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OVERVIEW

•IMPORTANT PRACTICE CHANGING 
PRESENTATIONS AT SGO AND ASCO
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OVERVIEW
•RUBY and GY018 ENDOMETRIAL CANCER

•UPDATE ON HIPEC IN OVARIAN CANCER

•DESTINY-PANTUMOR-02

•MIRASOL TRIAL
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ENGOT-EN6-NSGO/GOG-3031/RUBY (NCT03981796)

Dr. Matthew A. Powell

Phase 3, randomized, double-blind, multicenter study of dostarlimab plus carboplatin-paclitaxel versus 
placebo plus carboplatin/paclitaxel in patients with primary advanced or recurrent EC

Dostarlimab IV 500 mg 
Carboplatin AUC 

5 mg/mL/min
Paclitaxel 175 mg/m2

Q3W for 6 cycles

Placebo
Carboplatin AUC

5 mg/mL/min
Paclitaxel 175 mg/m2

Q3W for 6 cycles

Dostarlimab IV 
1000 mg

Q6W up to 3 yearsc

Placebo IV 
Q6W up to 3 yearsc

Follow-
upR1:1

Eligible patients
• Histologically/cytologically proven advanced 

or recurrent EC
• Stage III/IV disease or first recurrent EC 

with low potential for cure by radiation 
therapy or surgery alone or in combination

• Carcinosarcoma, clear cell, serous, 
or mixed histology permitteda

• Naïve to systemic therapy or systemic 
anticancer therapy and had a recurrence or 
PD ≥6 months after completing treatment

• ECOG PS 0-1
• Adequate organ function

Stratification
• MMR/MSI statusb

• Prior external pelvic radiotherapy 
• Disease status

Primary endpoint
• PFS by INV per 

     RECIST v1.1
• OS

Secondary endpoints 
• PFS by BICR 

     per RECIST v1.1
• PFS2
• ORR
• DOR
• DCR
• HRQOL/PRO
• Safety

On-study imaging assessments are to be performed Q6W (±7 days) from the randomization date until Week 25 (Cycle 8), followed by Q9W (±7 days) until Week 52. Subsequent tumor imaging is to be performed every 12 weeks (±7 days) until radiographic PD is 
documented by Investigator assessment per RECIST v1.1 followed by one additional imaging 4-6 weeks later, or subsequent anticancer therapy is started, whichever occurs first. Thereafter, scans may be performed per standard of care.
aMixed histology containing at least 10% carcinosarcoma, clear cell, or serous histology. bPatients were randomized based on either local or central MMR/MSI testing results. Central testing was used if local results were not available. For local determination of 
MMR/MSI status, IHC, next generation sequencing, and polymerase chain reaction assays were accepted. For central determination of MMR/MSI status IHC per Ventana MMR RxDx panel was used. cTreatment ends after 3 years, PD, toxicity, withdrawal of 
consent, investigator’s decision, or death, whichever occurs first. Continued treatment with dostarlimab or placebo beyond 3 years may be considered following discussion between the Sponsor and the Investigator. AUC, area under the plasma or serum 
concentration-time curve; BICR, blinded independent central review; DCR, disease control rate; DOR, duration of response, EC, endometrial cancer; ECOG PS, Eastern Cooperative Oncology Group performance status; EOT, end of treatment; HRQOL, health-
related quality of life; IHC, immunohistochemistry; INV, investigator assessment; MMR, mismatch repair; MSI, microsatellite instability; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PRO, patient-
reported outcome; R, randomization; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1. 
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RUBY vs NRG-GY018
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Dostarlimab+CP Led to More Durable Responses than CP Alone
  

Consistent Duration of Response by INV and by BICR in dMMR/MSI-H 
Population

Dr. Matthew A. Powell

From New England Journal of Medicine, Mirza MR, Chase DM, Slomovitz MD, et al, Dostarlimab for Primary Advanced or Recurrent Endometrial Cancer. DOI: 10.1056/NEJMoa2216334. Copyright © 2023 Massachusetts Medical Society.
BICR, blinded independent central review; CP, carboplatin/paclitaxel; DOR, duration of response; INV, investigator assessment; NR, not reached.
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Dostarlimab + CP

Placebo + CP
% with 
event

Median
(95%CI), mo

D + CP 36.8 NR (10.1–NR)
PBO + CP 82.5 5.4 (3.9–8.1)
DOR maturity 60.3

Duration of response (months)

% with 
event

Median
(95%CI), mo

D + CP 29.7 NR (13.1–NR)
PBO + CP 63.2 6.9 (5.5–10.1)
DOR maturity 46.7

At Risk (Events)

D + CP
PBO + CP

38(0) 34(4) 33(5) 28(9) 25(11) 24(12) 22(14) 22(14) 20(14) 19(14) 15(14) 12(14) 12(14) 4(14) 3(14) 0(14)
40(0) 39(0) 26(13) 18(21) 13(25) 9(29) 7(31) 6(32) 4(33) 4(33) 3(33) 1(33) 1(33) 1(33) 0(33)

At Risk (Events)
D + CP
PBO + CP

37(0) 34(2) 20(5) 28(7) 25(8) 24(9) 23(10) 22(11) 21(11) 17(11) 14(11) 10(11) 10(11) 5(11) 3(11) 0(11)
38(0) 35(2) 27(8) 18(13) 13(17) 9(20) 8(21) 6(22) 4(23) 3(24) 3(24) 2(24) 2(24) 2(24) 1(24) 0(24)
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Dostarlimab+CP Led to More Durable Responses than CP Alone
  

Consistent Duration of Response by INV and by BICR in Overall Population

Dr. Matthew A. Powell

From New England Journal of Medicine, Mirza MR, Chase DM, Slomovitz MD, et al, Dostarlimab for Primary Advanced or Recurrent Endometrial Cancer. DOI: 10.1056/NEJMoa2216334. Copyright © 2023 Massachusetts Medical Society.
BICR, blinded independent central review; CP, carboplatin/paclitaxel; DOR, duration of response; INV, investigator assessment; NR, not reached.

INV BICR

% with 
event

Median
(95%CI), mo

D + CP 55.0 10.6 (8.2–17.6)
PBO + CP 81.0 6.2 (4.4–6.7)
DOR maturity 67.7

% with 
event

Median
(95%CI), mo

D + CP 47.4 12.9 (8.2–NR)
PBO + CP 64.0 6.7 (5.7–8.3)
DOR maturity 55.2

At Risk (Events)

D + CP
PBO + CP

149(0) 130(7) 113(24) 94(42) 77(56) 70(63) 60(71) 57(74) 51(76) 45(78) 32(79) 23(81) 23(81) 11(81) 8(82) 0(82)
142 (0) 129(10) 97(41) 69(68) 48(86) 34(100) 29(105) 22(111) 18(112) 15(113) 13(113) 7(115) 5(115) 4(115) 0(115)

At Risk (Events)
D + CP
PBO + CP

152(0) 130(8) 110(25) 89(42) 71(54) 63(60) 58(64) 52(69) 47(69) 37(71) 30(71) 21(72) 20(72) 9(72) 6(72) 0(72)
136(0) 122(7) 94(29) 66(51) 48(63) 37(72) 30(75) 24(80) 20(82) 18(83) 14(86) 8(87) 6(87) 4(87) 1(87) 0(87)
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Hyperthermic intraperitoneal chemotherapy 
in ovarian cancer

S.L. Aronson, M.I. Lopez-Yurda, S.N. Koole, J.H. Schagen van Leeuwen, H.W. Schreuder, R.H. Hermans,

I.H. de Hingh, M.D. van Gent, H.J. Arts, M.A. van Ham, P.A. van Dam, P. Vuylsteke, A.G. Aalbers, V.J. Verwaal,

K.K. Van de Vijver, N.K. Aaronson, G.S. Sonke*, W.J. van Driel*

*shared last author

Final survival analysis of the phase III OVHIPEC-1 trial

Prof. Gabe S. Sonke, MD, PhD – contact: ovhipec@nki.nl
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Background OVHIPEC-1 trial

14

o First RCT to evaluate HIPEC in ovarian cancer 
o Improved recurrence-free and overall survival at 4.7 years of follow-up1

o No increase in adverse events or delayed start of adjuvant chemotherapy1

o Significantly fewer peritoneal recurrences2

o No negative impact on quality of life3

o Cost-effective4

1. van Driel et al, N Engl J Med, 2018
2. Koole et al, Int J Gynecol Cancer, 2020
3. Koole et al, Eur J Surg Oncol, 2021
4. Koole et al, J Clin Oncol, 2019  

Prof. Gabe S. Sonke, MD, PhD – contact: ovhipec@nki.nl
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Study design 
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o Accrual between 2007-2016 in 8 centers in the Netherlands and Belgium

o Patients required neo-adjuvant chemotherapy due to extensive disease

o Follow-up visits every 3 months in year 1-2, every 6 months thereafter

3 cycles 
carboplatin 
paclitaxel

Prim. endpoint
  RFS
 
Sec. endpoints
  OS, Safety, QoL

FIGO stage III epithelial ovarian cancer

R
1:1

3 cycles 
carboplatin 
paclitaxel

Interval 
CRS + HIPEC

N = 122

Interval CRS 
N = 123

N = 245

Prof. Gabe S. Sonke, MD, PhD – contact: ovhipec@nki.nl
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HIPEC procedure  
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o Open ‘colosseum’ technique
o Cisplatin 100 mg/m2

• 50% at the start
• 25% after 30 min 
• 25% after 60 min 

o Heated to 42°C, min flow of 1L/min
o Sodium thiosulfate for renal protection

Prof. Gabe S. Sonke, MD, PhD – contact: ovhipec@nki.nl
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Key eligibility criteria
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Treated with interval cytoreductive surgery with residual disease <1 cm 

Newly diagnosed stage III epithelial ovarian, fallopian tube, or peritoneal cancer

At least stable disease after 3 cycles of neo-adjuvant chemotherapy

Adequate renal and bone marrow function 

No history of previous malignancy within 5 years prior to inclusion

Prof. Gabe S. Sonke, MD, PhD – contact: ovhipec@nki.nl



WJ van Driel et al. N Engl J Med 2018;378:230-240.

Kaplan–Meier Estimates of Recurrence-free Survival and 
Overall Survival.
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RFS after ten years follow-up
19

HIPEC delays recurrences

R
FS
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12.3% vs. 6.6%

10.1% vs. 6.6%

Prof. Gabe S. Sonke, MD, PhD – contact: ovhipec@nki.nl

100%

50%

0%

0         1         2         3         4         5         6          7         8        9        10
Years

CRS-HIPEC CRS

Median RFS, mo 14.3 10.7

HR (95%CI) 0.63 (0.48 – 0.83)
Stratified 

log-rank p 0.0008

CRS+HIPEC 122 (0) 70 (0) 40 (0) 24 (0) 17 (0) 15 (0) 15 (0) 9 (5) 7 (6) 7 (6) 6 (7)
CRS 123 (0) 49 (1) 17 (1) 10 (1) 9 (1) 8 (1) 8 (1) 8 (1) 5 (4) 4 (5) 3 (6)

Numbers at risk (censored)
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OS after ten years follow-up
20

HIPEC improves long-term overall survival

O
S 
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36.9% vs. 19.7%

16.1% vs. 10.9%

Prof. Gabe S. Sonke, MD, PhD – contact: ovhipec@nki.nl

100%

50%

0%

0         1         2         3         4         5         6          7         8        9        10
Years

CRS-HIPEC CRS

Median OS, mo 44.9 33.3

HR (95%CI) 0.70 (0.53 – 0.92)
Stratified 

log-rank p 0.0113

CRS+HIPEC 122 (0) 113 (0) 91 (0) 74 (0) 56 (0) 45 (0) 38 (0) 22 (8) 19 (10) 17 (10) 11 (24)
CRS 123 (0) 106 (1) 82 (1) 57 (1) 36 (1) 24 (1) 20 (1) 17 (1) 10 (5) 9 (6) 7 (15)

Numbers at risk (censored)
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Efficacy and safety of trastuzumab deruxtecan  <br />in patients with HER2-expressing solid tumors:<br />DESTINY-PanTumor02 interim results

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Efficacy endpoints: ORR, DCR and DOR

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Best Percentage Change in Target Lesion From Baseline

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Primary Endpoint: Progression-Free Survival by Investigator

No. Participants at Risk MIRV IC Chemo
Time (months)
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MIRV
(n=227)

IC Chemo
(n=226)

mPFS (95% CI) 176 (77.5) 166 (73.5)

Events, n (%) 5.62 (4.34, 5.95) 3.98 (2.86-4.47)

HR (95% CI)

p-value

Data cutoff: March 6, 2023
MIRV, mirvetuximab soravtansine; IC Chemo, investigator’s choice chemotherapy; mPFS, median progression-free survival; CI, confidence interval; HR, hazard ratio.

227MIRV 151 89 38 18 10 3 3 1 0

MIRV
(n=227)

5.62 (4.34, 5.95)

176 (77.5)

226IC Chemo 98 48 19 5 3 2 1 0

IC Chemo
(n=226)

3.98 (2.86, 4.47)

166 (73.5)

0.65 (0.52, 0.81)

<0.0001
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Patient Case Vignette
64 y/o female 

•February 2022: Laparoscopic TAH-BSO. Path: T1aN0Mo grade 
2 endometrioid carcinoma, extensive LVS, positive washings, ER 
negative. MMR-IHC: deficient.

•March 2022: Headaches. MRI brain: multiple metastasis (6). 
Gamma knife. PET: omental, pelvic and RP mets. Biopsy: g3 
carcinoma with necrosis. Treatment with pembrolizumab.

•May 2022: Repeat CT with progression
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CT SCANS
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Case Question: What would you 
recommend?

•Switch to chemotherapy given progression

•Refer to hospice

•Continue treatment with pembrolizumab

•Add lenvatinib to pembrolizumab
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CT RESULTS- FOLLOW UP
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Key Take Home Messages (4)
•New standard of care for Stage 3-4 or recurrent 
endometrial cancer (MMR deficient): Dostarlimab or 
pembrolizumab and paclitaxel and carboplatin.

•HIPEC improves 10-year OS in ovarian cancer treated 
with neo-adjuvant chemotherapy.

•Trastuzumab deruxtecan is active in cervical, 
endometrial and ovarian cancers with positive HER2 
IHC (2+ and 3+).

•Mirvetuximab improves PFS and OS in FOLR1 IHC 
positive platinum resistant ovarian cancer.


