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In the DOSAGE AND ADMINISTRATION section, advanced Colorectal Cancer subsection, last paragraph, the
following statement is made:

"Several other doses and schedules of leucovorin/3-
fluorouracil therapy have also been evaluated in
patients with advanced colorectal cancer; some of these
alternative regimens may also have efficacy in the
treatment of this disease. However, further clinical
research will be required to confirm the safety and
effectiveness of these alternative leucovorin/5-
fluorouracil treatment regimens."

The other schedules of leucovorin/5-fluorouracil therapy, which were of interest at the time 5-
FU/LV was approved for the 1*-line treatment of advanced colorectal, have been evaluated in
randomized controlled trials. With survival as the endpoint of interest, the a summary

of the results are in the table below.
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Only the Mayo Clinic regimen--the labeled regimen--has consistently
demonstrated a survival advantage, in randomized controlled trials, when
compared to bolus 5-FU. The Mayo Clinic regimen has demonstrated a survival
advantage when compared to bolus 5-FU with two different doses of leucovorin
{(i.e., 20 mg/m2 and 200 mg/m2). The Mayo Clinic regiment has demonstrated a
survival advantage when compared to a sequential MTX>5-FU. The Roswell Park regimen and the prolonged
contimious infusion regimens have not demonstrated a survival advantage, in
randomized controlled trials, when compared to bolus 5-FU and in the case of the
Roswell Park regimen when compared to a sequential MTX=>5-FU. In the 1990s,
only the Mayo Clinic regimen--the labeled regimen--was appropriate as the
comparator in noninferiority trials in advanced colorectal cancer with survival as
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the primary endpoint. Further clinical research have not demonstrated the safety
and effectiveness of the alternative leucovorin/5-fluorouracil treatment regimens.

RECOMMENDATION

Further clinical research have not demonstrated the safety and effectiveness of alternative leucovorin/5-fluorouracil
treatment tegimens (e.g., the Roswell Park regimen and prolonged 5-FU continuous infusion t leacovorin). The
paragraph below is outdated and should be deteted from the label (in the DOSAGE AND ADMINISTRATION section,
advanced Colorectal Cancer subsection, last paragraph) with the next printing of the label.

"Several other doses and schedules of leucovorin/s-
fluorouracil therapy have also been evaluated in
patients with advanced colorectal cancer; some of these
alternative regimens may also have efficacy in the
treatment of this disease. However, further clinical
research will be required to confirm the safety and
effectiveness of these alternative leucovorin/5-
fluorouracil treatment regimens."
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