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In Reply: A Clinical Rule for Preoperative
Prediction of BRAFMutation Status
in Craniopharyngiomas
To the Editor:
We thank the authors for their comment1 on our article, “A

Clinical Rule for Preoperative Prediction of BRAF Mutation
Status in Craniopharyngiomas.”2 We appreciate their detailed
investigation highlighting correlations among pathological,
surgical, and radiological findings from the preoperative magnetic
resonance imaging.
The authors describe a logistic regression model using such

variables as “distortion of the anatomical structures constituting
the hypothalamic-pituitary axis,” “mamillary body angle,” and
“tumor topography, shape, and consistency” to predict cranio-
pharyngioma histology. While the model achieves a gratifying
degree of correct classification, the applicability of their results
to other centers – in the end, the true test of whether a classi-
fication scheme is useful – also rests on inter-rater reliability,
which is not shown here. Indeed, as pointed out by the authors,
we declined to use a “tumor consistency” variable because this
descriptor failed to show adequate inter-rater reliability in our
hands.
A significant advance in surgical oncology elsewhere in the

body has been the introduction of neoadjuvant chemotherapy.
Particularly in locations where important functions depend on
structural integrity of normal tissues, reducing the volume of
tumor that must be excised can make all the difference in post-
treatment quality of life. This is why neoadjuvant chemotherapy
is now the standard of care for many chemosensitive tumors in
locations such as the oral cavity, larynx, esophagus, and rectum,
as well as for some sarcomas, allowing preservation of key joints
and even limb salvage.
Studies have shown that many, perhaps most, patients with

craniopharyngioma may achieve good tumor control, but fail
to return to work or school. Pereira et al reported that 57%
were unable to return to work or school despite 82% achieving
a “cure.”3 In addition, a recent study has shown that cranio-
pharyngioma resection is frequently associated with postoperative
neuropsychological deterioration and impaired quality of life.4 All
can agree that these results need further improvement.
While the safety and efficacy of adjuvant chemotherapy for

papillary craniopharyngiomas is being actively tested,5 it is not
yet clear that this modality will enter routine clinical practice,
or where in the sequence of treatments it will be best employed.

However, now is the time for investigators to develop noninvasive
or minimally invasive methods of reliable diagnosis of papillary
craniopharyngiomas that are portable across the spectrum of
clinical practice against the day this valuable treatment is ready
for use.
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