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Abstract 
Introduction: Epithelial Ovarian Carcinoma (EOC) comprises the vast ma-
jority (almost 90%) of ovarian carcinomas. Chemotherapy is the main treat-
ment in ovarian cancers. The standard of care in the chemotherapeutic is the 
combination of a platinum (carboplatin or cisplatin) and a taxane (paclitaxel 
or docetaxel). Studies were done to determine whether this combination to be 
given weekly or every 3 weeks. Patient and Method: Inclusion criteria: 1) 
Female patients between the ages of 17 - 78 years. 2) Baseline hematological, 
renal and liver laboratory profiles were within accepted ranges. 3) Perfor-
mance status of the patients was 0-II. 4) Patients were pathologically proven 
ovarian cancer. 5) A follow-up period for at least 6 months was required. Ex-
clusion criteria: 1) Patients who had double malignancy were excluded. 2) 
Performance status more than II. 3) Other comorbidity. Results: We re-
viewed 69 female patients with EOC, with 60% received every three weeks re-
gimen. Mean age was 53.22 years. At a median follow up of 45.9 months, 
there was no significant different between the two protocols in terms of mean 
PFS, 62.35 months (95% CI: 50.08 - 74.63 months) for the three-weekly co-
hort, and 69.25 months (95% CI: 55.24 - 83.26 months) for weekly protocol 
(p = 0.613). The three weekly regimen patients had a higher incidence of hos-
pital admission (40% vs 18.5% for the weekly protocol patients), but it didn’t 
reach a statistical significance (p = 0.063). The three weekly protocol had a 
significantly higher incidence of causing a neutropenic fever (p = 0.003). 
Conclusion: In our cohort of Egyptian women with EOC, no significant dif-
ference in PFS was found when compared the weekly Carboplatin/paclitaxel 
when compared to the classic three weeks, although the weekly protocol may 
be causing less febrile neutropenia and fewer hospital admissions. 
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1. Introduction 

Ovarian cancer is classified in various categories, with the Epithelial Ovarian 
Carcinoma (EOC) comprising the vast majority (almost 90%). Although it is not 
the most common gynecological cancer, EOC keeps to be the most lethal. Can-
cer statistics registry in the United States showed that the estimated cases were 
21,750, with estimated deaths of 13,940 [1]. EOC typically presents at late stage, 
and more than >80% are diagnosed with advanced stage [2]. 

Chemotherapy is the main treatment in ovarian cancers, given in most stages 
of the disease either as neoadjuvant or adjuvant or as a palliative treatment. The 
standard of care in the chemotherapeutic management of ovarian cancer is the 
combination of a platinum (carboplatin or cisplatin) and a taxane (paclitaxel or 
docetaxel) given intravenously. Studies were done to determine whether the re-
gimen Carboplatin and paclitaxel given once a week or the standard regimen 
administered every 3 weeks, would have a better outcome in terms of PFS and 
the toxicity profile. The NRG-GOG study, by Chan et al., compared the regimen 
Carboplatin and paclitaxel given once a week compared with the standard regi-
men administered every 3 weeks regards the side effects, PFS and toxicity profile. 
After a median follow-up of 28 months, weekly paclitaxel did not appreciably 
prolong progression-free survival, as compared with paclitaxel administered 
every 3 weeks (p = 0.18). Although the two protocols had a different toxicity 
profiling e.g., anemia was more common in the weekly protocol, while neutro-
penia was more common in every three weeks regimen [3]. 

In this study, we reviewed a cohort of Egyptian women received either proto-
cols and reported on the different PFS and toxicity patterns. This retrospective 
study was carried out in Kasr Al Ainy center of oncology and nuclear medicine 
(NEMROCK), Faculty of Medicine, Cairo University. We revised the files of pa-
tients with EOC presented to NEMROCK in a period starting from January 2011 
to December 2015. 

2. Results 
2.1. Patient, Disease and Treatment 

Among the reviewed patient files, only 69 female patients had a complete data 
set for analysis. Mean age was 53.22 years (Range: 22 - 74). Sociodemographic 
data are listed in Table 1. Disease and treatment data are listed in Table 2. 

2.2. Progression Free Survival (PFS) 

At a median follow up of 45.9 months, the median PFS of the cohort wasn’t 
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reached, but the mean was 66.42 months (Standard Deviation ± 4.8, 95% CI: 
56.93 - 75.91 months) (Figure 1). 

PFS was significantly affected by the first line of treatment received and the 
extent of the surgical resection as follow: 

First line of treatment: 
Data showed that the mean of PFS was 52.6 months for patients who received 

chemotherapy as 1st line of treatment and 71.6 months for the patients who un-
derwent surgery as 1st line (p = 0.087) (Figure 2). 

Extent of surgical resection: 
Data showed that the mean of PFS was 74.8 months for patients who underwent 

optimal surgery, 64.6 months for those who underwent sub-optimal surgery and 
60.2 months for patients who didn’t undergo surgery (p = 0.130) (Figure 3). 

Forty patients (60%) received three weeks protocol and 27 (40%) received the 
weekly protocol. There was no significant different between the two protocols in 
terms of PFS (p = 0.613). For the three-weekly protocol, 13/40 (32%) patients 
had progressed, while progression events had occurred in 8/27 (30%). For the 
three-weekly cohort, the mean PFS was 62.35months (Standard Deviation ± 
6.26, 95% CI: 50.08 - 74.63 months), while for the weekly protocol was 69.25 
months (Standard Deviation ± 7.15, 95% CI: 55.24 - 83.26 months) (Figure 4). 

 
Table 1. Sociodemographic data. 

Age 

<20 ys 0% 

21 - 40 ys 15% 

40 - 60 s 55% 

>60 ys 30% 

Geographic distribution 

Cairo 27% 

Delta 30% 

Upper Egypt 43% 

Marital status 
Married 83% 

Not married 17% 

 
Table 2. Disease and treatment criteria. 

Endothelial Ovarian Carcinoma Number (%) 

Histopathological Type 

Serous 54(80%) 

Endometroid 5(71%) 

Mucinous 6(81%) 

Clear Cell 2(21%) 

Initial Treatment 
Chemotherapy 24(36%) 

Surgery 43(64%) 

Regimen of Adjuvant 
Carboplatin/Paclitaxel every 3 weeks 40(60%) 

Carboplatin/Paclitaxel weekly 27(40%) 
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Figure 1. Progression Free Survival (PFS). 

 

 
Figure 2. PFS according to 1st line of ttt. 
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Figure 3. PFS according to extent of surgery. 

 

 
Figure 4. PFS: Weekly versus three weeks Carboplatin/paclitaxel. 
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2.3. Complications and Toxicity Profile Comparison 

We reported on the incidence of hospital admission and the neutropenic fever in 
both groups. For the hospital admission, the three weekly regimen patients had a 
higher incidence of being admitted (40% vs 18.5% for the weekly protocol pa-
tients), but it didn’t reach a statistical significance (p = 0.063). The three weekly 
protocol had a significantly higher incidence of causing a neutropenic fever (p = 
0.003). Only 5 patients (18.5%) of the weekly regimen developed neutropenic 
fever, versus 22 patients (55%) of the three-weekly regimen (Table 3).  

3. Discussion 

Starting from the year 2010, there was a debate about the potential superiority of 
using dose dense protocols in ovarian cancer e.g., weekly Carboplatin/paclitaxel 
versus every three weeks protocol. Between the years of 2011 and 2014, there was 
four pivotal studies running, aiming to answer that question: The NRG/GOG-0262 
[3], ICON-8 [4], MITO-7 studies [5] and the JGOG 3016 trial [6]. 

In our study, we retrospectively revised the female patients treated at NEMROCK 
at a parallel period of time of debate e.g., January 2011 to December 2015. We 
found that 60% of the received the classic every three weeks protocol at that 
time, versus 40% patients received the challenging weekly protocol. At a median 
follow up of 45.9 months, there was no significant difference in the mean PFS 
between the two protocols: 62.35 months for every three weeks (Standard Devia-
tion ± 6.26, 95% CI: 50.08 - 74.63 months), while for the weekly protocol was 
69.25 months (Standard Deviation ± 7.15, 95% CI: 55.24 - 83.26 months) (p = 
0.613).  

Such finding coincides with the finding of the NRG study PFS was 14.7 months 
for weekly protocol versus 14.0 months for the three weeks regimen, hazard ratio 
for disease progression or death, 0.89(95% confidence interval [CI], 0.74 to 1.06; 
p = 0.18), and the MITO-7 PFS which was found to be (17.3 months: 95% CI 
15.2 - 20.2) in patients assigned to treatment every 3 weeks, versus 18.3 months 
(16.8 - 20.9) in women allocated to the weekly schedule (hazard ratio 0.96, 95%  
 
Table 3. Toxicity Profile: Weekly versus three weeks Carboplatin/paclitaxel. 

Carboplatin/Paclitaxel every 3 weeks 

Hospital  
Admission 

No 24 60.0% 

p = 0.063 
Yes 16 40.0% 

Carboplatin/Paclitaxel weekly 
No 22 81.5% 

Yes 5 18.5% 

Carboplatin/Paclitaxel every 3 weeks 

Neutropenic  
Fever 

No 18 45.0% 

p = 0.003 
Yes 22 55.0% 

Carboplatin/Paclitaxel weekly 
No 22 81.5% 

Yes 5 18.5% 
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CI 0.80 - 1.16; p = 0.66) [3] [5]. The ICON-8 study randomized the EOC patients 
into three groups (two dose-dense weekly regimens and the standard 3-weekly 
chemotherapy). Group 1 received (carboplatin area under the curve [AUC]5 or 
AUC6 and 175 mg/m2 paclitaxel every 3 weeks), group 2 received (carboplatin 
AUC5 or AUC6 every 3 weeks and 80 mg/m2 paclitaxel weekly), and group 3 re-
ceived (carboplatin AUC2 and 80 mg/m2 paclitaxel weekly). Again, no signifi-
cant improvement was found when compared the three arms: mean survival 
time was 24.4 months [97.5% CI 23.0 - 26.0] in group 1, 24.9 months [24.0 - 
25.9] in group 2, and 25.3 months [23.9 - 26.9] in group 3. The median progres-
sion-free survival was 17.7 months [IQR 10.6-not reached] in group 1, 20.8 
months [11.9 - 59.0] in group 2, 21.0 months [12.0 - 54.0] in group 3 (p = 0.35 
for group 2 vs group 1; group 3 vs 1 p = 0.51) [4].  

These agreement of no prolongation of PFS by the dose dense protocols is 
challenged by the Japanese study results (JGOG 3016), which found that Median 
PFs was significantly higher in the weekly protocol (28.2 months [95% CI 22.3 - 
33.8], versus the classic three weeks treatments (17.5 months [15.7 - 21.7]) ha-
zard ratio [HR] 0.76, 95% CI 0.62 - 0.91; (p = 0.0037) [6].  

The JGOG protocol had the advantage of the longer median follow up among 
the studies i.e., 76.8 months compared to 28 months of the NRG study, and 22.3 
months in the MITO-7 study. Although in our study, with an intermediate me-
dian follow up of 45.9 months, we didn’t find that significant PFS difference that 
was concluded in JGOG 3016 trial [3] [5] [6]. 

For the hospital admission, the three weekly regimen patients had a higher in-
cidence of being admitted (40% vs 18.5% for the weekly protocol patients), al-
though it was hardly touching the level of statistical significance (p = 0.063). As 
regards to febrile neutropenia, the three weekly protocol had a significantly 
higher incidence of causing a neutropenic fever (p = 0.003). Similar results were 
conducted by the Sparano, et al. study, which showed a lower rate of neutropen-
ic fever in groups receiving weekly paclitaxel than in those receiving paclitaxel 
every 3 weeks [7]. Also, the NRG study showed that neutropenia occurred less 
often in the group that received weekly paclitaxel than in the group that received 
paclitaxel every 3 weeks (72% [246 of 340 patients] vs. 83% [286 of 343], p < 
0.001) [3]. 

4. Conclusion 

In our cohort of Egyptian women with EOC, no significant difference in PFS was 
found when compared the weekly Carboplatin/paclitaxel when compared to the 
classic three weeks, although the weekly protocol may be causing less febrile 
neutropenia and fewer hospital admissions. 
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