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[ Abstract | Background and purpose: The survival benefit of lymph node dissection in ovarian cancer remains controversial. The
LION study, which focused on populations in Europe and the Americas, has yet to demonstrate clear applicability to Chinese
patients. This study, based on our hospital's ovarian cancer cohort, employs target trial emulation (TTE) to estimate the real-world
clinical value of lymphadenectomy in the Chinese population. It aims to provide localized evidence to optimize surgical strategies
and advance personalized precision therapy. Methods: The study applied a TTE, rigorously defining inclusion criteria, exclusion
criteria, treatment strategies and follow-up timepoints to control for selection bias. Participants included newly diagnosed epithelial
ovarian cancer patients who underwent radical surgery at Fudan University Shanghai Cancer Center from January 2020 to December
2023. This study was approved by the Ethics Committee of Fudan University Shanghai Cancer Center (approval number: 2503-
Expl155). Inclusion Criteria: () Pathological type is epithelial ovarian carcinoma; (2) Postoperative pathological stage is International
Federation of Gynecology and Obstetrics (FIGO) I B to IV ; 3 Age 18 to 75 years; @) Eastern Cooperative Oncology Group
(ECOG) performance status score of 0 to 1. Exclusion Criteria: () Preoperative imaging or intraoperative exploration revealed
significantly enlarged or suspicious metastatic lymph nodes; 2 Surgery did not achieve RO resection (RO resection is defined as no
macroscopically visible residual tumor within the abdominopelvic cavity); @) Patients who received neoadjuvant therapy; @
Patients not receiving first-line treatment for ovarian cancer; (5) Postoperative follow-up time less than 3 months. The patients were
divided into two groups based on whether lymphadenectomy was performed. Data were derived from the Shanghai Ovarian Cancer
Specialized Database and hospital follow-up systems, with a follow-up cutoff date of September 30, 2025. The primary endpoint was
overall survival (OS). Survival curves were analyzed using the Kaplan-Meier method, and intergroup differences were evaluated
using the log-rank test. Univariate Cox regression was applied to identify factors influencing OS. The significance level was set to a=
0.05 for two-tailed tests, with P<0.05 considered statistically significant. Results: The study included a total of 353 patients (239 in
the no lymphadenectomy group and 114 in the lymphadenectomy group). There were no statistically significant differences between
the two groups in baseline characteristics such as age, histological type (both groups had 92.1% high-grade serous carcinoma), FIGO
stage (stage I : 73.7% vs 74.1%; stage IV : 17.6% vs 20.2%), genetic mutations [ BRCAI/2 mutation rates and homologous
recombination deficiency (HRD) positivity |, surgical procedures, adjuvant chemotherapy and maintenance therapy (all P>0.05). The
follow-up period ranged from 3.0 to 54.7 months. OS analysis showed that the 4-year OS rates for the lymphadenectomy group
versus the no lymphadenectomy group were 78.4% vs 80.3%, respectively, with no statistically significant difference between
groups (P=0.268). Univariate Cox regression analysis showed that age, FIGO stage and lymph node dissection were not significantly
associated with OS (all P>0.05). Conclusion: In China, lymphadenectomy maybe offers limited value for patients who have
achieved RO resection and have no evidence of lymph node metastasis during surgery. Its clinical utility requires further validation
based on individualized factors, and future multicenter prospective studies should explore its potential role in specific subgroups.

[Key words] Advanced ovarian cancer; Systemic lymphadenectomy; Target trial emulation; Overall survival; Cox regression
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| Ovarian cancer patients in FUSCC from 2020.1-2023.12 (n=2 430) |

Exclusion eriteria:

@ Preoperative imaging or intraoperative exploration
revealed significantly enlarged or suspicious metastatic
lymph nodes (n=422);

@ Surgery did not achicve RO rescetion (RO reseetion is
detined as no macroscopically visible residual tumor
within the abdominopelvic cavity) (#-456);

®) Patients who received neoadjuvant therapy (n=525);

@ Paticnts not receiving first-ling treatment for ovarian
cancer (n=569);

®) Postoperative follow-up time less than 3 months
(n=105).

Inclusion criteria:

(@ Pathological type is epithelial ovarian carcinoma
{n=2 282);

(2) Pastoperative pathological stage is International
Federation of Giynecology and Obstetrics (FIGO) II B to
TV (n=2 232);

@ Age 18 to 75 years (n=2 437); —

D Eastern Cooperative Oncology Group (ECOG)
performance status score of 0 to 1 (n=2 413).

| Patients included in analysis (#=353) |

No lymphadenectomy Lymphadenectomy
{n=239) (n=114)

B BEMNHRIRREE

Fig. 1 Patient inclusion and exclusion flowchart

®1 BEELIGKRFHE

Tab.1 Baseline clinical characteristics of patients

(n (%) ]
Characteristic e lymé)n}f;;:;;cmmy Lymphaiifr;jitomy » P value
Agelyear xts 57.9+49.3 57.6+10.1 0.821
CA-125 level before surgery/(U-mL™) median (IQR) 343 (95-1012) 370 (90-1022) 0.693
ECOG score
0 95(39.7) 45 (39.5) 0.914
1 144 (60.3) 69 (60.5)
BRCAI
Wild-type 16 (6.7) 3(2.6) 0.223
Mutated 72 (30.1) 30(26.3)
Unknown 151 (63.2) 81 (71.1)
BRCA2
Wild-type 93.7) 4(3.5) 0.771
Mutated 79 (33.1) 29(25.4)
Unknown 151 (63.2) 81 (71.1)
HRD
Negative 19(7.9) 4(3.5) 0.181
Positive 47 (19.7) 22(19.3)
Unknown 173 (72.4) 88 (77.2)
Histological type
High-grade serous carcinoma 220 (92.1) 105 (92.1) 0.883
Clear cell carcinoma 13(5.4) 7(6.1)
Endometrioid adenocarcinoma 6 (2.5) 2(1.8)
Pathological FIGO stage
B 20 (8.3) 7(6.1) 0.582
I 177 (74.1) 84 (73.7)
v 42 (17.6) 23(20.2)
Surgical procedure
Bilateral salpingo-oophorectomy 239 (100.0) 114 (100.0) 1.000
Hysterectomy 239 (100.0) 114 (100.0) 1.000
Omentectomy 239 (100.0) 114 (100.0) 1.000
Gastrointestinal tract resection 218 (91.2) 106 (93.0) 0.572
Splenectomy 40 (16.7) 22(19.3) 0.431
Partial hepatectomy 24 (10.0) 11 (9.6) 0.881
Adjuvant chemotherapy: 6-8 cycles of paclitaxel 135 mg/m2+carboplatin AUC=5 239 (100.0) 114 (100.0) 1.000
Maintenance therapy: bevacizumab+PARPi 239 (100.0) 114 (100.0) 1.000

IQR: Interquartile range; PARPi: Poly-ADP-ribose polymerase inhibitor.
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Fig.2 The comparison of OS rates between patients in the no

lymphadenectomy group and those in the lymphadenectomy group

B FIGO stage [V
100 &
95
X
5 90 — No lymphadenectomy
§ --- Lymphadenectotny
2]
8 85
80
P=0.865
75k . . . . ,
10 22 34 46 58 70
Number at risk t/month
No lymphadenectomy
35 13 1 0
Lymphadenectomy
23 17 8 2 0

E3 FIGOSH NIV BE B L FREMIEKELEEFRHEOS RHxfLL
Fig.3 The comparison of OS rates between the lymphadenectomy group and the no lymphadenectomy group in FIGO stage III and IV

patients

A: The comparison of OS rates between the lymphadenectomy group and the no lymphadenectomy group in FIGO stage Il patients. B: The
comparison of OS rates between the lymphadenectomy group and the no lymphadenectomy group in FIGO stage IV patients.

F2 CoxBEZXEMEEASTER

Tab.2 Results of the Cox univariable regression analysis

Characteristic Number of patients Number of deaths HR 95% CI P value
Lymphadenectomy 1.377 0.780-2.431 0.270
No 239 32
Yes 114 19
Age/year 1.129 0.640-1.991 0.676
<55 141 19
>55 212 32
Pathological FIGO stage 1.033 0.517-2.063 0.926
IB-1I 288 41

v 65 10
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