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I read with great interest the recent article by Yasumatsu et
al. [1]. Interestingly, recent data suggests that orotate phos-
phoribosyl transferase (OPRT) may significantly influence
tumor prognosis and response to 5-fluorouracil therapy in
a number of systemic malignancies besides head and neck
carcinomas.

For instance, a close association exists between OPRT
levels and prognosis in esophageal malignancies. Early stages
such as stage I and stage II express higher levels of orotate
phosphoribosyl transferase (OPRT) in contrast to late stages
[2]. Hence, OPRT may significantly influence prognosis
in esophageal carcinomas. Similarly, increased chances of
metastasis following surgery for colorectal carcinomas is seen
in primary tumors that show accentuated OPRT expression.
An increased risk of hematogeneous metastasis is seen in
colorectal tumors with elevated OPRT levels [3]. Similarly,
OPRT expression enhances the antineoplastic effects of 5-
fluorouracil in gastric carcinomas and markedly improves
prognosis in these patients [4].

Similar, relationships are seen in pancreatic malignan-
cies. For instance, OPRT negative tumors are associated with
a lower postsurgical resection survival rates in comparison
to OPRT-positive pancreatic malignancies [5]. Patients with
OPRT-positive tumors who are administered chemotherapy
with chemotherapeutic agents such as gemcitabine have
higher survival rates in contrast to those who do not receive
similar adjuvant therapy.

Similarly, there is upregulation of OPRT expression in
prostate malignancies. In fact, a close association is seen
between grading and tumor OPRT mRNA expression. In
addition, hormone-refractory prostate cancers demonstrate
a higher OPRT/dihydropyrimidine dehydrogenase (DPD)
ratio in contrast to hormone-sensitive prostate cancer [6, 7].

This higher OPRT/DPD ratio explains the higher sensitivity
of these tumors to 5-fluorouracil therapy. Similarly, bladder
carcinomas demonstrate increased OPRT activity in contrast
to normal bladder tissue. In fact, low-grade bladder carci-
nomas express lower levels of OPRT in contrast to high-
grade bladder carcinomas. OPRT expression significantly
influences the sensitivity of the tumors to 5-fluorouracil and
this is an important factor in assessing prognosis in bladder
carcinomas [7].

The above examples illustrate the close association
between OPRT and treatment outcome and response to
5-fluorouracil in systemic malignancies and the need for
further studies in this regard.
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