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Abstract

Background—Standard of care in patients with advanced ovarian cancer (AOC) is upfront 

surgery followed by chemotherapy. Neoadjuvant chemotherapy (NACT) and interval debulking 

surgery (IDS) is an alternative in selected patients. Most data exist with IDS following 3-4 

cycles chemotherapy, however, some patients experience a delay of IDS. So far, the impact of a 

“delayed” interval debulking surgery (DID) is poorly defined.

Methods—We analyzed data from eight international gynecology-oncology referral centers. 

Patients were included if they had newly diagnosed AOC and were prone to DID (minimum 5 

cycles of NACT) between 2011 and 2017.

Results—308 patients underwent DID. 89.6% had a high-grade serous ovarian cancer. The 

median number of pre-op NACT was 6 cycles (range 5-9) and 6.1% of patients received 

additionally bevacizumab. The majority of patients had stage-IV disease (51.3%). Median duration 

of surgery was 210 minutes (range 34-561), the median surgical complexity score was 4 (range 

1-16). Complete resection was achieved in 60.1%. The median number of post-op chemotherapy 

cycles was 2 (range 0-5). The rate of severe complications (Clavien-Dindo£3°) was 9.7% and 30 

days post-op mortality was 0.3%. The median PFS and OS in patients with complete resection was 

19.5 and 49.2 months compared to 14.8 and 33.0 months in patients with incomplete resection 

(p=0.001), respectively. We did not observe any survival benefit for patients with cytoreduction to 

small residuals (1-10 mm) compared to residual disease > 1 cm.

Conclusion: Our data may suggest that offering surgery to patients with persistent disease 

after 5+ cycles could be associated with favourable outcome if a complete resection is achieved. 

Patients who had residual disease postoperatively may experience rather peri-operative treatment 

burden than any benefit from DID.
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Introduction

Ovarian cancer is the second most common and the most lethal of gynecologic malignancies 

[1]. The standard of care for advanced ovarian cancer (AOC) is primary surgery with 

the aim of macroscopically complete resection, followed by adjuvant chemotherapy with 

carboplatin and paclitaxel [2]. Adjuvant chemotherapy may also include bevacizumab or a 

Poly (ADP-ribose) polymerase (PARP)-inhibitor [3–5]. Residual disease after surgery is the 

single most important prognostic factor which may be affected and therefore has been the 

focus of investigation with the goal to achieve higher rates of macroscopically complete 

resection [6]. More recently chemotherapy before and after surgery (neoadjuvant setting, 

NACT) became an alternative approach as randomized controlled trials demonstrated non­

inferiority of this type of management over primary surgery in selected patients [7, 8]. This 

approach has been increasingly adopted by physicians worldwide. In the US, some centers 
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reported an increased use of NACT up to 62% for FIGOstage IV disease [9]. Indications 

for NACT could be poor performance status of the patient, contraindication to surgery (e.g. 

pulmonary embolism at diagnosis, etc.), or simply insufficient surgical resources, especially 

when high complexity surgery is needed to achieve complete cytoreduction. The ongoing 

TRUST trial is prospectively investigating the role of NACT in centers that fulfilled specific 

pre-determined criteria on surgical quality [10].

However, some patients only attend a referral center after having received 5 or more cycles 

of NACT with persistent disease, or were not offered surgery before for other reasons. There 

is paucity of literature in the setting of extended use of NACT (more than 4 cycles). The 

JCOG0602 trial included 4 cycles of NACT and found IDS to be less invasive in comparison 

to PDS but could not confirm non-inferiority of NACT followed by IDS [11]. A study by 

Meyer et al. demonstrated that PDS was associated with significantly improved survival 

among women with stage IIIC ovarian cancer in comparison to NACT (median of 4 cycles), 

which was not the case for stage IV disease [9]. Furthermore, the impact of high complexity 

surgery in patients who received 5 or more cycles of NACT is still poorly studied.

The purpose of this study was to evaluate the impact of a high number of cycles of NACT 

and the role of a “delayed interval debulking” with a focus on patients who were treated for 

AOC at international gynecologic oncology referral centers.

Methods

We performed a retrospective review of medical charts of patients who had been 

consecutively diagnosed with AOC between January 1, 2011 and December 31, 2017. We 

selected only patients who underwent a DID after five or more cycles of chemotherapy with 

the goal of complete resection. Women who did not undergo any surgery or underwent only 

laparoscopy were excluded from the study. All patients were managed by a team of trained 

gynaecologic oncologists.

Data were collected prospectively in accordance to protocols approved by the local 

institutional review boards of all eight institutions. After signing data sharing agreements (if 

demanded) and receiving approval from the local Institutional Review Boards in accordance 

to local regulations, patient data were pooled into a common database.

Overall survival (OS) was defined from the time of first diagnosis to the date of death by 

any cause or loss to follow-up. Progression-free survival (PFS) was defined from the time of 

first diagnosis to the date of first tumor recurrence necessitating either medical or surgical 

intervention.

Response to NACT was evaluated by imaging (when a computed tomography (CT) scan 

before surgery was available for intermediate evaluation of the response to chemotherapy) 

and serological CA-125 values. RECIST is usually only used in prospective clinical trials 

and thus was not available for all patients. Definition of response for a retrospective 

multicenter trial is not clearly defined. Therefore, we used the term “radiological response” 

and classified the results into 3 categories: Response (including Complete Response (CR)/ 

Partial Response (PR)), stable disease (SD), and progressive disease (PD). Additionally, 
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we applied the chemotherapy response score (CRS-Score) in accordance to the protocol 

published by Böhm et al., when available[12].

We used International Federation of Gynecology and Obstetrics (FIGO) classification 

(according to the classification of 2014) [13] for staging. FIGO IVA and B were pooled. 

Postoperative complications were collected and classified according to Clavien-Dindo 

classification [14]. Complexity of surgery was measured by the surgical complexity score 

(SCS) [15] and categorized into low (0-3), intermediate (4-7) and high (8 and more).

We also divided the cohort in to two groups according to resection status: complete 

vs incomplete resection, and subdivided incomplete resection into 1-10mm residual 

and >10mm of residual disease. Patients comorbidity was measured by the Charlson 

Comorbidity Index (CCI) [16].

Statistical analysis

All statistical analyses were performed using SPSS version 23.0 (IBM Corporation, New 

York, USA).

Survival curves for univariable survival analysis were constructed using the Kaplan-Meier 

method, and were compared using the log-rank test.

The Cox proportional hazard model (Wald stepwise backward regression) was utilized to 

evaluate all parameters that were significant in univariate analyses (Histology, FIGO-stage, 

Result of NACT, and Residual disease). The multivariate adjusted odds ratios (ORs) and 

95% confidence intervals (CIs) are expressed. All analyses were thought to be hypothesis 

generating and a p-value of <0.05 was interpreted as being significant.

Data and findings of the study were partially presented and discussed on the 2018 ASCO 

annual meeting [17].

Results

Between January 2011 and December 2017, 308 patients underwent DID and were included 

in this analysis. Of these patients 59 (19.2% ) received five cycles of NACT, 215 (69.8%) 

received six cycles, 34 (11.0%) received seven to nine cycles and 30 patients (6.1%) 

received additionally Bevacizumab before surgery. Median time from first diagnosis to 

surgery was 152 days.

Patients’ characteristics are shown in detail in Table 1. Eastern Cooperative Oncology Group 

(ECOG) performance status was 0 in 27.9% of patients, ECOG 1 in 41.6%, ECOG 2 in 

7.8%, ECOG 3 in 1 patient, and 22.7% had unknown performance status. 12.3% of patients 

had a Charlson Comorbidity Index (CCI) of 2 or higher. 89.6% of patients had a high-grade 

serous carcinoma. History of a 2nd malignancy was present in 9.7% of patients, most 

common of which was breast cancer (52.9%).

The median duration of debulking surgery was 210 minutes (range: 34-561 minutes). High 

complexity surgery (SCS 8 and more) was performed in 12.3% of patients and median blood 
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loss was 450 ml (range 50-5000ml). Complete clinical response to NACT was observed in 

9.1%, while 73.4% showed partial response. Of the 308 patients, complete resection was 

achieved in 185 patients (60.1%) and incomplete resection in 123 patients (39.9%). Severe 

postoperative complications (Clavien-Dindo grade 3-5) were noted in 9.7% of the study 

population. The median follow-up period was 54 months and 59.2% of patients died of 

disease in this period of time.

The median OS was 40.7 months (95% CI 34.9–46.5 months) and the median PFS 

16.6 months (95% CI 15.3–17.9 months). After surgery a median of 2 more cycles of 

chemotherapy were additionally administered (range 0-6). The number of cycles after DID 

(<2 vs. >2; p=0.881; HR = 1.03; 95% CI = 0.70-1.51) and total number of cycles (<6 vs. 

>6; p=0.533; HR = 1.18; 95% CI = 0.70-2.02) were not predictive for OS. In total 259 

patients (84.1%) had recurrent disease. 44 patients (17%) relapsed within 6 months after last 

administration of platinum-based chemotherapy, while the majority, 215 patients (83%), has 

a platinum-sensitive recurrence.

Cox regression analysis identified two significant variables with a positive correlation to OS: 

Residual disease and chemotherapy response (Response vs. SD/PD).

Patients with complete resection demonstrated a significantly longer median OS of 16.6 

months compared to patients who had residual disease (p<0.001; HR 1.82; 95% CI 

1.34-2.48; 49.2 vs. 33.6 months) and median PFS of 8.1 months (p<0.001; HR 1.76; 95% CI 

1.36-2.28; 19.5 vs. 11.4 months). This was statistically significant independent to response 

to NACT, histology and FIGO-stage (OS: p<0.001; HR=1.76; 95% CI 1.29-2.41, and PFS: 

p<0.001; HR=1.73; 95% CI 1.33-2.24).

Age, CCI score, 2nd malignoma, histology, FIGO stage, number of NACT cycles, 

administration of bevacizumab, time from diagnosis to first NACT cycle, time from 1st 

diagnosis to DID, number of postoperative cycles, and total number of chemotherapeutic 

drug cycles did not show any statistically significant influence on OS or PFS (see supp. 

material). There was no statistically significant differences in size of residual disease, 

comparing 1-10mm with >10mm (p=0.313 for OS) (Table 2; supplementary material with 

table 1 and 2) (Fig. 1 and 2).

We did further subgroup analysis regarding stage: median OS in stage IIIC disease was 43 

months. It was 56 months in case of complete resection compared to 33 months (p<0.001) 

with residual disease. In patients with stage IV disease was median OS 40 months and 

the breakdown by complete resection was 44 versus 35 months which was not statistically 

significant (p=0.151).

Response to NACT by Chemotherapy Response Score (CRS)

A univariable analysis confirms significant correlation between chemotherapy response and 

overall survival (p=0.03; HR 1.69; 95% CI 1.05-2.71). This correlation was not statistically 

significant on multivariable analysis when adjusted for residual disease (p=0.093; HR 1.5; 

95% CI 0.93-2.42). The correlation between chemotherapy response and PFS was not 

statistically significant in both univariable (p=0.183; HR 1.31; 95% CI 0.89-1.96) and 
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multivariable analysis (p=0.279; HR 1.25; 95% CI 0.83-1.27) when adjusted for histology, 

FIGO stage and residual disease. Therefore, Residual disease is the single most important 

prognostic factor for OS and PFS.

Evaluating Chemotherapy Response Score (CRS) 1-3 we identified that the CRS3 group 

was associated with a lower CCI (p=0.044), with favorable surgical features as less blood 

loss (p=0.080), shorter time of surgery (p=0.036), and a higher rate of complete resection 

(p=0.001). CRS 3 was also associated with improved PFS and OS (PFS p=0.006 and OS 

p=0.090) (Table 3).

Surgical Complexity Score (SCS) outcomes

Subgroup analysis demonstrated that patients receiving a high complexity surgery (n=38) 

had in comparison to patients who received low or intermediate complexity surgery (n=252) 

similar survival patterns (p=0.543; HR=1.15; 95%CI 0.73-1.83). The OS in the group of 

SCS-high was 40 months.

All SCS-groups were equally distributed by numbers of cycles of NACT. Patients from the 

SCS-high group were more frequently treated with bevacizumab (34%) in the neoadjuvant 

setting (p<0.001).

Severe Complications

26 patients (9.7%) had severe complications following DID. One patient died due to severe 

complications within 30 days after surgery. High surgical complexity score (p <0.001), 

time of surgery (p=0.013), blood loss (p=0.009), and a response to NACT (p=0.032) were 

statistically significant in relation to severe complication rate. Complete cytoreduction was 

not associated with a higher Clavien-Dindo score (p=0.905).

Discussion

Our study focuses on a selected group of patients with AOC that were not suitable for 

PDS or IDS and underwent instead a “delayed” interval debulking surgery after 5 or more 

cycles of NACT. Our large series highlights the importance of complete cytoreduction as 

it remains a significant independent marker of survival and should be the goal of each 

cytoreductive surgery in ovarian cancer, including DID. Patients with 1-10 mm had a similar 

survival to those with RD >10 mm suggesting that DID is mainly beneficial to patients if 

complete cytoreduction is achieved (Fig. 1 and 2). Thus, if complete cytoreduction is not 

possible, surgery should be discontinued in favor of subsequent chemotherapy and targeted 

therapy. These findings are consistent with other data published recently, which similarly 

demonstrate that adopting the philosophy of increased surgical effort leads to improved 

survival [18].

Although our study suffers from the usual limitations of a retrospective review, we have 

attempted to identify factors that may lead to bias in this population. BRCA-status was 

not available in most cases. Unfortunately, we cannot provide any details on the use of 

PARPi (poly ADP ribose polymerase inhibitors) as we did not collect specific data regarding 

treatment of relapsed disease, however our study period was before approval of PARPi in 
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the first line setting and thus only patients on trial could have received such therapy. Finally, 

patients were of course not routinely planned for a DID as this is not the standard of care 

for AOC, and possible reasons as to why patients were managed by a prolonged course 

of NACT were not available for our database. It could be helpful to understand centers’ 

strategies and physicians’ choices that lead to DID. Other limitations are discussed later 

point by point.

Complete cytoreduction in primary AOC is the single most important prognostic factor for 

overall survival [19–22]. Randomised controlled Trials such as CHORUS [7] or EORTC 

[8] reported the importance of complete cytoreduction for interval debulking surgery after 3 

cycles of NACT. Data on DID after 5 and more cycles of NACT was recently investigated 

by Phillips at al. [23] and other authors [24–27] who confirmed the importance of complete 

cytoreduction, but data remains scarce. So far the standard of management of AOC remains 

primary debulking surgery, 3 or 4 cycles of NACT might be an alternative suggested by 

“The Joint Society of Gynecologic Oncology” [28] and by the ESMO-ESGO consensus 

paper [29].

The rate of complete cytoreduction in our analysis was 60.1% and is comparable to studies 

recently published. Phillips et al. reported a rate of 53.9% (OS of 36.5 months) [23], 

Akladios et al. reported 60.5% (OS of 33.1 months, calculated from the date of DID) [24], 

and Stoeckle et al. 83% (OS 37 months) [25]. Further studies as the one by de Frémville 

et al. (who included 43 patients, all with stage III disease) reported a complete resection 

rate of 86% (OS of 34 months) [26] and Xu et al. reported 25.8 months of OS in their 

cohort of 42 patients without specifying any detailed resection-rate [27]. Recently also 

Delga et al. reported a complete resection rate of 78.1% with an OS of 48.6 months [30]. 

All authors underline the importance of complete cytoreduction. Interestingly, in subgroup 

analysis (stage IIIC vs. IV) the benefit of complete resection was very strong in stage IIIC 

(p<0.001) while in stage IV disease it was not significant (p=0.151).

Literature, so far, including the above, suggests there is no correlation between high rate 

of complete resection and overall survival within surgical centers. Overall survival is of 

course multi-factorial and patients receiving 5 or more cycles of NACT are a heterogenous 

cohort. Decision to offer patients debulking surgery after 5 or more cycles of NACT is 

multi-disciplinary and depends on a multitude of factors such as chemotherapy response, 

fitness for a high complexity surgery and national recommendations. There is room for 

subjective assessment leaving room to create bias. Therefore, we decided to pool a cohort by 

conducting an international study including a significant number of patients that were treated 

in cancer centers with surgical expertise and a like-minded surgical philosophy to try and 

reduce this bias.

Chemotherapy response is an important factor in deciding the timing of surgery. 85.6% of 

our patients showed a response which is slightly higher than the one reported by Akladios 

et al. (67.3% after 3 cycles of chemotherapy) [24] and Stoeckle et al. (81%) at time of “late 

IDS” [23]. Colombo et al. demonstrated, that in case of complete resection, the prognostic 

effect of a good response to chemotherapy is lost (p=0.124) as well as on relapse free 

survival (p=0.242) [31]. We can confirm this finding underlining the importance of complete 
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resection, especially in case of persistent disease after NACT. In histological subtypes 

of ovarian cancer which are poor responders to chemotherapy, complete cytoreduction is 

key. [32]. Adopting the Goldie-Coldman hypothesis of the pathogenesis of ovarian cancer, 

residual disease after DID will probably also have a higher proportion of resistant clones 

[33].

Chemotherapy response score (CRS) on histology has been validated after 3 cycles of 

chemotherapy by Böhm et al. [12]. Applying a similar principle we have observed CRS 2 

in 44.7% and CRS 3 in 30.6% of our patients. We also observe that patients with a CRS 3 

had less extensive surgery with short duration, less blood loss and lower complexity score 

as compared to patients with a CRS 2. There is a positive correlation between response 

to NACT (CRS 3) and PFS (p=0.006), however the association of CRS and OS was not 

significant (p=0.09).

Interestingly the CCI of 0 or 1 was in favor for a higher CRS implying that healthier 

patients had a better response on NACT. This point merits further investigation. We do 

not have detailed information on chemotherapy regimens and associated complications for 

these patients. Further studies should investigate the effect of chemotherapy alone and 

chemotherapy alone vs. DID, particularly in the cohort of patients with a higher Charlson 

Comorbidity Index who are not fit for surgery.

The proportion of patients with FIGO stage IV disease was 51.3% in our analysis and thus 

much higher in comparison to other authors who reported rates between 0 and around 30% 

[23–27]. We could probably expected an impact on survival, though in uni- and multivariate 

analysis FIGO stage did not influence survival (p=0.519). But the higher number of stage 

IV patients could explain the higher percentage of high-complexity surgery in our cohort of 

patients (12.3%). Analogous to Philipps et al. who reported a SCS-high-rate of 5.4% [23] we 

could not identify significant differences between SCS-groups in terms of OS and complete 

cytoreduction rates.

The question whether patients should or could have been operated at diagnosis or after 

less than 5 cycles of NACT was not a focus of our investigation. Nonetheless, we could 

demonstrate that comparing the period of time from 1st diagnosis to delayed interval 

debulking surgery (<150d vs. >150d) within our cohort of patients did not influence survival 

(p=0.361). Similarly, we observed no significant difference on survival in patients who 

received 5 vs. more than 5 cycles of NACT (p=0.386). Various authors found that patients 

undergoing a delayed interval debulking surgery seem to show a poorer prognosis than 

patients operated earlier. Bogani et al. observed that the administration of more than 3 cycles 

worsens survival outcomes [34], Philipps et al. and Akladios et al. demonstrated instead 

no significant difference in OS between an interval debulking surgery and delayed interval 

debulking surgery in patients who underwent complete resection [23, 24]. The median OS in 

our cohort of patients who had a complete resection was 49.2 months.

The challenge in the management of patients who underwent 5 and more cycles of NACT 

is the evaluation whether the patients are eligible for surgery or not. Surgery with residual 

disease will more likely harm patients than resulting in any kind of benefit.
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Conclusion:

The survival in patients undergoing DID appears to be mainly determined by complete 

resection. Complete cytoreduction should be the goal when DID is performed. When 

complete resection is not feasible, surgery should be discontinued.

Supplementary Material

Refer to Web version on PubMed Central for supplementary material.
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Highlights

The impact of a Delayed Interval Debulking surgery is poorly defined.

Option for Delayed Interval Debulking in patients with ovarian cancer after neoadjuvant 

chemotherapy should be discussed.

Delayed Interval Debulking resulting in residual disease may cause rather peri-operative 

treatment burden than any benefit.

The survival in patients undergoing Delayed Interval Debulking appears to be mainly 

determined by complete resection.

When complete resection is not feasible, surgery should be discontinued.
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Fig. 1: 
Kaplan-Meier curve comparing OS by residual disease
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Fig. 2: 
Kaplan-Meier curve comparing PFS by residual disease
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Table 1.

Patients’ and surgical characteristics

N(%)

n 308

Age (median, range) 60(23-78)

CCI 0-1 238 (77.3)

CCI 2 - 7 38 (12.3)

CCI x 32 (10.4)

ECOG 0 86 (27.9)

ECOG 1 128 (41.6)

ECOG 2 24 (7.8)

Histology

High-grade serous 276(89.6)

Low-grade serous/endometrioid 5 (1.6)

other 27 (8.7)

NACT cycles

5 59(19.2)

6 215(69.8)

7-9 34(11)

median (range) 6(5-9)

Time from 1st NACT to DID (d) 152(75-348)

Additional Bevacizumab 30 (9.7)

FIGO-Stage (clinical)

II 2(1)

III 140(45.5)

IV 158(51.3)

NK 7(2.3)

Response to NACT

Response (CR/PR) 254 (82.5)

SD 29(9.4)

PD 5(1.6)

NK 20(6.5)

Surgical characteristics

Bowel resection 37(12)

Splenectomy 33(10.7)

Liver resection 17(5.5)

Abdominal wall resection 20(6.5)

Surgical Complexity Score (SCS) (median, range) 4(1-16)

Low (0-3) 138(44.8)

Intermediate (4-7) 114(37)
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N(%)

High (8+) 38(12.3)

Residual disease (cm)

0 185(60.1)

>0 123(39.9)

Postoperative complications (Clavien-Dindo)

0-2 242(90.3)

3-4 26(9.7)

NK 40

Postop. CTX cycles

cycles (median, range) 2(0-4)

0 cycles 65

1 cycle 9

2 cycles 50

≤3 cycles 82

NK 102

Follow-up (months) 54

OS months (median) 40.7

PFS months (median) 16.6
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Table 2.

Statistically significant prognostic factors for OS and PFS.

OS N(%) Ev(%↔) uHR(CI95%) uP mHR(Ci95%) mP

Result of NACT

Response (CR/PR) 254(82.5) 133(52.2) 1  1

PD/SD 34(11 20(58.8) 1.69(1.05-2.71) 0.030 1.50(0.93-2.42) 0.093

NK 20(6.5) 10(50)

Residual disease

0 185(60.1) 87(47) 1 1

>0 123(39.9) 76(61.8) 1.82(1.34-2.48) <0.001 1.76(1.29-2.41) <0.001

1-10mm 60(19.5) 36(60) 1.60(1.08-2.36) 0.018 1.56(1.05-2.31) 0.026

>10mm 36(11.7) 23(63.9) 2.10(1.32-3.33) 0.002 2.03(1.27-3.23) 0.003

PFS (without Copenhagen)

Histology

HGS 265(89.5) 228(86) 1 1

other 31(10.5) 19(61.3) 0.62(0.42-1.08) 0.097 0.70(0.42-1.17) 0.172

FIGO-Stage

II-III 138(46.6) 110(79.7) 1 1

IV 152(51.4) 133(87.5) 1.28(0.99-1.65) 0.054 1.22(0.94-1.57) 0.134

NK 6(2) 4(66.7)

Result of NACT

Response (CR/PR) 254(85.6) 216(85) 1  1

SD/PD 34(11.5) 27(79.4) 1.31(0.89-1.96) 0.183 1.25(0.83-1.27) 0.279

NK 8(2.7) 4(50)

Residual disease

0 177(59.8) 142(80.2) 1  1

>0 119(40.2) 105(88.2) 1.76(1.36-2.28) <0.001 1.73(1.33-2.24) <0.001

1-10mm 60(20.3) 54(90) 1.51(1.10-2.08) 0.011 1.48(1.08-2.03) 0.016

>10mm 36(12.2) 30(83.3) 2.47(1.65-3.68) <0.001 2.34(1.55-3.53) <0.001

Gynecol Oncol. Author manuscript; available in PMC 2021 November 01.



A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

Plett et al. Page 18

Table 3;

Subgroup analysis according to Chemotherapy Response Score (CRS)

N (total) CRS 1 CRS 2 CSR3 p

n N= 85 18 (21.2%) 38 (44.7%) 26 (30.6%)

CCI 0.044

CCI 0-1 66(77.6)  13(61.9) 20(76.3) 24(92.3)

CCI =>2  19(22.4)  8(38.1)  9(23.7)  2(7.7)

HGSOC 0.423

yes 77(90.6) 20(95.2) 35(92.1)  22(84.6)

no 8(9.4)

Response to NACT 0.154

Response (CR/PR) 75(88.2)  18(85.7)  33(86.8)  24(92.3)

Progressive Disease 3(3.5)  0 3(7.9) 0

Stable Disease 7(8.2)  3(14.3)  2(5.3)  2(7.7)

Bevacizumab with NACT 0.440

No Bevacizumab 33(38.3)  7(33.3) 17(44.7) 9(34.6)

Bevacizumab 25(29.4)  5(23.8)  13(34.2)  7(26.9)

NK 27(31.8)  9(42.9)  8(21.1)  10(38.5)

FIGO 0.104

III 52(61.2)  9(42.9) 27(71.1) 16(61.5)

IV 33(38.8)  12(57.1)  11(28.9)  10(38.5)

Time of surgery (median, range) 0.036

<210 min 42(49.4) 12(57.1) 13(34.2) 17(65.4)

>210 min 43(50.6)  9(42.9)  25(65.8) 9(34.6)

Blood loss (median, range) 0.080

<450 44(51.8) 8(31.8) 18(47.4) 18(62.9)

>450 41(48.2)  13(61.9)  20(52.6)  8(30.8)

Residual disease 0.001

0 54(63.5) 9(42.9)  21(55.3) 24(92.3)

>0 31(36.5)  12(57.1)  17(44.7)  2(7.7)

Clavien-Dindo (°) 0.766

0-2 76(89.4)  18(85.7)  34(89.5) 24(92.3)

3-5 9(10.6)  3(14.3)  4(10.5)  2(7.7)

OS (median) 0.090

OS (median) months 36.7  32.5  35.2  49.5

PFS 0.006

PFS (median) months 21.5  23.8 16.9 35.4

CCI Charlson Comorbidity Index
ECOG Eastern Cooperative Oncology Group Perfomance Status
NACT Neoadjuvant Chemotherapy
DID Delayed Interval Debulking
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FIGO The International Federation of Gynecology and Obstetrics
CR/PR Complete / Partial Remission
SD Stable Disease
PD Progressive Disease
SCS Surgical Complexity Score
CTX Chemotherapy
PFS Progression Free Survival
OS Overall Survival
HGSOC High Grade Serous Ovarian Cancer
NK Not Known
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