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Schematic adapted from Wan JCM, McGranahan N, Swanton C. Charting intratumor heterogeneity from bench to bedside. Nat Cancer 2026 (Fig. 1)
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Neoadjuvant
therapy"™a’
(category 1)

and

Genetic risk
evaluation and
germline and
somatic testing
(if not previously
done)f!g!h!k

Prospective trials have shown that three cycles of
platinum-based neoadjuvant ChT (NACT) followed by ICS
and completion of ChT was not inferior to PCS followed by
ChT in patients with advanced bulky stage IlIC or IV disease,
for whom complete resection at primary surgery is unlikely
or extensive surgery is not tolerable due to frailty or other
significant comorbidities.”** In all neoadjuvant trials,
however, the PFS and OS were lower than in primary sur-
gery trials. Due to the limitations of randomised NACT trials,
it is not yet determined whether NACT and ICS could be an
option for patients for whom complete resection at primary
surgery seems feasible. This is being addressed in the
TRUST/ENGOT-0V33/Arbeitsgemeinschaft  Gyndkologische
Onkologie (AGO)-OVAR OP.7 trial (NCT02828618).
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Before TRUST: what the earlier trials could not answer
Poor survival — 0] NACT-ICS vs PCS 2Z¢| A|8iE9| H|stH
Median OS H|

B PCS NACT-ICS

60
54.3
49.0 48.3
44.3 430
41.0
40
30.0
6 24.1
20
0
EORTC55971 CHORUS JCOG0602 SCORPION TRUST

EORTC55971 2010 - CHORUS 2015 - JCOG0602 2016/2020 - SCORPION 2020 - TRUST 2025 ASCO
Adapted from Shi T, et al. J Gynecol Oncol 2025;36(5):e132, Table 1.
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Before TRUST: what the earlier trials could not answer
Poor survival — 0]% NACT-ICS vs PCS 2Zte| AJ8IE 9| N|stH™

EORTC CHORUS

No of pts 2 MHENE (CGR)
EORTC 19.7% - CHORUS 15.3% — PDS 20| RLHZ &l £42
CHESHR| =&

Median age

FIGO Stage IV ME| Q1559 BLIEY oS - £&AI7F 120-165E

331 min 180 min 120 min
Duration of surgery O|&HQl 2txj2
284 min 165 min 120 min PS 2 0|4 I8t (CHORUS 20%) - serous 62—73%

Complete gross 70% 19% 17%
resection 84% 51% 39%

EORTC55971 2010 - CHORUS 2015 - JCOG0602 2016/2020 - SCORPION 2020 - TRUST 2025 ASCO
Adapted from Shi T, et al. J Gynecol Oncol 2025;36(5):e132, Table 1.
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TRUST Study Design AGO

Primary endpoint
¢ Qverall survival

Main Inclusion Criteria Primary Cytoreductive Surgery

» Epithelial ovarian, fallopian tube
or peritoneal cancer

Key secondary endpoints
* Progression-free survival

* Complete resection rate

+ Surgical procedures

» Surgical morbidity

*  Quality of life

« FIGO stage IlIB/C, IVA/B
* Considered resectable
» Fit enough to tolerate radical

surgery .
Neoadjuvant Chemotherapy
+ Predefined exploratory and
Stratification factors Interval Cytoreductive Surgery translational endpoints
« Center
* Age-ECOG-combination
ECOGO and age <65y vs. Recommended systemic treatment:
ECOG>0 or age >65y + Carboplatin AUC5, Paclitaxel 175mg/m2 q3w
Qualification process for participating * Bevacizumab 15mg/kg q3w as indicated
centers to ensure surgical quality * PARPiI as indicated
 Study participation or any other treatment
as long as applicable for both study arms
2025 ASCO presenTED BY: Sven Mahner, MD Sven.Mahner@med.uni-muenchen.de ASCO AMERICAN SCCIETY OF
ANNUAL MEETING s property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER
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TRUST Results: Overall Survival (ITT)
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NACT-ICS
(n=343)

223 (65.0%)

0.89 (0.74-1.08); p=0.24

48.3 (43.6-55.9)

OS probability
o
3

Median follow-up for OS: 74.6 mos, IQR: 67.1-83.6 mos (63% maturity)
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TRUST Results: Prespecified Exploratory Subgroup Analysisgﬁgg}

Complete Gross Resection in All FIGO Stages

PCS NACTACS PCS NACT-ICS
PFS PES (n=235) (n=271) oS = (n=235) (n=271)
1.00 1 Events, n (%) 137 (58.3%) 199 (73.4%) 1.00 7 Events, n (%) 126 (53.6%) 167 (61.6%)
HR (95% Cl) 0.69 (0.56; 0.86) p=0.0009 HR (95% Cl) 0.80 (0.63; 1.00) p=0.0521
Median (95% Cl), months ~ 27.9 (23.2;32.0) 21.8 (19.3; 24.5) Median (95% Cl), months ~ 67.0 (56.2; 75.9) 55.0 (47.5; 62.5)
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0.00 T T T . y - . . - - -
0 6 12 18 24 30 36 42 48 54 60 66 72
Time (months) Time (months)
Number at Risk
44 21 10

=— 235 223 219 206 193 181 172 160 145 132 120 102 61
— 271 268 260 247 221 204 181 165 144 130 117 94 59 37 23 5

Sven.Mahner@med.uni-muenchen de ASCO AMERICAN SOCiETY OF
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Number at Risk
- 235 210 175 139 108 89 65 45 34 22 18 12 6
- 271 261 221 151 100 68 46 33 22 12 9 7
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TRUST: What was actually shown
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TRUST: What was actually shown

But every curve points the same way: 2gkd 9| zty

PFS oS RO subgroup
22.2vs 19.7 54.3vs 48.3 55% vs 46%
months (PCSvs ICS) months (PCS vs NACT-ICS) 5-year OS (PCS vs NACT-ICS)
HR 0.80 (0.66-0.96) HR 0.89 (0.74-1.08) PCS ¢
p=0.02 p=0.24 exploratory
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TRUST Results: Surgical Effort and Outcome AGO':

STUDY GROUP .o

Procedure®, N (%) s seumenco oraueime sugen; snayzes s ot PCS (n=331) NACT-ICS (n=328)
Median duration of surgery, minutes (IQR) 331 (253-432) 284 (213-360)
Median blood loss, mL (IQR) 500 (300-800) 400 (200-600)
Mean number of RBC units transfused (SD) 0.9 (1.5) 0.6 (1.1)
Upper abdominal procedures 263 (79%) 221 (67%)
Splenectomy 91 (27%) 42 (13%)
Intestinal resections 224 (68%) 123 (38%)
Colorectal resection 187 (56%) 95 (29%)
Large bowel resection 135 (41%) 74 (23%)
Small bowel resection 70 (21%) 33 (10%)
Stoma formation (temporary or permanent) 66 (20%) 27 (8.2%)
Chest procedures 63 (19%) 35 (11%)
Pericardiophrenic nodes 33 (10%) 15 (4.6%)
Open assessment of the pleura 47 (14%) 23 (7.0%)
Pleurectomy 15 (4.5%) 5 (1.5%)
Complete resections in operated patients (70%) (85%)
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TRUST Results: Exploratory Subgroup Analysis AD%O 3
Patients with Significant Pleural Effusion/Carcinomatosis at Baseline

Image generated with ChatGPT 5/2026
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TRUST Results: Exploratory Subgroup Analysis
Patients with Significant Pleural Effusion/Carcinomatosis at Baseline

PFS

PFS

PCS

(n=47)

1.00 1

HR (95% Cl)

Events, n (%)

Median (95% CI), months

35 (74.5%)
1.43 (0.91; 2.25) p=0.12

13.6 (9.5; 20.5)

NACT-ICS

43 (79.6%)

(n=54)

17.5 (14.9; 21.2)

0.751

PFS probability
o
3

0.251
0.00 T T T T T T T T T T - . -
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Number at Risk
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(n=47)
41 (87.2%)
1.32 (0.85; 2.03) p=0.21

Events, n (%)
HR (95% ClI)
Median (95% CI), months

28.7 (17.4; 38.0)

@ L
@
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GO %
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STUDY GROUP @

NACT-ICS
(n=54)

41 (75.9%)

33.2 (29.6; 43.8)

PCS: primary cytoreductive surgery
ICS: interval cytoreductive surgery
NACT: neoadjuvant chemotherapy

0.251
T e
0.00 T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time (months)
Number at Risk
-47 39 32 29 28 22 17 15 1 1 8 6 5 4 1 1
-=54 51 49 45 37 31 21 18 17 15 13 8 3 3 1 0
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TRUST Results: Exploratory Subgroup Analysis ﬁ‘ﬁ@
Patients without Significant Pleural Effusion/Carcinomatosis at Baseline **-*"

PFS PFS (23} N hos0) 0S os (n=298) N 288)
1.00 Events, n (%) 186 (62.4%) 210 (72.7%) 1.00 Events, n (%) 169 (56.7%) 182 (63.0%)
HR (95% Cl) 0.76 (0.63; 0.93) p=0.0075 HR (95% Cl) 0.85 (0.69; 1.04) p=0.12
Median (95% Cl), months ~ 62.3 (53.7; 68.0) 52.4 (46.2; 59.4)

Median (95% Cl), months ~ 23.9 (21.1; 27.9) 21.2 (18.1; 22.3)

PCS: primary cytoreductive surgery
ICS: interval cytoreductive surgery

0.751
NACT: neoadjuvant chemotherapy

0.751

PFS probability
2
OS probability
o
3

0.25 - 0.25-
0.00 T T T T T T T T T T T T T 0.00 T T T T T T T T T T T T r T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time (months) Time (months)
Number at Risk Number at Risk
—298 259 213 164 119 95 69 49 37 25 19 13 6 2 —298 281 270 253 237 220 207 191 169 151 139 118 75 55 30 12
12 9 6 1 0 -289 274 262 247 224 211 188 167 145 130 116 95 67 39 25 8
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Survival Probability

TRUST Results:

Prespecified Exploratory Subgroup Analysis by Residual Disease

PFS
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The paradox of complete resection
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PCS 70%

in operated patients

ICS 85%

in operated patients
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Does anything change after TRUST?
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Does anything change after TRUST?
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Summary
Does anything change after TRUST?
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Diaphragmatic peritonectomy and full-thickness resection
(BHe SarER U HE FH)

Liver mobilization, porta hepatis clearance, cholecystectomy
(2t EF2]- ZHE HE] - EHET))

Lesser omentectomy and lesser sac dissection
(2L EA G lesser sac Et2|)

Splenectomy * distal pancreatectomy
HIZEA + FIHEA)

Retroperitoneal lymphadenectomy, including suprarenal nodes

(F20 YTWER| (LULE T

Total omentectomy
(CHEA))
Bowel resection and excision of mesenteric nodules

(FEN A gt ZE 2H)

Pelvic peritonectomy with en bloc rectosigmoid resection
(FE =2UEH - YA ZZE)

SAH st= 20| ofLjz}, gHSS AL = A

What the surgeon/team must be able to do

Diaphragm

@z

Liver - |

porta hepatis
(2t 2HE)

Greater
omentum

(CH'E)

Pelvis -
rectosigmoid

oofl A 2T E Aol 2R
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Lesser omentum -
lesser sac

)

Spleen -
pancreatic tail

(HI% - 0|8

Retroperitoneal
nodes

LT3

Bowel -
mesentery
(% - 2

A
T=

Fotopoulou C, et al. ESGO guidelines for the peri-operative management of advanced ovarian cancer patients undergoing debulking surgery. Int J Gynecol Cancer 2021;31:1199-206
Querleu D, et al. Int J Gynecol Cancer 2016;26:1354-63 - Fotopoulou C, et al. Int J Gynecol Cancer 2020;30:436-40 - Horowitz NS, et al. J Clin Oncol 2015;33:937-43 - Aletti GD, et al. Am J Obstet Gynecol 2007;197:676.e1-7
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