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dose-dense paclitaxel, this subgroup 
is substantially larger than the cohort 
of 112 patients who did not receive 
bevacizumab in the GOG-0262 trial.2 
We believe that ICON8 provides the 
most robust evidence available on the 
use of dose-dense paclitaxel in a non-
Japanese patient group and does not 
support this approach irrespective of 
the surgical strategy adopted during 
first-line treatment.
ECJ reports grants from Cancer Research UK. 
IAM reports personal fees from Clovis Oncology 
Takeda, Tesaro, and personal fees and grants from 
AstraZeneca, unrelated to this Correspondence. 
ARC reports grants from Cancer Research UK; 
grants, personal fees, and non-financial support 
from AstraZeneca; non-financial support from 
Clovis Oncology; and personal fees and non-
financial support from Roche, all unrelated to this 
Correspondence. ACD and RK declare no competing 
interests.

*Elizabeth C James, Iain A McNeish, 
Adrian D Cook, Richard Kaplan, 
Andrew R Clamp
e.james@ucl.ac.uk

Medical Research Council Clinical Trials Unit at 
University College London, Institute of Clinical Trials 
& Methodology, University College London, London 
WC1V 6LJ, UK (ECJ, ADC, RK); Department of Surgery 
and Cancer, Imperial College London, London, UK 
(IAM); and Department of Medical Oncology, The 
Christie National Health Service Foundation Trust 
and University of Manchester, Manchester, UK (ARC)

1 Clamp AR, James EC, McNeish IA, et al. 
Weekly dose-dense chemotherapy in first-line 
epithelial ovarian, fallopian tube, or primary 
peritoneal carcinoma treatment (ICON8): 
primary progression free survival analysis 
results from a GCIG phase 3 randomised 
controlled trial. Lancet 2019; 394: 2084–95.

2 Chan JK, Brady MF, Penson RT, et al. Weekly vs. 
every-3-week paclitaxel and carboplatin for 
ovarian cancer. N Engl J Med 2016; 374: 738–48.

usual hazard ratio (HR) and median 
progression-free survival.  We 
agree that in the context of non-
proportional hazards (the HR varying 
over time), RMST is more appropriate 
to describe these data, and would 
concur with their recommendation 
that clinical investigators should 
consider reporting RMST when 
summarising survival data, especially 
when there is evidence of non-
proportional hazards. However, we 
want to correct the authors with 
regards to the median progression free 
survival times, as the interval reported 
was the IQR, and not 97·5% CI. The 
two measures cannot be compared. CI 
reflects the uncertainty in the estimate 
of mean survival, whereas the IQR is a 
simple measure of the spread of data. 
Nonetheless, we still advocate the use 
of RMST when analysing survival data.

Da Costa and colleagues raised the 
possibility that any potential benefit 
from weekly dose-dense paclitaxel 
in the ICON8 trial might have been 
lost because 50% of women who 
entered the trial received neoadjuvant 
chemotherapy. They postulate 
that both the large bulk of disease 
present at trial entry and the break 
in chemotherapy caused by interval 
cytoreductive surgery might have 
negatively impacted on activity, 
particularly any antiangiogenic 
effect of dose-dense paclitaxel. We 
acknowledge this hypothesis but do 
not agree that the results of ICON8 
suggest any difference in the activity 
of dose-dense paclitaxel dependent on 
the surgical approach. Our preplanned 
subgroup analysis did not detect any 
heterogeneity in treatment effect 
by surgical timing. Additionally, 
for those patients who underwent 
immediate primary cytoreductive 
surgery, the volume of residual disease 
was a stratification factor used during 
randomisation, preventing any 
imbalance between treatment arms in 
this well-established prognostic factor.

Although our subgroup analyses did 
not have the full power of the overall 
trial analysis to detect a benefit from 

GOG-0262 study.5 In this subgroup, 
despite the small number of patients, 
a weekly dose-dense schedule of 
paclitaxel significantly (p=0·03) 
improved progression-free survival.

Pharmacogenomics is possibly the 
cause for some of the differences seen 
between the JGOG 3016 and the ICON8 
trial, but the effect of the difference 
between neoadjuvant and adjuvant 
settings in these trials should not be 
underestimated. Thus, we believe 
ICON8 does not offer enough evidence 
to rule out dose-dense chemotherapy 
as an adjuvant treatment option for 
non-Asian patients.
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Ludmir and colleagues discuss 
the merits of using restricted mean 
survival time (RMST) to describe 
survival data, as opposed to the 

French protests: why 
defensive bullet 
launchers should be 
banned
Defensive bullet launchers were 
introduced to the French police force 
in 1995, but their use was popularised 
after the French riots of 2005. Since 
2009, defensive bullet launchers, 
equipped with an ammunition 
launcher of 40 mm in diameter and 
non-spherical rubber projectiles, have 
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