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Background

• The emergence of platinum resistance in 
recurrent OVC is inevitable; these patients 
have a clear need for novel treatments1

• Mirvetuximab soravtansine-gynx received 
accelerated approval from the FDA for the 
treatment of patients with platinum-resistant, 
FRα-positive OVC (ORR: 31.7%, median 
DOR: 6.9 months)2

• Expression of CDH6 is observed in ~65–85% 
of patients with OVC3,4

• Raludotatug deruxtecan (R-DXd; DS-6000) is 
a CDH6-directed ADC composed of three 
parts: a humanized anti-CDH6 IgG1 mAb, 
covalently linked to a topoisomerase I inhibitor 
payload via a tetrapeptide-based cleavable 
linker5

R-DXd was designed 
with 7 key attributes

Payload mechanism of action: topoisomerase I inhibitor5,b

High potency of payload5,b

High drug-to-antibody ratio ≈85,b

Payload with short systemic half-life6,b,c

Stable linker-payload5,b

Tumor-selective cleavable linker5,b

Bystander antitumor effect5,b

5

a

aImage is for illustrative purposes only; actual drug positions may vary. bThe clinical relevance of these features is under investigation. cBased on animal data.
ADC, antibody–drug conjugate; CDH6, cadherin 6; DOR, duration of response; DXd, deruxtecan; FDA, United States Food and Drug Administration; FRα, folate receptor alpha; IgG1, immunoglobulin G1; mAb, monoclonal antibody; ORR, objective response rate; OVC, ovarian cancer.

1. Richardson DL, et al. JAMA Oncol. 2023;9:851–859; 2. ELAHERETM (mirvetuximab soravtansine-gynx) prescribing information. Accessed September 1, 2023; 3. Bartolomé RA, et al. Mol Oncol. 2021;15:1849–1865; 
4. Shintani D, et al. Gynecol Oncol. 2022;166(Suppl. 1):S116; 5. Suzuki H, et al. Ann Oncol. 2021;32(Suppl. 5):S361–S375; 6. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67:173–185.

Kathleen Moore

Cleavable tetrapeptide-based linker

Courtesy of Richard T Penson, MD, MRCP
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First-in-human phase 1 study of R-DXd (NCT04707248)1,2

a4.8–8.0 mg/kg R-DXd dose cohorts were initially prioritized for dose expansion due to a favorable benefit/risk profile.
ADC, antibody–drug conjugate; CDH6, cadherin 6; ECOG PS, Eastern Cooperative Oncology Group performance status; IV, intravenous; MTD, maximum tolerated dose; ORR, objective response rate; OVC, ovarian cancer; PK, pharmacokinetics; 
Q3W, every 3 weeks; RDE, recommended doses for expansion; RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SOC, standard of care.

1. ClinicalTrials.gov. https://classic.clinicaltrials.gov/ct2/show/NCT04707248. Accessed July 20, 2023; 2. Data on file. Daiichi Sankyo, Inc. DS6000-A-U101 protocol, version 3; 2020. 

Subgroup analysis of patients with OVC who received R-DXd at 4.8–8.0 mg/kga

Enrollment criteria:
• Advanced/metastatic OVC not amenable to SOC therapy
• ECOG PS 0–1
• Prior taxane and platinum-based chemotherapy
• No previous CDH6-targeting agents or ADCs with a linked 

topoisomerase I inhibitor
• Patients were not selected based on tumor CDH6 expression

Key primary objectives:
• Safety and tolerability
• Determine MTD and RDEs for dose expansion
• Determine ORR per RECIST v1.1 for dose expansion
Key secondary objectives:
• PK: ADC, total anti-CDH6 antibody, and the DXd payload
• Antitumor activity per RECIST v1.1
• Immunogenicity

Part A
Dose escalation: R-DXd IV Q3W

Part B
Dose expansion: R-DXd IV Q3W

OVC cohort: 
4.8 mg/kg

OVC cohort: 
6.4 mg/kg

OVC cohort: 
5.6 mg/kg

OVC cohort: 
8.0 mg/kg3.2 mg/kg

1.6 mg/kg
4.8 mg/kg

6.4 mg/kg
8.0 mg/kg

9.6 mg/kg

Kathleen Moore
Courtesy of Richard T Penson, MD, MRCP
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Preliminary efficacy data for R-DXd are promising in pretreated OVC patients

• Confirmed ORR: 46% in the 4.8–8.0 mg/kg OVC cohort (23/50; 
95% CI: 32–61); one CR and 22 PRs
o 4 unconfirmed responses were ongoing at data cutoff

• Disease control ratea: 98%

Data cutoff: July 14, 2023. 
aCR + PR + stable disease. bMedian follow-up for DOR: 5.8 months (95% CI: 3.0–8.1). cMedian follow-up for PFS: 5.6 months (95% CI: 2.8–7.0). 
The efficacy evaluable population included patients who received ≥1 dose of study treatment and completed ≥1 post-baseline tumor assessment or discontinued treatment for any reason. Change from baseline in target tumor size was assessed per RECIST v1.1. 
Two patients with no measurable lesions at baseline and one patient who discontinued and did not have a post-baseline tumor assessment were not included in the waterfall or spider plots.
CI, confidence interval; CR, complete response; DOR, duration of response; NE, not estimable; ORR, objective response rate; OVC, ovarian cancer; PFS, progression-free survival; PR, partial response; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1.

• Median time to response: 6 weeks (95% CI: 5–11)  
• Median DORb: 11.2 months (95% CI: 3.0–NE)
• Median PFSc: 7.9 months (95% CI: 4.4–12.4)
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• Median time to response: 6 weeks (95% CI: 5–11)  
• Median DORb: 11.2 months (95% CI: 3.0–NE)
• Median PFSc: 7.9 months (95% CI: 4.4–12.4)
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Safety profile of R-DXd is manageable

• 3.3% (2/60) of patients in the 4.8–8.0 mg/kg cohort experienced Grade 5 ILD; 
both occurred in the 8.0 mg/kg cohort and were adjudicated as treatment-related

• 8.9% (4/45) of patients in the 4.8–6.4 mg/kg cohort experienced 
ILD (all Grade 2), of which 2 were adjudicated as treatment-related 

• As of October 2022, the 8.0 mg/kg cohort was closed due to a higher incidence 
of serious and Grade ≥3 TEAEs and lack of a favorable benefit/risk ratiob

• Further dose assessment is ongoing at three doses: 4.8, 5.6 and 6.4 mg/kg
Data cutoff: July 14, 2023. 
aGrade 5 ILD. b6/15 (40.0%) patients in the 8.0-mg/kg OVC cohort experienced serious and Grade ≥3 TEAEs.

CTCAE, Common Terminology Criteria for Adverse Events; ILD, interstitial lung disease; OVC, ovarian cancer; TEAE, treatment-emergent adverse event.

n (%)
N=60

Any TEAEs 57 (95.0)

TEAE with CTCAE Grade ≥3       31 (51.7)

TEAE associated with drug discontinuation 9 (15.0)

TEAE associated with dose interruption 22 (36.7)

TEAE associated with dose reduction 15 (25.0)

Any treatment-related CTCAE Grade ≥3 TEAE 22 (36.7)

Treatment-related TEAE associated with death 2 (3.3)a

Overview of TEAEs

Kathleen Moore

Patients with OVC who received R-DXd at 4.8–8.0 mg/kg

Courtesy of Richard T Penson, MD, MRCP

Preferred term
n (%)
N=60

All
grades

Grade 
≥3

Nausea 35 (58.3) 1 (1.7)

Fatigue 27 (45.0) 2 (3.3)

Vomiting 20 (33.3) 1 (1.7)

Anemia 17 (28.3) 11 (18.3)

Decreased neutrophil count 15 (25.0) 7 (11.7)

Diarrhea 16 (26.7) 1 (1.7)

Decreased appetite 15 (25.0) 1 (1.7)

Decreased platelet count 10 (16.7) 3 (5.0)

Alopecia 7 (11.7) 0

Malaise 6 (10.0) 0

Most common (≥10%) treatment-related TEAEs
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Conclusions

• R-DXd is the first CDH6-directed ADC to demonstrate promising efficacy in patients with heavily 
pretreated platinum-resistant OVC who were not selected based on tumor CDH6 expression
o ORR: 46% in the 4.8–8.0 mg/kg OVC cohort; one CR and 22 PRs
o Median DOR: 11.2 monthsa

o Median PFS: 7.9 monthsb

• Safety profile is manageable, and toxicities are consistent with those observed with other DXd ADCs1,2

• Based on the accumulated overall safety, tolerability, PK and efficacy profile of R-DXd, the 8.0 mg/kg 
cohort was closed, and further assessment is ongoing at three dose levels: 4.8 mg/kg, 5.6 mg/kg 
and 6.4 mg/kg

• These data support further clinical evaluation of R-DXd in a late-phase study in patients with OVC

aMedian follow-up for DOR: 5.8 months (95% CI: 3.0–8.1). bMedian follow-up for PFS: 5.6 months (95% CI: 2.8–7.0). 
ADC, antibody–drug conjugate; CDH6, cadherin 6; CI, confidence interval; CR, complete response; DOR, duration of response; DXd, deruxtecan; 
ORR, objective response rate; OVC, ovarian cancer; PFS, progression-free survival; PK, pharmacokinetics;  PR, partial response.
1. Guo Z, et al. J Clin Pharm Ther. 2022;47:1837–1844; 2. Jänne PA, et al. Cancer Discov. 2022;12:74–89.

Copies of this presentation obtained through 
Quick Response (QR) Code or via 

bit.ly/DS2023ESMO are for personal use only 
and may not be reproduced without 

permission from the author of this material. 

Kathleen Moore
Courtesy of Richard T Penson, MD, MRCP
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RUBY Molecular Classification Algorithm

Mirza MR et al. ESMO 2023;Abstract 740MO.
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Phase III RUBY Trial of Dostarlimab with Chemotherapy Meets 
Endpoint of Overall Survival for Patients with Primary Advanced or 
Recurrent Endometrial Cancer
Press Release: October 30, 2023
“Positive headline results [were announced] from a planned analysis of Part 1 of the RUBY/ENGOT-
EN6/GOG3031/NSGO phase III trial investigating dostarlimab plus standard-of-care chemotherapy 
(carboplatin and paclitaxel), followed by dostarlimab as a single agent, compared to placebo plus 
chemotherapy followed by placebo in adult patients with primary advanced or recurrent endometrial 
cancer. The trial met its primary endpoint of overall survival (OS), demonstrating a statistically 
significant and clinically meaningful benefit in the overall patient population.

A clinically meaningful OS benefit was observed in both prespecified subpopulations in the trial: 
mismatch repair deficient (dMMR)/microsatellite instability-high (MSI-H) and mismatch repair 
proficient (MMRp)/microsatellite stable (MSS) patient subgroups. OS is one of two primary 
endpoints in the RUBY Part 1 trial. Previously, the trial met its other primary endpoint of progression-
free survival (PFS), demonstrating a 72% and 36% reduction in the risk of disease progression or 
death observed in the dMMR/MSI-H population (HR: 0.28 [95% CI: 0.16-0.50]) and overall patient 
population (HR: 0.64 [95% CI: 0.51–0.80]), respectively.”

https://www.gsk.com/en-gb/media/press-releases/phase-iii-ruby-trial-of-jemperli-dostarlimab-plus-chemotherapy-meets-endpoint-of-
overall-survival-in-patients-with-primary-advanced-or-recurrent-endometrial-cancer/
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DUO-E: PFS by MMR Status

Westin SN et al. ESMO 2023;Abstract LBA41.



DUO-E: PFS Subgroup Analysis

Westin SN et al. ESMO 2023;Abstract LBA41.
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KEYNOTE-775

Presented by Colomba E, et al. ESMO 2023

41 (100), 33 (80.5)Drug-related AEsc, n (%) any grade, Grade ≥3
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Neoadjuvant Pembrolizumab for Mismatch Repair-Deficient 
Endometrial Cancer

de Bruyn M et al. ESMO 2023;Abstract 742MO.



Tumor Responses with Neoadjuvant Pembrolizumab for 
Mismatch Repair-Deficient Endometrial Cancer

de Bruyn M et al. ESMO 2023;Abstract 742MO.
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Dr Tewari – Case 1:
Advanced Endometrial Cancer

• 69 y/o Asian nulliparous businesswoman
• PMP VB

• TVUS: 9 cm uterus
• Hypervascular endometrial mass
• Non-visualization of ovaries
• Absence of free fluid

• EMB: FIGO grade 3 clear cell adenocarcinoma
• CT chest/abdomen/pelvis:

• 3 cm aorto-caval nodes
• PMH: non-contributory
• PSH: no prior surgeries

• BMI: 23





Dr Tewari – Case 1 (continued)

• Robotic hysterectomy with bilateral salpingoophorectomy & para-
aortic/pelvic lymphadenectomy

• dMMR: carboplatin + paclitaxel & dostarlimab
• Tolerating well, currently receiving cycle 3



Dr Tewari – Case 2:
Recurrent Endometrial Cancer

• 62 y/o Indian Para-2 PMP VB
• TVUS: 10 x 6 x 8 cm uterus w/12 mm EMS
• No adnexal masses or free fluid
• EMB: Grade 2 endometrioid 

adenocarcinoma
• PMH: Obesity (BMI 34), well-controlled 

htn, NIDDM, and hypercholesterolemia
• PSH: C/2 x 2 (Pfannensteil), LSC 

cholecystectomy
• ROS: denies SOB, chest pain, etc
• Robotic hyst-BSO, sentinel lymphatic 

mapping, MMR IHC



Dr Tewari – Case 2 
(continued)

• FIGO stage IIIC1, pMMR

• Adjuvant carboplatin plus paclitaxel x 6 
cycles

• NED x 1.5 yrs

• Recurrence confirmed by CT-guided bx 
(retroperitoneal nodes)

• Pembrolizumab plus lenvatinib
• Dose reduction lenvatinib 10 mg 

daily (Cycle 4+)
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KEYNOTE-826 FINAL OVERALL SURVIVAL
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Monk BJ, et al. J Clin Oncol 2023 Nov 2 [Epub ahead of print].

KEYNOTE-826

Courtesy of Krishnansu S Tewari, MD



Dr Tewari – Case 3
Locally Advanced Cervical Cancer

• 56 y/o w/VB, vaginal discharge, left flank pain

• Speculum: fungating 5 cm mass replacing cervix and upper vagina
• Bx: G3 SCCA

• Bimanual & Rectovaginal exam
• Bilateral parametrial involvement
• Left pelvic sidewall extension
• No rectal infiltration

• No peripheral adenopathy

• PET/CT
• Left hydronephrosis (moderate)
• Left pelvic adenopathy (SUV 9, 3 nodes short axis 1.6-2.0 cm)

• FIGO stage IIICr

• Treatment options
• CDDP-based chemoradiation plus HDR Intracavitary 

Brachytherapy
• Induction chemoRx (INTERLACE) followed by chemoRT
• ChemoRT plus Pembrolizumab (KEYNOTE-A18)
• INTERLACE plus KEYNOTE-A18?
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Vergote IB et al. ESMO 2023;Abstract LBA9.
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innovaTV 301: Most Common Treatment-Emergent Adverse Events (TRAEs)



Vergote IB et al. ESMO 2023;Abstract LBA9.

innovaTV 301: Adverse Events of Special Interest with Tisotumab 
Vedotin
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Rucaparib
Rx 2+ lines

Olaparib
Rx 3+ lines

Niraparib
Rx 2+ lines

Ovarian Cancer: PARPi Approval History

3

sMx PSROC
BRCAm only

Courtesy of Richard T Penson, MD, MRCP



Voluntary Withdrawal of Indications

8/10/22 Olaparib (SOLO3) for 3L+ treatment of gBRCAm

Direct Healthcare Professional Communication (DHPC) 

Tew WP, et al. ASCO Guideline Update. JCO 2022:JCO2201934.
Tattersall A, et al. Cochrane Database Syst Rev. 2022;2(2):CD007929. 
Kristeleit R, et al. Lancet Oncol. 2022;23(4):465-478.
Penson RT, et al. JCO 2020;38(11):1164-1174.

5/5/22 Niraparib (NOVA) OS disadvantage 2L+

6/28/22 Rucaparib (ARIEL4) 2L+

mOS 30 vs. 39 months (HR of 1.33 [95% CI 0.84, 2.18]) 

Non-gBRCAmut HRDpos subgroup

mOS 19 vs. 25 months (HR of 1.31 [95% CI 1.00, 1.73]) p= 0.0507 

mOS 37 vs. 41 months (HR = 1.32 [95% CI 0.84, 2.06])

Courtesy of Richard T Penson, MD, MRCP



Case Discussion

Patient with a germline BRCA mutation (or other homologous 
recombination deficiency)

• Usual upfront treatment approach, including maintenance 
therapy for a Stage III ovarian cancer

• Usual approach to progressive metastatic ovarian cancer for 
patients who have not received a PARP inhibitor
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Durvalumab with paclitaxel/carboplatin and bevacizumab followed by 
maintenance durvalumab, bevacizumab and olaparib in patients with 

newly diagnosed advanced ovarian cancer without a tumor BRCA1/BRCA2 
mutation: results from the randomized, placebo-controlled Phase III 

DUO-O/ENGOT-ov46/AGO-OVAR 23/GOG-3025 trial
Philipp Harter,1 Fabian Trillsch,2 Aikou Okamoto,3 Alexander Reuss,4 Jae-Weon Kim,5 Maria Jesús Rubio-Pérez,6 

Mehmet Ali Vardar,7 Giovanni Scambia,8 Olivier Trédan,9 Gitte-Bettina Nyvang,10 Nicoletta Colombo,11 
Anita Chudecka-Głaz,12 Christoph Grimm,13 Stephanie Lheureux,14 Els Van Nieuwenhuysen,15 Florian Heitz,16 

Robert M. Wenham,17 Kimio Ushijima,18 Emily Day,19 Carol Aghajanian20 
1Kliniken Essen-Mitte, Essen, and AGO, Germany; 2University Hospital, LMU Munich, Munich, and AGO, Germany; 3The Jikei University School of Medicine, Tokyo, and JGOG, Japan; 4Coordinating Center for 

Clinical Trials of the Philipps-University of Marburg, Marburg, and ENGOT, Germany; 5 Seoul National University Hospital, Seoul, and KGOG, South Korea; 6Reina Sofia University Hospital, Cordoba, and GEICO, 
Spain; 7Medical Faculty, University of Cukurova, and Balcalı Hospital, Adana, and TRSGO, Turkey; 8Fondazione Policlinico Universitario A. Gemelli IRCCS, Rome, and MITO, Italy; 9Centre Léon Bérard, Centre de 
Recherche en Cancérologie de Lyon, Lyon, and GINECO, France; 10 Odense Universitetshospital, Odense, and NSGO, Denmark; 11University of Milan-Bicocca and Istituto Europeo di Oncologia IRCCS, Milan, and 
MANGO, Italy; 12SPSK Nr 2, Pomeranian Medical University, Szczecin, and PGOG, Poland; 13Gynecologic Cancer Unit, Medical University Vienna, and AGO-Au, Austria; 14Princess Margaret Hospital, Toronto, ON, 

and PMHC, Canada; 15UZ Leuven, Leuven, and BGOG, Belgium, 16Ev. Kliniken Essen-Mitte, Essen, and Charité Campus Virchow-Klinikum, Charité – Universitätsmedizin Berlin, corporate member of Freie 
Universität Berlin, Humboldt-Universität zu Berlin, Berlin Institute of Health, Berlin, and AGO, Germany; 17Moffitt Cancer Center, Tampa, FL, and GOG-F, USA; 18Kurume University School of Medicine, Kurume, and 

JGOG, Japan; 19Oncology Biometrics, AstraZeneca, Cambridge, UK; 20Memorial Sloan Kettering Cancer Center, New York, NY, and GOG-F, USA 

ClinicalTrials.gov identifier: NCT03737643

Courtesy of Richard T Penson, MD, MRCP
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Dr Philipp Harter

Stratified by:

• Timing and 
outcomes of 
cytoreductive 
surgery

• Geographical 
region

Arm 3
PC + bev + 
durva + ola

R
1:1:1

Arm 2
PC + bev + 

durva

Arm 1 
PC + bev

Maintenance phaseChemotherapy phaseRun-in phase

CTx cycle 1* CTx† 

+ 
bevacizumab 

+ 
durvalumab placebo

CTx†
+ 

 bevacizumab
+ 

durvalumab

CTx†
+ 

 bevacizumab
+ 

durvalumab

Treatment continued until disease progression, study treatment was complete or other discontinuation criteria were met

Bevacizumab total 15 months
+ 

durvalumab placebo total 24 months
+ 

olaparib placebo total 24 months

Bevacizumab total 15 months
+ 

durvalumab total 24 months
+ 

olaparib placebo total 24 months

Bevacizumab total 15 months
+ 

durvalumab total 24 months
+ 

olaparib total 24 months

Patients
• Newly diagnosed 

FIGO stage III–IV 
high-grade 
epithelial OC 

• No prior systemic 
therapy for OC

• PARP inhibitor/ 
immune-mediated 
therapy naïve

• Primary debulking 
or planned interval 
debulking surgery

• Non-tBRCAm

Primary endpoints
• PFS (RECIST per investigator) 

in Arm 3 vs Arm 1
– Non-tBRCAm HRD-positive‡

– ITT population

Key secondary endpoints 
• PFS (RECIST per investigator) 

in Arm 2 vs Arm 1
– ITT population

• OS
• Safety

Endpoints

Dosing and schedule: bevacizumab (15 mg/kg IV q3w); durvalumab (1120 mg IV q3w); olaparib (300 mg po bid); chemotherapy: paclitaxel 175 mg/m2 IV q3w and carboplatin at AUC5 or AUC6 IV q3w. PFS interim analysis DCO: December 5, 2022. 
*With or without bevacizumab according to local practice; †Cycles 2–6; ‡Genomic instability score ≥42 assessed prospectively by Myriad MyChoice CDx assay. 

AUC, area under the curve; bev, bevacizumab; bid, twice daily; CTx, chemotherapy; DCO, data cutoff; durva, durvalumab; FIGO, International Federation of Gynecology and Obstetrics; HRD, homologous recombination deficiency; ITT, intent-to-treat; 
IV, intravenous; ola, olaparib; OS, overall survival; PC, paclitaxel/carboplatin; po, by mouth; q3w, every 3 weeks; R, randomization; RECIST, Response Evaluation Criteria for Solid Tumors.

DUO-O also included an independent, 
single-arm, open-label tBRCAm cohort –
results are not presented

Courtesy of Richard T Penson, MD, MRCP
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Subgroup analysis of PFS by HRD status 104

Dr Philipp Harter

*24-month PFS rates unstable; †Medians and rates were estimated by KM method; ‡Median PFS in HRD-positive subgroup Arm 3 and 
Arm 2 unstable; §HR and CI were estimated from an unstratified Cox proportional hazards model.

Arm 1 
PC + bev
N=143

Arm 2 
PC + bev + durva

N=148

Arm 3 
PC + bev + durva + ola

N=140
Events, n (%) 86 (60) 69 (47) 49 (35)
Median PFS, months† 23.0 24.4‡ 37.3‡

HR (95% CI) vs Arm 1 0.82 (0.60–1.12)§ 0.51 (0.36–0.72)§

Arm 1 
PC + bev
N=216

Arm 2 
PC + bev + durva

N=199

Arm 3 
PC + bev + durva + ola

N=211
Events, n (%) 157 (73) 142 (71) 127 (60)
Median PFS, months† 17.4 15.4 20.9
HR (95% CI) vs Arm 1 0.94 (0.75–1.18)§ 0.68 (0.54–0.86)§

Time from randomization (months)

199 189 177 153 120 97 76 59 45 33 25 17 8 4 1
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Arm 2
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Time from randomization (months)
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Patients at risk

143 141 136 126 116 105 93 73 52 41 31 22 13 6 0

140 138 135 131 120 116 107 84 63 49 39 32 17 6 0
Arm 2
Arm 1

Arm 3

Non-tBRCAm HRD-positive HRD-negative

85%

69%

90% 84%

46%*

70%*85%

76%

51%*

67%

48%

76%
64%

24%*

40%*63%

42%
31%*
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Dr Philipp Harter

Overall 
(chemotherapy phase + maintenance phase)

Maintenance phase

AEs, n (%)

Arm 1 
PC + bev

N=376

Arm 2 
PC + bev 
+ durva
N=373

Arm 3 
PC + bev 

+ durva + ola
N=378

Arm 1 
PC + bev

N=331

Arm 2 
PC + bev 
+ durva
N=323

Arm 3 
PC + bev 

+ durva + ola
N=336

Any-grade AE 373 (99) 371 (99) 375 (99) 308 (93) 303 (94) 328 (98)

Grade ≥3 AE 231 (61) 245 (66) 269 (71) 88 (27) 113 (35) 164 (49)

AE with outcome of death 4 (1) 9 (2) 6 (2) 2 (1) 3 (1) 4 (1)

Serious AE (including outcome of death) 128 (34) 161 (43) 148 (39) 50 (15) 91 (28) 83 (25)

AE of special interest to olaparib 

MDS/AML* 1 (<1) 0 2 (1) 1 (<1) 0 1 (<1)

New primary malignancies* 1 (<1) 1 (<1) 4 (1) 1 (<1) 1 (<1) 3 (1)

Pneumonitis 3 (1) 5 (1) 7 (2) 1 (<1) 3 (1) 6 (2)

Any immune-mediated AEs† 132 (35) 209 (56) 200 (53) 94 (28) 139 (43) 141 (42)

AEs leading to dose modification‡,§ 272 (72) 299 (80) 323 (85) 163 (49) 182 (56) 254 (76)

AEs leading to discontinuation‡ 77 (20) 98 (26) 131 (35) 44 (13) 54 (17) 88 (26)

AEs leading to discontinuation of PC/bevacizumab 57 (15) 59 (16) 70 (19) 27 (8) 24 (7) 35 (10)

AEs leading to discontinuation of durvalumab/placebo 24 (6) 62 (17) 65 (17) 14 (4) 39 (12) 40 (12)

AEs leading to discontinuation of olaparib/placebo 15 (4) 19 (5) 62 (16) 14 (4) 19 (6) 61 (18)
Includes AEs with onset or worsening on or after the date of first dose of durvalumab/placebo or olaparib/placebo (overall) or first dose of olaparib/placebo (maintenance phase) 

until initiation of the first subsequent anticancer therapy following last dose of study treatment or until the end of the safety follow-up period.
*Includes events from first dose of durvalumab/olaparib/placebo until end of study; †Investigator-assessed; ‡Based on action taken on AE CRF for at least one treatment. For durvalumab/placebo, dose modification includes 

skipped or delayed doses, or interruption of the infusion; §Either dose reduction or dose interruption. AE, adverse event; AML, acute myeloid leukemia; CRF, case report form; MDS, myelodysplastic syndrome. 

Courtesy of Richard T Penson, MD, MRCP
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Conclusions

Dr Philipp Harter

• A numerical, but not statistical, improvement in PFS was shown with chemotherapy + 
bevacizumab + durvalumab followed by maintenance bevacizumab + durvalumab, compared with 
control, in the non-tBRCAm ITT population at the time of the PFS interim analysis

• Safety was generally consistent with the known profiles of each individual agent

• The trial is ongoing – final PFS, OS and other key secondary results will be reported in due course

• DUO-O met its primary endpoint at the planned PFS interim analysis,
demonstrating statistically significant and clinically meaningful improvement
in PFS with first-line chemotherapy + bevacizumab + durvalumab followed
by maintenance bevacizumab + durvalumab + olaparib compared with
control in patients with non-tBRCAm advanced OC

– Non-tBRCAm HRD-positive: HR 0.49 (0.34–0.69);P<0.0001

– Non-tBRCAm ITT: HR 0.63 (0.52–0.76); P<0.0001

• PFS benefit was observed across subgroups, including those patients with
HRD-negative disease (HR 0.68 [0.54–0.86])

Scan for: 
• Slides
• Plain-language infographic
• Patient lay summary 

(https://www.cancer.net/DUO-O)
Copies of this slide deck obtained through quick
response (QR) code are for personal use only and
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NRG-GY004 Study Design (NCT02446600)

Primary endpoint: Progression-free survival
Secondary efficacy endpoints:
- Overall survival
- Objective response rate
- Activity in biomarker-defined populations
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Overall Survival

Chemo Cediranib + 
Olaparib Olaparib

# of Pts 187 189 189

# of Events 114 153 152

Median OS 
(mos) 32.7 33.5 31.0

HR for OS
vs chemo

(95% CI)
-- 1.12 

(0.874-1.43)
1.27

(0.990-1.62)

Nominal p 
value

-- 0.378 0.060

†

†Choice of chemotherapy, N (%)
• Carboplatin/PLD:  89 (47.6%)
• Carboplatin/gemcitabine:  51 (27.2%)
• Carboplatin/paclitaxel:  47 (25.1%)

Data cut-off March 7, 2023 
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Primary End Point: PFS by Investigator
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Overall Survival
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Safety Profile: TEAEs
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MIRASOL Conclusions
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