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Advanced ovarian cancer: a “chronic” disease with multiple

relapses

❑ Ovarian cancer (OC) is  the most lethal gynecologic cancer

❑ 324.603 women were diagnosed worldwide with OC in 2022

❑ ≥60% of newly diagnosed women will have advanced disease

❑ ~70% of women relapse within 3 years of first-line treatment

❑ 5-year survival for newly diagnosed advanced OC is about 30-50%

❑ There is a significant need for better treatment to improve outcomes for women 
with OC

Du Bois a, Pfisterer J. Zentralbl Gynakol. 2004;126:312-4.



Recent ovarian cancer epidemiology

MOST RECENT OVARIAN CANCER EPIDEMIOLOGY

At the end, more 
patients in the 
relapse setting 
needing therapies

https://seer.cancer.gov/statisticsnetwork/explorer/application.html?site=61&data_type=9&graph_type=2&compareBy=rate_type&chk_rate_type_1=1&chk_rate_type_2=2&chk_rate_type_3=3&hdn_sex=3&race=1&age_range=1&hdn_stage=101&advopt_precision=1&advopt_show_

ci=on&hdn_view=0&advopt_display=2



Current ESMO 2023 guidelines
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SOLO 1

Olaparib
(N=260)

Placebo
(N=131)

Events, n (%) 84 (32.3) 65 (49.6)

Median OS, months NR 75.2

HR 0.55 (95% CI 0.40–0.76); 
P=0.0004*

Maintenance olaparib provided a clinically meaningful OS benefit
SOLO1 7 Year survival Analysis
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*P<0.0001 required to declare statistical significance

44.3% of patients in the placebo 

group received subsequent 

PARP inhibitor therapy, compared 

with 14.6% of 

patients in the olaparib group



PAOLA 1

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

OS was prolonged in the HRD-positive subgroup

Olaparib + 

bevacizumab 

(N=255)

Placebo + 

bevacizumab

(N=132)

Events, n (%) 93 (36.5) 69 (52.3)

Median OS, months 75.2 (unstable)* 57.3

5-year OS rate, % 65.5 48.4

HR 0.62 (95% CI 0.45–0.85)  
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Patients receiving a PARP inhibitor 

during any subsequent treatment

Olaparib + bevacizumab: 17.3% (44/255)

Placebo + bevacizumab: 50.8% (67/132)

*Median unstable; <50% data maturity. 

HRD positive defined as a tBRCAm and/or genomic instability score of ≥42 on the Myriad myChoice HRD Plus assay. 
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65.5%

48.4%

5-year OS rate

Isabelle Ray-Coquard

38% reduction in risk of death for olaparib + 

bevacizumab vs bevacizumab alone

Median FUP 61.9 months

OS analysis: ITT population

Patients receiving a PARP inhibitor 

during any subsequent treatment

Olaparib + bevacizumab: 19.6% (105/537)

Placebo + bevacizumab: 45.7% (123/269)

PARP, poly(ADP-ribose) polymerase.

Placebo + 

bevacizumab

(N=269)

Olaparib + 

bevacizumab 

(N=537)

158 (58.7)288 (53.6)Events, n (%) [55% maturity]

51.656.5Median OS, months

41.547.35-year OS rate, % 

HR 0.92 (95% CI 0.76–1.12);  

P=0.4118

Isabelle Ray-Coquard

Median time from first cycle of chemotherapy 

to randomization = 6 months
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Rebecca Kristeleit SGO 2024

ATHENA-MONO



AE, adverse event; AML, acute myeloid leukaemia; MDS, myelodysplastic syndrome.

Ray-Coquard I et al.N Engl J Med 2019;381:2416–28; 2. K Moore NEJM 2019, S BarnerjeeS, et al ESMO 2020, P Di Silvestro JCO 2022, González-Martín A et al. 

Eur J Cancer2022;174:221–31, Ray-Coquard et al ANN ONCOL 2023, A Martin Gonzales NEJM 2019, ESMO 2022 Monk et al Ann Oncol 2024, B Monk JCO 2022.

AEs of special interest MDS/AML/LA
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POST-PARPI SPACE

Harter P. et al. Ann Oncol. 2024 Nov 9



Mirvetuximab soravtansine (MIRV)

Moore et al. NEJM 2023; Konecny GE SGO 2024
Enrolled patients: 62% prior Bevacizumab, 55% prior PARPi



Moore et al. NEJM 2023; Konecny GE SGO 2024

↑ ORR: MIRV 42% vs Chemo 16%

Improved QoL (EORTC QLQ-OV28 GI scale, overall) in the MIRV arm

Efficacy regardless of prior Bevacizumab and PARPi

MIRASOL randomized phase III trial

Mirvetuximab soravtansine (MIRV)



Moore et al. NEJM 2023; Konecny GE SGO 2024

↑ ORR: MIRV 42% vs Chemo 16%

Improved QoL (EORTC QLQ-OV28 GI scale, overall) in the MIRV arm

Efficacy regardless of prior Bevacizumab and PARPi

MIRASOL randomized phase III trial: Treatment emergent AEs

Mirvetuximab soravtansine (MIRV)
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FUTURE

1. Chelariu-RaicuA, et al. IntJ GynecolCancer. 2023  2. Moore KN, et al. European Society for Medical Oncology (ESMO) Annual Meeting. 2019; Presentation 992O. 3. Meric-BernstamF, et al. J ClinOncol. 2024.



FUTURE

Targeting Trop2 in Ovarian Cancer: ESMO 2024- First Data 

Disclosures for TROP2 ADCs 

Wang et al. ESMO 2024, Oaknin A et al. ESMO 2024,  He N et al. AACR 2023 LB030: CCR Vol 83, Issue 8_Supplement 15 April 2023

Sacituzumab tirumotecan (MK-2870)

5mg/kg D1, D15

N=35 (PROC)

Datopotamab deruxtecan

N=26 (PROC)

SHR A19212

Q 21 day dosing 3.0mg/kg 

(N=26)

Day 1, 8 2.0mg/kg (N=20)

Payload Belotecan derivative Topoisomerase I Topoisomerase 1- deruxtecan Topoisomerase 1 (proprietary 

SHR9265)

DAR 7.4 4 4

Linker Sulfonyl pyrimidine CL2A-carbonate 

linker

Cleavable tetrapeptide based linker Cleavable linker

Trial NCT06049212 NCT05489211 NCT05765032

Prior 

PARPi

NR 51.4% 65.4%

50.0%

Prior 

Bev

NR 71.4% 76%

60.0%

ORR

(PROC)

37.1% (PROC) 34.6% (95% CI 17.2- 55.7) 42.3% (95% CI 23.4-63.1)

58.8% (95% CI 32.9-81.6)

DOR

(PROC)

5.3 months (2.1, 24.4+) 5.6 months (2.9-NC) 9.9 months (4.5-NC)

6.3 months (3.0-NC)

mPFS 6.0 months (95% CI 3.9-7.3) (inclusive 

of PSOC)

5.6 months (inclusive of PSOC) 7.9 (4.2-NR)

6.9 (4.2- 9.6)



FUTURE

Targeting Trop2 in Ovarian Cancer: Context with other ADCs 

in PROC

Wang et al. ESMO 2024, Oaknin A et al. ESMO 2024,  He N et al. AACR 2023 LB030: CCR Vol 83, Issue 8_Supplement 15 April 2023; Moore K et al. SGO 2024

Sacituzumab tirumotecan

5mg/kg D1, D15

N=35 (PROC)

Datopotamab deruxtecan

N=26 (PROC)

SHR A19212

Q 21 day dosing 3.0mg/kg (N=26)

Day 1, 8 2.0mg/kg (N=20)

Raludotatug deruxtecan

Q21 day dosing 

(N=45)

Target TROP2 TROP2 TROP2 CDH6

Payload Belotecan derivative 

Topoisomerase I

Topoisomerase 1-

Deruxtecan

Topoisomerase 1 (proprietary 

SHR9265)

Topoisomerase 1-Deruxtecan

DAR 7.4 4 4 8

Linker Sulfonyl pyrimidine CL2A-

carbonate linker

Cleavable tetrapeptide 

based linker

Cleavable linker Cleavable tetrapeptide based 

linker

Trial NCT06049212 NCT05489211 NCT05765032 NCT04707248

ORR

(PROC)

37.1% 34.6% (95% CI 17.2-55.7) 42.3% (95% CI 23.4-63.1)

58.8% (95% CI 32.9-81.6)

48.6% (95% CI 31.9-65.6)

DOR

(PROC)

5.3 months (2.1, 24.4+) 5.6 months (2.9-NC) 9.9 months (4.5-NC)

6.3 months (3.0-NC)

11.2 months (95%CI 3.1-NE)

mPFS 6.0 months (95% CI 3.9-

7.3)

5.6 months (inclusive of 

PSOC)

7.9 (4.2-NR)

6.9 (4.2- 9.6)

8.1 months (95% CI 5.3-NE)

lara.maloney

@pharmaand

.com



FUTURE
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Targeting HER2

Ainhoa Madariaga

ORR 45% (4 CR, 14 PR), response duration 11.3m (4.1–NR)

FDA accelerated approval for HER2 IHC 3+ 

Destiny Pantumor-02: Phase II T-DXd multi-tumour

Meric-Bernstam et al. JCO 2024

T-DXd: anti-HER2 IgG1, tetrapeptide cleavable linker, topoisomerase I inhibitor payload

ANTIBODY DRUG CONJUGATES IN OVARIAN CANCER

n=40

Meric-Bernstam et al. JCO 2024



FUTURE

Mirvetuximab Soravtansine (MIRV) in Recurrent Platinum-Sensitive 

Ovarian Cancer (PSOC) with High Folate Receptor-Alpha (FRα) Expression: 

Results From the Phase II PICCOLO Trial

Angeles Alvarez Secord1, Bradley R. Corr2, Sharyn Lewin3, Elisabeth J. Diver4, Sam-Mosley Ayuk4, 

Yuemei Wang4, Conleth G. Murphy5, Vanda Salutari6, Arantzazu Barquín7, Fernando Galvez8, Cara 

Mathews9, Gottfried E. Konecny10, Isabelle Ray-Coquard11,  Ana Oaknin12, Maria Jesus Rubio13, Antonino 

Bonaventura14, Sandro Pignata15

Angeles Alvarez Secord, MD, MHSc

Barcelona, Spain, 15 September 2024

1Duke Cancer Institute, Durham, NC, USA; 2University of Colorado School of Medicine, Aurora, CO, USA; 3Holy Name 

Medical Center, Teaneck, NJ, USA; 4ImmunoGen, Inc., Waltham, MA, USA; 5Bon Secours Hospital Cork and Cancer Trials 

Ireland, Cork, Ireland; 6Policlinico Universitario Fondazione Agostino Gemelli, IRCCS, Rome, Italy; 7Hospital Universitario 

HM Sanchinarro, Madrid, Spain; 8Hospital Universitario de Jaén, Jaén, Spain; 9Women & Infants Hospital of Rhode Island, 

Alpert Medical School of Brown University, Providence, RI, USA 10University of California Los Angeles, Los Angeles CA, 

USA; 11Leon Berard Center, Lyon, France; 12Medical Oncology Service, Vall d’Hebron Institute of Oncology (VHIO), Vall

d’Hebron Barcelona Hospital Campus Barcelona, Spain; 13Hospital Reina Sofía (Provincial), Córdoba, Spain; 14Newcastle 

Private Hospital, New Lambton Heights, Australia; 15Istituto Nazionale Tumori IRCCS-Fondazione G. Pascale, Naples, Italy



FUTURE

Investigator-Assessed Efficacy Measures

Primary Endpoint N=79

ORR, n (%)

95% CI

41 (51.9)

40.4-63.3

Best overall response, n (%)

CR 6 (7.6)

PR 35 (44.3)

SD 29 (36.7)

PD 7 (8.9)

Not evaluable 2 (2.5)

Data cutoff: January 17, 2024.
aCalculated among participants who had a complete or partial response. bAnalysis performed on the CA-125–evaluable population. 

CA-125, cancer antigen 125; CI, confidence interval; CR, complete response; DOR, duration of response; MIRV, mirvetuximab soravtansine-gynx; ORR, objective response rate; PFS, progression-free survival; PD, 

progressive disease; PR, partial response; SD, stable disease.
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Maximum Tumor Percentage Change From Baseline With MIRV

Secondary Endpoints

Median DORa n=41

Months (95% CI) 8.25 (5.55-10.78)

Median PFS N=79

Months (95% CI) 6.93 (5.85-9.59)

CA-125 responseb n=47

n (%) 35 (74.5)

95% CI 59.7-86.1

Median time to response was 1.58 months  

Median number of treatment cycles was 9 (range, 1 to 27)



FUTURE

Baseline Demographics and Characteristics

Data cutoff: January 17, 2024. 
aOnly 1 participant had 1 prior line of systemic therapy. bExposure to prior PARPi was uncertain in 3 participants (3.8%) who participated in double blind trials evaluating PARPi versus placebo (actual treatment unknown). cIf the 

participant had progression of disease within 30 days after the last dosing of a PARPi or progression was listed as the reason for treatment discontinuation of a PARPi, the participant was defined as having 

progressive disease on prior PARPi and was included in this category. dPFI is defined as time from last dose of the latest line platinum therapy to the date of disease progression and/or relapse following that line of therapy 

(time rounded to whole number). PFI was missing in 2 participants (2.5%).

PARPi, poly (adenosine diphosphate [ADP]-ribose) polymerase inhibitor.

Characteristics N=79

Age, median (range), years 66 (41-84)

Race, n (%)

White 65 (82.3)

Black or African American 4 (5.1)

Asian 1 (1.3)

Not reported 8 (10.1)

Other 1 (1.3)

Number of prior lines of systemic therapy, n (%) 

1-2a 49 (62.0)

≥3 30 (37.9)

Prior exposure to taxanes, n (%)

Yes 77 (97.5)

Exposed in multiple lines 20 (25.3)

No 2 (2.5)

Characteristics N=79

Prior exposure to PARPib,n (%)

Yes 64 (81.0)

Progressionc 59 (74.7)

No progression 5 (6.3)

No 12 (15.2)

Prior exposure to bevacizumab, n (%)

Yes 51 (64.6)

No 28 (35.4)

Most recent platinum-free interval (months)d, n (%)

≥12 43 (54.4)

>12 34 (43.0)

5

Of the 302 patients screened, 124 (44%) had ≥75% ≥2+ FRα 

tumor expression

ORR by PARPi Exposure Subgroup

Data cutoff: January 17, 2024. ORR presented with 95% CI.
aIf the participant had progression of disease within 30 days after the last dosing of a PARPi or progression was listed as the reason for treatment discontinuation of a PARPi, the participant was defined as having progressive disease on prior PARPi and was 

included in this category. bPlatinum-free interval is defined as time from last dose of the latest line platinum therapy to the date of disease progression and/or relapse following that line of therapy (time rounded to whole number).

CI, confidence interval; DOR, duration of response; PARPi, poly (adenosine diphosphate [ADP]-ribose) polymerase inhibitor; PD, progressive disease; ORR, objective response rate.
8

(n=49) (n=24) (n=6)

O
R

R

(n=22) (n=57)

Treated PD with

PARPia
Naïve No PD 

with PARPi

46.9%
34.3-59.8

45.8%
32.7-59.2

60.0%
14.7-94.7

75.0%
42.8-94.5

(n=64) (n=59) (n=5)(n=12)

PARPi Exposure

(n=28) (n=41)

(              )

(              ) (              )

(              )

0%

20%

40%

60%

80%

100%

Exposure to 
PARPis

Median DOR 
months (95% CI) 

Naïve 8.8 (3.5-NR)

Treated 8.3 (5.5-10.8)

PD with PARPia 7.3 (5.0-10.8)

No PD with PARPi 8.4 (7.0-NR)

Total population ORR: 51.9% (95% CI, 40.4-63.3)

PARPi resistance (75% of participants)



CONCLUSIONS

• Maintenance therapy with PARP inhibitors in front line has changed the natural history of patients 

with HGSOC.

• All PARPi reported a clinically meaningful improvement of the PFS in tBRCA/HRD+ and an overall 

survival benefice considering SOLO1 & PAOLA-1 trial.

• HRp population remains the worse prognosis population where new options need to be explored.

• Overall survival is a complex endpoint to reach in 1st line.

• Efficacy of first subsequent platinum-based therapy may be influenced by prior PARPi but 

prospective and confirmatory data are needed.

• MIRASOL phase III trial demonstrated that MIRV improved PFS, OS, QoL, compared to single 

agent chemo, in PlatR ovarian cancer.

• ADCs are among the most promising agents across gynaecologic cancers: 

candidates? (role of biomarkers); setting ?(treatment or maintenance); duration?; sequence? (mechanism of 

resistance); best combo?.
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