
rience with IP, they were the largest and most rigorously
conducted and contribute substantially to the recent
meta-analysis touting this strategy’s merit.9 However,
widespread adoption has been limited by lack of a con-
sistent experimental group (different in each of the tri-
als), lack of a consistent control standard (GOG 104
used cisplatin and cyclophosphamide, GOG 114 and
GOG 172 used cisplatin/paclitaxel), lack of a carbo-
platin/paclitaxel control arm (GOG 114 and GOG 172),
heightened and unacceptable toxicities in the experimen-
tal arm (GOG 114 and GOG 172), and unpopular infu-
sion schedule (GOG 172), among other concerns.
Further, each of these studies lack investigation with
newer biologics, particularly those targeting vascular
endothelial growth factor (VEGF), which have shown
substantial promise in the recurrent setting.10-12 Indeed,
two phase III studies addressing the role of bevacizum-
ab, a monoclonal antibody to VEGF, in the primary and
maintenance setting (GOG 218 and ICON7), have
recently completed accrual and results will not be report-
ed for several months. Unfortunately, all the effort seem-
ingly has amounted to little more than a “sacrifice bunt.”

And then came the provocative Japanese Gynecologic
Oncology Group (JGOG) phase III study comparing
standard every-3-weeks paclitaxel/carboplatin to weekly
paclitaxel and every-3-weeks carboplatin, reported in
September in the journal Lancet.13 These investigators
capitalized on a observation initially reported more than
a decade ago: Paclitaxel, administered weekly (at one-
third the bolus dose), could induce a similar response
rate, time to progression, and overall survival to paclitax-
el administered once every 3 weeks, but with less toxic-
ity.14 Further, the weekly strategy had been shown in sev-
eral phase II reports to produce responses in women felt
to be taxane-insensitive or taxane-resistant.15,16 This frac-
tionated approach is frequently referred to as “dose-
dense” therapy. 

In the JGOG study, the only variable distinguishing
the treatment groups was the dose-dense strategy, which
was also “dose-intense” as the weekly dose was 80
mg/m2 compared to 180 mg/m2 every 3 weeks (or 60

mg/m2/week) in the control group. The trial was looking
for a 5-month gain in median PFS for the experimental
group (16 months to 21 months), which was based on the
observations of GOG 182. The trial accrued 631 patients
who were evaluable for the primary endpoint of PFS.
More than 80% of the treatment population was stage III-
IV and approximately 45% were optimally cytoreduced
following primary surgery. With a median follow-up of
42 months, PFS in the weekly paclitaxel arm is substan-
tially longer than the control arm (median, 28.0 vs 17.2
months; hazard ratio [HR], 0.71; 95% confidence interval
[CI], 0.58-0.88; P = 0.0015) and, although OS is imma-
ture, the 3-year OS is also significantly longer (72.1% vs
65.1%; HR, 0.75; 95% CI, 0.57-0.98; P = 0.03). 

It is important to note that the performance of the con-
trol group in this study was as anticipated and designed.
In the primary setting, PFS usually serves as a good sur-
rogate for OS, so as the data set matures we anticipate
these initial assessments will be corroborated. The medi-
an number of cycles infused in both arms was 6, but
there were more dose reductions, delays, and discontin-
uations with the dose-dense arm. The primary reason for
these interventions was hematological toxicity.
Nevertheless, except anemia, high-grade (grade 3/4) tox-
icity was generally uncommon and balanced between
the two arms. In all, the simple strategic infusion design
appears to levy substantial impact on survival parame-
ters, and to a degree not previously observed in ovarian
clinical investigation. While concerns about toxicity,
under-represented serous histology cohorts, low rates of
optimal cytoreduction, and lack of benefit in the clear
cell histology subgroup have been raised, these were
addressed in the multivariate model and don’t substan-
tially detract from this trial’s exciting observations.  

The strongest arguments that might be raised to cur-
tail general adoption of this strategy into standard clini-
cal practice would be the logistical difficulty of adminis-
tering paclitaxel without any break from the weekly
schedule, the question of whether a lower dose could
produce the same effect, and the potential contribution of
bevacizumab. Fortunately, the latter will be addressed in
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Table
Summary of the three largest intraperitoneal phase III trials in primary ovarian cancer

Median PFS Median OS
(months) HR (months) HR

IV IP IV IP
GOG 1046 — — — 41 49 0.76 (P = 0.02)
GOG 1147 2.2 2.8 0.78 (P = 0.01) 52 63 0.81 (P = 0.05)
GOG 17210 18.3 23.8 0.80 (P = 0.05) 50 66 0.75 (P = 0.03)
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