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• Epidemiology: OC remains a leading cause of gynecologic cancer death, with >80% of 

advanced cases recurring

• The Continuum of Sensitivity: Move beyond the binary 6-month cutoff; PFI is now viewed 

as a continuum of probability for platinum response.

• Key Drivers of Treatment Selection:

• Prior therapies (especially PARP inhibitors and bevacizumab).

• Molecular profile (gBRCA/sBRCA, HRD status, FRα expression).

• Patient factors: Residual toxicity (neuropathy/renal), performance status, and goals of 

care

Introduction: The Evolving Paradigm



Q. Rec Ova Ca_ Diagnosis_ 



Rec Ova Ca_ Diagnosis_ NCCN guideline







Rec Ova Ca_ Diagnosis_ NCCN guideline



Rec Ova Ca_ Diagnosis

• CA 125 - Gynecologic Cancer Intergroup(GCIG)

Scenario Pre Treatment Post Treatment Failure definition

1 increased Normal >2 times upper limit of normal on 2 
occasions at least 1 week apart

2 increased Increased 
from normal

>2 times of Nadir on 2 occasions at 
least 1 week apart

• CT Scan – Basic investigation but sensitivity – 40-95%, specificity 45-90%, FNR –
45%

• MRI Abdomen – better sensitivity & specificity than CT
• PETCT - sensitivity ≈ 90%, specificity – 85%
• PET CT + CA 125 sensitivity ≈ 98% in recurrence

Zouwei et al. Cancer innov 2025 Jun



Q. Although asymptomatic, Rec 

Ova Ca was found

Can you treat later?



Rec Ova Ca_ Diagnosis_ NCCN guideline





Trial profile



Annal of oncology T. Baert et al. 2021



EORTC 5595: Early versus Delayed Treatment of Recurrence

• The primary end point was OS.

• After 370 events of death

• No evidence of a difference in OS between early and delayed treatment 

(25.7 versus 27.1 months,HR, 0.98; 95% CI, 0.8 to 1.2; P = 0.85)

Criticism-
• Old trial starting in 1997
• Targeted therapy and other chemotherapy were not there
• Treatment to start early t achieve at least good PFS & QOL.
• No secondary CRS



Q. Rec Ova Ca_ platinum sensitivity 

6months??? 



History of platinum re-treatment_ platinum sensitivity

Annal of oncology T. Baert et al. 2021

• Platinum-based chemotherapy re-challenge was introduced in the late 1980s for recurrent ovarian cancer

• Studies (Blackledge, Gore, Markman et al.) observed the highest response rates with combinations

including cisplatin or carboplatin

• The treatment-free interval was consistently identified as the most critical variable predicting response to subsequent 

platinum therapy

• Definitions rely on treatment-free interval (TFI) "cut-offs“ of 4-12 months

• A 6-month TFI has been the standard for defining platinum sensitivity for the last 30 years

• A 4-category system for platinum resistance/sensitivity was proposed by Markman and Hoskins



Definitions by Markman and Hoskins
• Platinum Refractory- Progression during 

primary chemo

• Platinum Resistance – Progression within 6 
months of Last CT

• Options - single agents such as pegylated 
liposomal doxorubicin (PLD) or topotecan
and other agents.

• Partial Platinum sensitive – Progression with 
in 6-12 months of last CT

• can benefit from platinum-based re-induction 
chemotherapy

• Platinum sensitive – if DFI is more than 12 
months

• reinduction of platinum-based chemotherapy. 
Doublet with Pacli, PLD, Gemcitabine can be 
considered.



History of platinum re-treatment

The GCIG has moved away from rigid 

"platinum-sensitive/resistant" definitions based 

on fixed time cut-offs

• 2010: Acknowledged tumor response is 

a continuous function of the treatment-free 

interval (TFIp)

• 2015: Abandoned the terminology in clinical 

trials; now stratify patients using TFIp as a 

continuous variable.

Annal of oncology T. Baert et al. 2021



Anti-
angiogenic 
mechanism

Drug
Clinical 

trial 
N Inclusion criteria Regimen PFS OS

Inhibitio
n of the 
VEGF-R 
tyrosine 
kinase

Multi-
target

Sorafenib TRIAS 174
Recurrence <6 months after last 
platinum Tx (max. three prior lines)

Topotecan followed by either oral sorafenib and continue 
allocated study therapy (sorafenib or placebo) for up to 1 
year or until PD

HR 0.60 (95% CI, 0.43-0.83) P = 
0.0018–6.7 versus 4.4 Mo

HR 0.65 (95% CI, 0.45-0.93) P = 
0.017–17.1 versus 10.1 Mo

Pazopanib

MITO-11 74
Recurrence <6 months after last 
platinum  Tx (max. two prior lines)

Weekly Paclitaxel plus pazopanib /placebo until PD
HR 0.42 (95% CI, 0.25-0.69) P = 
0.0002–6.35 versus 3.49 Mo

HR 0.60 (95% CI, 0.32-1.13) P = 
0.056–19.1 versus 13.7 Mo

Richardson
. JAMA 
Oncol 2018

106
Recurrence <6 months after last 
platinum Tx (max. three prior lines (one 
non-platinum )

Paclitaxel plus pazopanib/placebo given daily until PD
HR 0.84 (90% CI, 0.57-1.22) P = 
0.20–7.5 versus 6.2 months

HR 1.04 (90% CI, 0.60-1.79) P = 
0.90–20.7 versus 23.3 Mo

VEGF-
R, 
FGF-R 
and 
PDGF-
R

Nintedanib
Ledermann 
et al. JCO 2
011

83
PR or CR after last line of CTx for Rec 
serous Ova Ca, with a TFI of ≤12 Mo

BIBF 1120 250 mg/placebo twice daily maintenance starting 
4-8 weeks after completion of chemotherapy

HR 0.65 (95% CI, 0.42-1.02) P = 
0.06–36-week PFS rate 16.3% 
versus 5.0%

HR 0.84 (95% CI, 0.51-1.39) P = 
0.51

BIBF 1120

VEGF
-R

Cediranib ICON6 456
Recurrence ≥6 Mo after front-line 
platinum Tx

In arm A: platinum Tx plus daily oral placebo tablets and 
then placebo during the maintenance
In arm B: platinum Tx plus once-daily oral cediranib 20 mg, 
and then placebo during the maintenance phase
In arm C: received once-daily oral cediranib 20 mg during 
both phases

HR 0.56 (95% CI, 0.44-0.72) P < 
0.0001–11.0 versus 8.7 months 
(arm C versus arm A). Arm B PFS 
9.9 Mo (95% CI, 9.4-10.5)

Immature HR 0.77 (95% CI, 
0.55-1.07) P = 0.11–26.3 versus 
21 Mo (arm C versus arm A)

Inhibition of 
the interaction 
of ANG-1 and 
ANG-2 to the 
TIE2-receptor

Trebananib
Karlan 
et al. JCO 2
012

161
ROC with maximum three prior lines of 
CTx, including at least one platinum Tx

Weekly Paclitaxel and were randomly assigned 1 : 1 : 1 to 
also receive intravenous AMG 386 10 mg/kg (arm A), AMG 
386 3 mg/kg (arm B) QW or placebo QW (arm C) until PD

HR 0.76 (95% CI, 0.52-1.12) P = 
0.165 (arm A + B versus arm C) 7.2 
(arm A) versus 5.7 (arm B) versus 
4.6 Mo (arm C)

HR 0.60 (95% CI, 0.34-1.06) P = 
0.081–22.5 versus 20.9 Mo (arm 
A versus arm C)

AMG 386
TRINOVA-
1

919
Recurrence ≤12 months after last 
platinum Tx (max. three prior lines)

Paclitaxel 80 mg/m2 once weekly (3 weeks on/1 week off) 
plus either intravenous trebananib 15 mg/kg or placebo 
once weekly

HR 0.70 (95% CI, 0.61-0.80) P < 
0.001–7.4 versus 5.4 Mo

HR 0.95 (95% CI, 0.81-1.11) P = 
0.52–19.3 versus 18.3 Mo

Overview of studies on anti-angiogenic drugs in relapsed ovarian cancer



Considerations beyond 

TFIp

Annal of oncology T. Baert et al. 2021



Guidelines

• NCCN

• 부인종양학회_ 난소암 진료 권고안
• ESMO







대한부인종양학회 진료 권고안
(5판, 2024)



ESMO 2023

1. AGO score_ 모두 충족시
• ECOG 점수가 0점
• Outcome of Primary Surgery: R0,

초기 병기가 FIGO I/II기
• Ascites: 재발 시점에 확인되는
복수의 양이 500mL 미만



Annal of oncology T. Baert et al. 2021



The systemic treatment of recurrent ovarian cancer 

2. Platinum-Sensitive Recurrence 



Platinum-Sensitive Recurrence (PFI > 6 Months)



Principle of Platinum Sensitive Recurrence Treatment

2006 AGO-

OVAR/2012 
OCEANS

2010

2003 ICON4/2017 GOG213

2005

2007

Described by prof Choi, 2025





Principle of Platinum Sensitive Recurrence Treatment

Described by prof Choi, 2025



ASCO recommendations for PARPi use

should (blue), may (red), caution (green). 
Of note: (1) PARPis are not recommended for use in combination with chemotherapy, nor is it recommended for 
monotherapy treatment. 
(2) HRD score companion diagnostic (Myriad MyChoice for niraparib; FoundationOne CDx for rucaparib).
(3) Olaparib has not been studied in the HRD population. Olaparib may be considered an option in the HRD population in 
settings where
any PARPi is recommended. 
aAfter completion of up-front chemotherapy, continue bevacizumab (1 year) and olaparib (2 years). bPARPi-naive. 
g/sBRCA, germline or somatic BRCA1/2; HRD, homologous recombination deficiency; PARPi, poly(ADP-ribose) 
polymerase inhibitor; wt, BRCA1/2 wildtype.

1. Panagiotis A. Konstantinopoulos et al. Germline and Somatic Tumor Testing in Epithelial Ovarian Cancer: ASCO Guideline. 2022



• Standard of Care: Platinum-based doublets remain the backbone.

• Preferred Regimens: Carboplatin/Paclitaxel, Carboplatin/Gemcitabine, or Carboplatin/Liposomal 

Doxorubicin

• The Surgical Question: Secondary cytoreductive surgery should be offered to selected patients 

(positive iMODEL score or DESKTOP criteria) where complete gross resection (R0) is achievable

• Maintenance Strategies (2025 Update):

• PARP Inhibitors (PARPi): Primarily reserved for BRCA-mutated or HRD-positive patients if they 

have not received a PARPi in the frontline setting. Note the 2024-2025 shift: withdrawal of some 

PARPi indications for BRCA-wildtype patients in later lines due to OS concerns.

• Bevacizumab: Integration with chemotherapy followed by maintenance, particularly in patients 

who did not receive it first-line

Platinum-Sensitive Recurrence (PFI > 6 Months) _ Summary



The systemic treatment of recurrent ovarian cancer 

3. Platinum-Resistant Recurrence 



Platinum-Resistant Recurrence (PFI < 6 Months)



Principle of Platinum Resistant Recurrence Treatment
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SORAYA/2023 
MIRASOL

Described by prof Choi, 2025



Principle of Platinum Resistant Recurrence Treatment

Described by prof Choi, 2025



Platinum-Resistant Recurrence (PFI < 6 Months)

OS improvement

Mirasol vs KNB96

















































KNB96 vs MIRSOL



- Mirvetuximab soravtansine: FRα-high 환자에서 표준

치료 대비 우수한 효과

- MIRASOL 연구: 전체 생존기간 2년 돌파 (OS 개선)

- Fam-trastuzumab deruxtecan: HER2 발현 난소암

표적 특이성과 강력한 세포독성 약물 전달의 시너지 효과

백금 저항성 재발 치료 요약

ADC 

- 단일 약제 비백금 화학요법이 기본 치료

- 페길화 리포좀 독소루비신(PLD), 파클리탁셀, 젬시타빈

- 베바시주맙 병용 시 반응률 및 PFS 개선 (AURELIA 

연구)

- 낮은 반응률(10-15%)과 짧은 PFS(3-4개월)가 한계점

표준 기본 치료

- 분자 프로파일링 기반 치료 선택의 중요성 증가

- 이전 치료력(특히 PARP 억제제, 베바시주맙)에 따른

맞춤 접근

- 잔존 독성(신경병증/신장) 및 전신 상태 고려

- 환자의 치료 목표와 삶의 질 균형 유지

환자 맞춤형 접근

- KNB98 시험: 펨브롤리주맙 + 파클리탁셀 ± 베바시주맙

병용요법

- CPS ≥ 1 및 65세 미만 환자에서 더 큰 이점

- 면역 체크포인트 억제제와 항혈관신생제의 시너지 효과

- 면역 미세환경 조절을 통한 항암 효과 증대

면역요법



1. Evolution of Treatment Selection

Beyond the 6-Month Cutoff:

Transition from a binary Platinum-Free Interval (PFI) to a "Continuum of Sensitivity" model

Biomarker-Driven Strategy:

Treatment is now dictated by molecular profiles (BRCA, HRD, and FRα expression) rather than

clinical timing alone

2. Strategic Therapeutic Updates
Platinum-Sensitive:

Focus on platinum doublets followed by PARP inhibitors or Bevacizumab maintenance to 

prolong remission.

Platinum-Resistant (The New Standard):

단일 약제 비백금 화학요법이 기본 치료

ADC Breakthrough: Mirvetuximab Soravtansine is the preferred choice for FRα-high

IO Synergy (KEYNOTE-B96): Pembrolizumab + Paclitaxel ± Bevacizumab significantly improves

OS, particularly in CPS ≥ 1 and patients < 65 years

Conclusion



Thank you for your attention!




