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Durvalumab plus paclitaxel/carboplatin plus bevacizumab followed by durvalumab, bevacizumab plus olaparib maintenance among patients with newly-diagnosed advanced
ovarian cancer without a tumor BRCA1/BRCA2 mutation: Updated results from DUO-O/ENGOT-OV46/GOG-3025 Trial
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Objectives:

DUO-O (NCT03737643) met its primary endpoints at the planned interim analysis (DCO1 December 5, 2022), showing statistically significant and clinically meaningful progression-free
survival (PFS) benefits in both non-tBRCAm HRD-positive and non-tBRCAm intent-to-treat (ITT) patient populations treated with paclitaxel/carboplatin + bevacizumab + durvalumab
treatment followed by bevacizumab + durvalumab + olaparib maintenance versus paclitaxel/carboplatin + bevacizumab (Harter J Clin Oncol 2023;41:17; LBA5506). We reported
updated final PFS, interim overall survival (OS), and updated safety.

Methods:

Patients had newly diagnosed FIGO stage III or IV high-grade epithelial, non-tBRCAm advanced ovarian cancer; primary or planned interval debulking surgery; and 1 cycle of
paclitaxel/carboplatin + bevacizumab. At cycle 2, patients were randomized 1:1:1 to Arm 1 (control): paclitaxel/carboplatin + bevacizumab + durvalumab placebo (PBO) (up to 6 cycles)
followed by bevacizumab (total 15 months) + durvalumab PBO (total 24 months) + olaparib PBO (total 24 months) maintenance; Arm 2: paclitaxel/carboplatin + bevacizumab +
durvalumab followed by bevacizumab + durvalumab + olaparib PBO maintenance; or Arm 3: paclitaxel/carboplatin + bevacizumab + durvalumab followed by bevacizumab +
durvalumab + olaparib maintenance. The final descriptive PFS analyses (RECIST 1.1 per investigator) compared Arm 3 versus Arm 1 in the non-tBRCAm HRD-positive and
non-tBRCAm ITT populations. Secondary endpoints of PFS in Arm 2 versus Arm 1 (non-tBRCAm ITT) and OS were formally tested per the pre-defined multiple testing procedure
(MTP).

Results:

A total of 1,130 patients were randomized: 378 Arm 1, 374 Arm 2, and 378 Arm 3. At this updated PFS analysis (DCO2 September 18, 2023), a sustained improvement was observed for
Arm 3 versus Arm 1 in the non-tBRCAm HRD-positive population: HR 0.46 (95% CI: 0.33-0.65), with a median (m)PFS of 45.1 versus 23.3 months, and PFS rate at 24 months of
72.9% versus 46.5%, respectively, and for Arm 3 versus Arm 1 in the non-tBRCAm ITT population: HR 0.61 (95% CI: 0.51-0.73), with mPFS of 25.1 versus 19.3 months, and PFS rate
at 24 months of 53.0% versus 33.2%, respectively. A PFS benefit continued to be observed for Arm 3 versus Arm 1 in the HRD-negative population (HR: 0.68; 95% CI: 0.54—0.85).
Similar to DCO1, a numerical improvement in PFS was shown for Arm 2 versus Arm 1 (non-tBRCAm ITT), but statistical significance was not reached in this final PFS analysis (Table).
The interim OS analysis for Arm 3 versus Arm 1 was not statistically significant in the non-tBRCAm ITT population (HR: 0.95; 95% CI: 0.76-1.20; P=0.68; 39% maturity); however, a
positive OS trend was noted in the non-tBRCAm HRD-positive population (23% maturity); no further testing was performed per MTP (Table). Safety was broadly consistent between
DCO1 and DCO2.

Conclusions:

Paclitaxel/carboplatin + bevacizumab + durvalumab treatment followed by bevacizumab + durvalumab + olaparib maintenance continued to demonstrate improvement in PFS in the non-
tBRCAm ITT, and both HRD subgroups versus control, with the longest mPFS of 45.1 months seen in the non-tBRCAm HRD-positive population, and an associated favorable OS trend.
Safety was generally consistent with the known profiles of each agent.




Arm1 Arm2 Arm3
(controlarm) | (durvalumabarm) | (durvalumab + olaparib arm)
PC + B PC+B+D PC+B +D+ O mtx

Non-tBRCAm ARD-positive:

PFS events, n/N (%) 94/143 (65.7) | 89/148 (60.1) 571140 (40.7)

Median PFS, mo 233 251 451

HR (95% CI)™= 0.89 (0.67-1.19) 0.46 (0.33-0.65)

24 mo PFS, % 465 50.9 729

0S events, n/N (%) 35/143 (24.5) | 24/148 (16.2) 30/140 (21.4)

Median OS, mo NR NR NR

HR (95% CI)™= 0.69 (0.41-1.15) 0.84 (0.51-1.37)

24 mo 0S, % 88.6 91.7 965.4
Non-tBRCAmITT

PFS events, niN (%) 283/378 (74.9) | 2571374 (68.7) 221/378 (58.5)

Median PFS, mo 19.3 206 251

HR (95% CI)™= 0.87 (0.74-1.03) 0.61(0.51-0.73)

P=0.11¢

24 mo PFS, % 332 387 53.0

0S events, n/N (%) 150/378 (39.7) | 1371374 (36.6) 145/378 (38.4)

Median OS, mo 43.0 NR 435

HR (95% CI)™ 0.92 (0.73-1.16) 0.95 (0.76-1.20)

P=0.687

24 mo 0S, % 79.8 81.2 83.3
HRD-negative*

PFS events, niN (%) 1731216 (80.1) | 152/199 (76.4) 1441211 (68.2)

Median PFS, mo 175 15.4 211

HR (95% CI)™ 0.92 (0.74-1.14) 0.68 (0.54-0.85)

24 mo PFS, % 26.1 30.9 41.1

0S events, n/N (%) 103/216 (47.7) | 103/199 (51.8) 101/211 (47.9)

Median OS, mo 396 379 411

HR (95% CI)™ 1.05 (0.80-1.38) 0.99 (0.76-1.31)

24 mo 0S, % 76.9 73.0 76.4

*Determined using the Myriad MyChoice® CDx assay: non-mm
242; HRD-negative defined as a GIS <42.

Vs Arm1.

*HR and Cl| were estimated froma stratified Cox proportional hazards medel (stratified by the timing
and outcome of cytoreductive surgery[non-tBRCAm HRD-positive population] or by the timing and
outcome of cytoreductive surgeryand gecgraphic region [non-tBRCAm MT population]).

Testing boundary: two-sided P<0.0248.

'HR and C| were estimated froman unstratified Cox proportional hazards model.

TTesting boundary: two-sided P<0.0104.

B, bevacizumab; Cl, confidence interval; D, durvalumab; GIS, genomic instability score; HR, hazard
ratio; HRD, homologous recombination repair deficiency; T, intent to treat; mo, months; mtx,
maintenance; NR, not reached; O, olaparib; OS, overallsurvival, PC, paclitaxelcarboplatin; PFS,
progression-free survival; tBRCAm, tumor BRCA1/BRCA2 mutation.
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Overall survival with camrelizumab plus famitinib versus camrelizumab alone and investigator's choice of chemotherapy for recurrent or metastatic cervical cancer
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Objectives:

In the randomized, double-blind, placebo-controlled phase III NORA trial (NCT03705156) among patients with platinum-sensitive recurrent ovarian cancer (PSROC), niraparib
maintenance therapy using an individualized starting dose (ISD) demonstrated a significant improvement in progression-free survival (PFS) at the primary analysis and a favorable trend
in overall survival (OS) at an interim analysis, irrespective of germline BRCA mutation (gBRCAm) status. In contrast, an inconsistent OS trend was observed among patients without



