re-
port), or the patient does not want further
complex surgery (case 2 in our report), our
institution has approved the use of pen-
toxifylline and tocopherol as a palliative
measure. We felt that the unexpected im-
provement in symptoms and evidence of
radiographic improvement were worth
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reporting. Several other reports have been
published or presented recently as well,
further demonstrating the potential role of
such treatment options in these advanced
cases4,5. Despite our findings, the majority
of patients with advanced ORN with path-
ological fractures will require surgical
resection and reconstruction. However,
in reconstructive centres, these patients
are often delayed several months due to
priority given to the management of new
cancers. In the case of pathological frac-
tures that are immobile and not displaced,
trialling of pentoxifylline and
tocopherol � clodronate has been well
tolerated by patients and has been shown
in several reported cases to reduce symp-
toms. Furthermore, it may lead to bony
callus formation and occasionally bony
union, as seen in our reported cases.
The gold standard for advanced ORN

with pathological fractures is surgical re-
section and microvascular reconstruction.
Our intention is not to delay surgical inter-
vention, but to demonstrate that novel med-
ical management options may potentially
improve symptoms in those unsuitable for
surgery or those who refuse surgery, and
occasionally has unexpected results that
mayavoid the need for major reconstructive
surgery. Case reports such as these should
not on their own guide protocol develop-
ment, butmayserve to inspire further robust
evidence-based projects such as prospec-
tive trials and randomized trials on the role
of medical management in the various
stages of ORN. We await with great interest
the results of ongoing prospective trials
such as the one being conducted by Dela-
nian’s team, which showed promising pre-
liminary retrospective results6, and a new
randomized controlled trial being con-
ducted by Lewis’s team in Western
Australia7.
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