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SERENA-6: Camizestrant + CDK4/6i for emergent ESR1 mutations during 1L endocrine 
based therapy and before disease progression in HR+ HER2- mBC
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{ǘǳŘȅ 5ŜǎƛƎƴΥ aǳƭǘƛŎŜƴǘŜǊΣ ǊŀƴŘƻƳƛȊŜŘΣ ŘƻǳōƭŜπōƭƛƴŘ ǇƘŀǎŜ LLL ǘǊƛŀƭSelect Baseline Characteristics

ASCO 2025 Abstr. LBA4; Bidard NEJM June 1, 2025 epub 

Å ER+/HER2- advanced 
breast cancer 

Å җс Ƴƻ ƻŦ м[ !L Ҍ /5Yпκсƛ 
(palbociclib, ribociclib, or 
abemaciclib)

Å ctDNA-detected ESR1m 
Å No evidence of disease 

progression
Å ECOG PS 0 -1

(N = 315*)

*Study population derived from 3256 patients screened for ESR1m during 1L AI + CDK4/6i.

Camizestrant 75 mg QD + 
Continued CDK4/6i +      

AI placebo 
 (n = 157) 

Continued AI (anastrozole 
or letrozole) + 

Continued CDK4/6i + 
Camizestrant placebo 

(n = 158)

Stratified by visceral disease (yes vs no); ESR1m detection 
(at first test vs later test); time since start of CDK4/6i + AI 
όғму Ǿǎ җму mo); CDKi (palbociclib vs ribociclib vs 

abemaciclib)

tǊƛƳŀǊȅ ŜƴŘǇƻƛƴǘΥ tC{ ōȅ ƛƴǾŜǎǘƛƎŀǘƻǊ όw9/L{¢ ǾмΦмύ
{ŜŎƻƴŘŀǊȅ ŜƴŘǇƻƛƴǘǎΥ tC{нΣ h{Σ ǎŀŦŜǘȅΣ twhǎ

/ƘŀǊŀŎǘŜǊƛǎǘƛŎ
Cami + CDK4/6

(n = 157)
AI + CDK4/6i

(n = 158)

Median age, yr (range) 61.0 (29-81) 60.5 (35-89)

Visceral metastasis, n (%) 66 (42) 71 (45)

Time since start of AI + CDK4/6i
Åҗму mo, n (%)
Å<18 mo, n (%)
ÅMedian, mo (range)

97 (62)
60 (48)

23 (7-96)

100 (63)
58 (37)

23 (6-96)

Time of ESR1m detection
ÅAt first test, n (%)
ÅAt subsequent test,* n (%)
ÅMedian, mo (range)

84 (54)
73 (47)

22 (4-95)

84 (53)
74 (47)

22 (6-96)

Most common ESR1m, n (%)
ÅD538G
ÅY537S
ÅY537N

70 (45)
61 (39)
29 (19)

82 (52)
60 (38)
25 (16)

CDK4/6i continued at randomization, n (%)
ÅPalbociclib
ÅRibociclib
ÅAbemaciclib

119 (76)
24 (15)
14 (9)

119 (75)
23 (15)
16 (10)

*Subsequent tests performed every 2-3 mo after first test.

* Plenary Session 
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Primary Endpoint: Progression-Free Survival 

ASCO 2025 Abstr. LBA4; Bidard NEJM June 1, 2025 epub 

Outcome
Cami + CDK4/6i

(n = 157)
AI + CDK4/6i

(n = 158)

PFS events 71 100

Median PFS, mo (95% CI) 16.0 (12.7-18.2) 9.2 (7.2-9.5)

Adjusted hazard ratio (95% CI) 0.44 (0.31-0.60); P <.00001

SERENA-6: Camizestrant + CDK4/6i for emergent ESR1 mutations during 1L endocrine 
based therapy and before disease progression in HR+ HER2- mBC

tǊƻƎǊŜǎǎƛƻƴπCǊŜŜ {ǳǊǾƛǾŀƭ ōȅ {ǳōƎǊƻǳǇ 
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Switching to camizestrant with continuation of CDK4/6i 
guided by ctDNA improves PFS and should be a new 
ǘǊŜŀǘƳŜƴǘ ǎǘǊŀǘŜƎȅΧƴƻǘ ȅŜǘ C5! ŀǇǇǊƻǾŜŘ

Secondary Endpoints

SERENA-6: Camizestrant + CDK4/6i for emergent ESR1 mutations during 1L endocrine 
based therapy and before disease progression in HR+ HER2- mBC

ASCO 2025 Abstr. LBA4; Bidard NEJM June 1, 2025 epub 

{ŀŦŜǘȅ

Adjusted HR: 0.52 (0.33 ς 0.81)
P=0.0038

Cami + 
CDK4/6i
(n = 157)

AI + CDK4/6i
(n = 158)

Adjusted 
HR (95% CI)

Median TTD in global 
health status/QoL, mo 
(95% CI)

(n = 107)
23.0 (13.8-NE)

(n = 95)
6.4 (2.8-14.0)

0.53 
(0.33-0.82)

P <.001

Time to deterioration in global health status/quality of life (EORTC QLQ-C30)

Second progression-free survival (PFS2)
Outcome

Cami + CDK4/6i
(n = 155)

AI + CDK4/6i
(n = 155)

Any AE, n (%)
Å DǊŀŘŜ җо

145 (94)
93 (60)

135 (87)
71 (46) 

Any Serious AE, n (%) 16 (10) 19 (12)

Any AE leading to discontinuation, n (%)
Å Camizestrant/AI
Å CDK4/6i
Å Both camizestrant/AI and CDK4/6i

2 (1)
2 (1)
1 (1) 

3 (2)
2 (1)
2 (1)

Median treatment exposure, mo
Å Camizestrant/AI
Å CDK4/6i

10.1
9.8

6.3
6.1

Mean relative dose intensity, %
Å Camizestrant/AI
Å CDK4/6i

99.6
98.8

99.7
99.5

Å Incidence rates of neutropenia were similar between treatment arms 
when adjusted for exposure time
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Study Design: global, randomized phase 3 study Primary Endpoint: PFS by BICR

ASCO 2025 Abstr. 1008 

DESTINY-Breast09: Phase 3 T-DXd ± Pertuzumab vs Pertuzumab + Trastuzumab + Taxane 
in HER2+ mBC  όLƴǘŜǊƛƳ ŀƴŀƭȅǎƛǎύ

T-DXd 5.4 mg/kg q3w +
Pertuzumab

(n=383)

Taxane + 
Pertuzumab + Trastuzumab  (TCP)Ϟ

(n=387)
 

Å I9wнҌϝ όLI/оҌ ƻǊ L{IҌύ 
ŀŘǾŀƴŎŜŘ ƻǊ Ƴ./

Å bƻ ǇǊŜǾƛƻǳǎ ŎƘŜƳƻ ƻǊ 
I9wнπǘŀǊƎŜǘŜŘ ǘƘŜǊŀǇȅ ŦƻǊ 
ŀŘǾŀƴŎŜŘ ƻǊ ƳŜǘŀǎǘŀǘƛŎ 
ŘƛǎŜŀǎŜ 

Å tǊŜǾƛƻǳǎ ŎƘŜƳƻκI9wнπ
ǘŀǊƎŜǘŜŘ ǘƘŜǊŀǇȅ ŀƭƭƻǿŜŘ ƛƴ 
ƴŜƻŀŘƧǳǾŀƴǘ ǎŜǘǘƛƴƎ ƛŦ Ҕс Ƴƻ 
ŦǊƻƳ ƳŜǘŀǎǘŀǘƛŎ ŘƛǎŜŀǎŜ 
ŘƛŀƎƴƻǎƛǎ

Å hƴŜ ǇǊƛƻǊ ƭƛƴŜ ƻŦ 9¢ ŦƻǊ Ƴ./ 
ǇŜǊƳƛǘǘŜŘ

Å !ǎȅƳǇǘƻƳŀǘƛŎκƛƴŀŎǘƛǾŜ 
ōǊŀƛƴ ƳŜǘǎ ŀƭƭƻǿŜŘ

Å 9/hD t{ лκм
όb Ґ ммртύ

T-DXd 5.4 mg/kg q3w
(Blinded until final PFS analysis)

(n=387)

Primary endpoint: PFS by BICR (per RECIST 1.1) up to 5 yr
Secondary endpoints: PFS by investigator, OS, ORR (BICR and investigator), DoR (BICR 
and investigator), PFS2, safety

*Locally assessed and prospectively centrally confirmed.
ϞLƴǾŜǎǘƛƎŀǘƻǊΩǎ ŎƘƻƛŎŜΥ ŘƻŎŜǘŀȄŜƭ ƻǊ ǇŀŎƭƛǘŀȄŜƭ L±Φ
Concurrent use of ET (AI or tamoxifen) was allowed for those with HR positive disease after six 
cycles of T-DXd or discontinuation of taxane in the THP arm 
Note: ~50% had de novo metastatic disease in each arm

Stratified by de novo vs  recurrent mBC
HR+ or HR-; PIK3CAm detected vs non-detected

Hazard Ratio (95% CI)PFS by Subgroup Analysis

ҟ моΦу ƳƻƴǘƘǎ



DESTINY-Breast09: Phase 3 T-DXd ± Pertuzumab vs Pertuzumab + Trastuzumab + Taxane 
in HER2+ mBC  όLƴǘŜǊƛƳ ŀƴŀƭȅǎƛǎύ

KEYDATA
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ASCO 2025 Abstr. 1008

Secondary Endpoint: confirmed ORR

PFS2 defined as the time from randomization to second progression (earliest progression event following first subsequent therapyύ ƻǊ ŘŜŀǘƘΦ 
Patients may have received more than one type of therapy; patients may have received trastuzumab and pertuzumab concurrently.

Secondary Endpoint: PFS2

онΦп҈ ƻŦ ǇŀǘƛŜƴǘǎ ƛƴ ǘƘŜ ¢π5·Ř Ҍ t ŀǊƳ ŀƴŘ псΦу҈ ƻŦ ǇŀǘƛŜƴǘǎ ƛƴ ǘƘŜ ¢It ŀǊƳ 
ǇǊƻŎŜŜŘŜŘ ǘƻ ǊŜŎŜƛǾŜ н[ ǘƘŜǊŀǇȅ ŀŦǘŜǊ ǘǊŜŀǘƳŜƴǘ ŘƛǎŎƻƴǘƛƴǳŀǘƛƻƴ
ÅwŜŎŜƛǾŜŘ I9wнπŘƛǊŜŎǘŜŘ ǘƘŜǊŀǇƛŜǎΥ ммм όнф҈ύ ƻƴ ¢π5·Ř Ҍ t ŀǊƳ Ǿǎ мсс 
όпнΦф҈ύ ƻƴ ¢It ŀǊƳ

ÅwŜŎŜƛǾŜŘ ŎƘŜƳƻǘƘŜǊŀǇȅΥ су όмтΦу҈ύ ƻƴ ¢π5·Ř Ҍ t ŀǊƳ Ǿǎ рт όмпΦт҈ύ ƻƴ ¢It 
ŀǊƳ

ÅwŜŎŜƛǾŜŘ ŜƴŘƻŎǊƛƴŜ ǘƘŜǊŀǇȅΥ мф όр҈ύ ƻƴ ¢π5·Ř Ҍ t ŀǊƳ Ǿǎ мо όоΦп҈ύ ƻƴ ¢It 
ŀǊƳ

Median total treatment duration:
Å T-DXd + P: 21.7 mo (range .3 to 44.5)
Å THP: 16.9 mo (range 0.7 to 41.7 ) 

Median treatment duration for taxanes: 
Å Docetaxel: 5.5 mo (range .7 to 37.4); median 8 cycles
Å Paclitaxel: 4.4 mo (range 0.2 to 3.7 ); median 6 cycles

Note Secondary Endpoint: OS - Immature, trend favoring  T-DXD + P

Median duration of 
response:
Å T-DXd + P: 39.2 mo
Å THP: 26.4 mo

Remaining in Response at 
24-mo:
Å T-DXd + P: 73.3%
Å THP: 54.9%

Stable disease:
Å T-DXd + P: 9.9%
Å THP: 14.5%



DESTINY-Breast09: Phase 3 T-DXd ± Pertuzumab vs Pertuzumab + Trastuzumab + Taxane 
in HER2+ mBC  όLƴǘŜǊƛƳ ŀƴŀƭȅǎƛǎύ

KEYDATA
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The combination of T-DXD plus pertuzumab has 
the potential to be a new first-line standard of 

care for patients with HER2+ mBCΧ ƴƻǘ ȅŜǘ C5! 
ŀǇǇǊƻǾŜŘΧ

Safety

Safety Summary
T-DXd + P
(n = 381)

THP
(n = 382)

Total exposure, patient-yr 659.7 564.0

Any TEAE, n (%) 380 (99.7) 378 (99.0)

Possible TEAE (by INV), n (%)
Å DǊŀŘŜ җо

373 (97.9)
209 (54.9)

369 (96.6)
200 (52.4)

Serious TEAE, n (%) 103 (27.0) 96 (25.1)

TEAE management/outcomes, n (%)
Å Treatment discontinuation
Å Dose interruptioduction
Å Death
ς Possible TRAE (by INV)*

79 (20.7)
262 (68.8)
175 (45.9)
13 (3.4)
5 (1.3)

108 (28.3)
187 (49.0)
76 (19.9)
3 (0.8)
1 (0.3)

!{/h нлнр !ōǎǘǊΦ мллу

Event
T-DXd + P
(n = 381)

THP
(n = 382)

Adjudicated drug related ILD/pneumonitis, any
Å Grade 1
Å Grade 2
Å Grade 3
Å Grade 4
Å Grade 5

мнΦм҈
пΦр҈
тΦм҈
---
---
лΦр҈

1%
2%

0.5%
---
---
---

Left ventricular dysfunction, any
Å Grade 1
Å Grade 2
Å Grade 3
Å Grade 4
Å Grade 5

11%
1%

7.9%
1.8%
0.3%
---

7.1%
0.3%
5.0%
1.8%
---
---



CLEOPATRA
THP

PATINA
TH±P Ą Palbo + anti-HER2 + ET

DESTINY-Breast09
T-DXd + Pertuzumab

Current Approved SoC Not yet FDA approved

Å No prior chemotherapy or biological 
treatment for metastatic disease

Å 6-8 cycles of treatment including 
trastuzumab with or without 
pertuzumab and taxane/vinorelbine

Å Completion of induction chemotherapy 
and no evidence of disease progression 
(CR, PR, or SD)

Å No previous chemo or HER2-targeted 
therapy for advanced or metastatic 
disease 

Å Previous chemo/HER2-targeted therapy 
allowed in neoadjuvant setting if >6 mo 
from metastatic disease diagnosis

Å One prior line of ET for mBC permitted

Pertuzumab + 
trastuzumab + 

docetaxel 
(n=402)

Placebo+ 
trastuzumab + 

docetaxel 
(n=406) 

Palbociclib +
trastuzumab ± 
pertuzumab + 

endocrine therapy
(n=261)

Placebo +
trastuzumab ± 
pertuzumab + 

endocrine therapy
(n=261)

T-DXd+
pertuzumab

(n=383)

Taxane + 
pertuzumab + 

ǘǊŀǎǘǳȊǳƳŀō  ό¢/tύϞ
(n=387)

Medium follow-up: 
99.9 months 98.7 months Medium follow-up: 52 months Medium follow-up: 29.2 months 

mPFS: 18.7 12.4 months ƳtC{Υ ппΦо 29.1 months mPFS: 40.7 26.9 months

mOS: 57.1      40.8 months Not evaluable                    тт ƳƻƴǘƘǎ
(OS immature)       

3-year OS rate:   87.0%        Ǿǎ        упΦт ҈

Not calculable                  Not calculable
HR 0.84 (OS immature)

8-year landmark PFS rates: 16% vs 10%

8-year landmark OS rate: 37%      vs       23%

HR: 0.74 (0.58 ς 0.94); P = 0.0074 HR: 0.56 (0.44 ς 0.71); P = 0.00001

© 2025 Cornerstone Specialty Network. All rights reserved.
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DESTINY-Breast06: Exploratory biomarker analysis of trastuzumab deruxtecan (T-DXd) vs 
TPC in HER2-low or ultralow HR+ mBC

KEYDATA
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Study Design: randomized, multicenter, open-ƭŀōŜƭ tƘŀǎŜ о ǎǘǳŘȅ 

Clinical outcomes in biomarker-evaluable and ITT populations

ASCO 2025 Abstr. 1013 

Primary endpoints: PFS (BICR) in HER2-low
Key secondary endpoints: PFS (BICR) in ITT (HER2-low + ultralow); OS in HER2-
low; OS in ITT (HER2-low + ultralow); PFS2 (investigator): second progression-
free survival / time from randomization to second progression or death
Exploratory Endpoint: Biomarkers

ÅHR+ mBC
ÅHER2-ƭƻǿ όLI/ мҌ ƻǊ LI/ нҌκL{Iҍύ ƻǊ 

HER2-ultralow (IHC 0 with membrane 
staining)*
ÅChemotherapy naïve in the mBC 

setting
ÅPrior lines of therapy:
Åҗн ƭƛƴŜǎ ƻŦ 9¢ ± targeted therapy 

for mBC OR 
Å1 line for mBC AND progression Җс 

months of starting first-line ET + 
CDK4/6i OR 
ÅwŜŎǳǊǊŜƴŎŜ Җнп ƳƻƴǘƘǎ ƻŦ ǎǘŀǊǘƛƴƎ 

adjuvant ET
(HER2-Low = 713; HER2-ultralow = 153)

T-DXd
5.4 mg/kg q3w

(n=436)

Stratified by Prior CDK4/6i use (yes vs no); HER2 
ŜȄǇǊŜǎǎƛƻƴ όLI/ мҌ Ǿǎ LI/ нҌκL{Iҍ Ǿǎ LI/ л ǿƛǘƘ 

membrane staining); Prior taxane in the non-metastatic 
setting (yes vs no)

R 
1:1

TPC
Options: capecitabine, 

nab-paclitaxel, 

Paclitaxel

(n=430)

Overall
Biomarker-evaluable 
population (n=625)

ITT population
(N=866)

T-DXd
(n=318)

TPC
(n=307)

T-DXd
(n=436)

TPC
(n=430)

mPFS, mos 
(95% CI)

13.9
(12.3 ς 15.4)

8.2
(6.9 ς 9.5)

13.2
(12.0 ς 15.2)

8.1 
(7.0 ς 9.0)

HR (95% CI) 0.63 (0.52 ς 0.76) 0.64 (0.54 ς 0.76)

Confirmed ORR, 
% (95% CI)

59.4
(53.8 ς 64.9)

33.9 
(28.6 ς 39.5)

57.3
(52.5 ς 62.0)

31.2
(26.8 ς 35.8)

Å Blood samples at baseline, ctDNA via GuardantOMNI
Å Biomarker evaluable population:

Å PIK3CA, AKT1, ESR1 and BRCA1/2 mutations investigated
Å PI3K/AKT pathway mutation in 45% of patients
Å ESRI mutation in 51.5% of patients
Å BRCA1/2 in 7.7% of patients
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PFS (BICR) by baseline mutation status

T-DXD is an effective treatment strategy regardless of mutational status for HR+, HER2-low or ςultralow mBC  after prior 
endocrine-based therapy

Confirmed ORR (BICR) by baseline mutation status

Wild type Mutant

T-DXd TPC T-DXd TPC

ESR1 
mutation

status

mPFS, mos 
(95% CI)

15.2
(12.3 ς 17.3)

8.1 
(6.9 ς 9.6)

11.3 
(9.8 ς 13.5)

7.0 
(5.6 ς 9.3)

HR (95% CI) 0.59 (0.44 ς 0.79) 0.64 (0.49 ς 0.83)

BRCA1/2 
mutation

status

mPFS, mos 
(95% CI)

12.9
(10.9 ς 14.5)

8.2 
(6.9 ς 9.6)

21.4
(15.2 ς NE)

5.6
(4.1 ς 6.9)

HR (95% CI) 0.69 (0.56 ς 0.85) 0.14 (0.05 ς 0.33)

PI3K/AKT
Pathway 
mutation 

status

mPFS, mos 
(95% CI)

13.1
(11.1 ς 15.4)

8.1 
(6.8 ς 9.6)

13.2
(9.9 ς 15.5)

7.1 
(6.0 ς 9.5)

HR (95% CI) 0.61 (0.47 ς 0.79) 0.65 (0.48 ς 0.87)

DESTINY-Breast06: Exploratory biomarker analysis of trastuzumab deruxtecan (T-DXd) vs 
TPC in HER2-low or ultralow HR+ mBC

PFS2 (investigator) by baseline mutation status
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Powell CA et at., ESMO Open 2022; Rugo H et ESMO Open 2022 
ASCO 2025 Abstr. 1015

Treatment rechallenge after trastuzumab-deruxtecan related ILD

Retrospective real-world study of patients treated with T-DXd for any cancer type  at 5 US institutions from 2017 - 2024

44 patients with 
Grade 1 ILD were 

rechallenged

59 patients with 
Grade 1 ILD eligible 

for rechallenge

15 patients with 
Grade 1 ILD were 
NOT rechallenged

26 rechallenged 
after CT confirmed 
improvement of ILD

18 rechallenged 
before CT 
confirmed 

improvement of ILD

Out of 1,476 patients treated with T-DXd, 
143 (9.7%) developed any grade ILD 

75% of patients with 
Grade 1 ILD were 

rechallenged

Å T-DXd carries a 12-15% risk of any grade 
interstitial lung disease/pneumonitis (ILD) and a 
1-2% risk of fatal ILD (grade 5)

Å Monitoring of symptoms and imaging is critical

Å Grade 1: Imaging finding, asymptomatic
Å Hold treatment 
Å Consider steroids
Å On resolution, option for rechallenge 

Å Grade 2 or greater: Symptomatic
Å Permanently discontinue treatment
Å Administer steroids
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Steroid use results in fast radiographic ILD 
improvement and rechallenge with T-DXd after grade 1 
ILD is possible with limited, low-grade recurrence of ILD

Treatment rechallenge after trastuzumab-deruxtecan related ILD

Retrospective real-world study of patients treated with T-DXd for any cancer type  at 5 US institutions from 2017 - 2024

N, (%) Rechallenged 
(n=44)

Not rechallenged
(n=15) 

Overall 
(n=59)

ILD onset from first T-DXd dose 
(days)

144  
(77 ς 216)

198  
(123 ς 334)

146 
(81 ς 246)

Å Breast cancer
Å Other (GI, Gyn, Lung)

38 (86%)
6 (14%)

14 (93%)
1 (7%)

52 (88%)
7 (12%)

Age at 1st ςDXd dose (years)
60 

(52 ς 68)
63 

(48 ς 72)
60

 (52 ς 69)

Prior # of Tx lines in ad/met 
setting

3
 (1 ς 4)

2 
(2-5)

3 
(1-4)

Renal impairment (CrCl <60 
mL/min)

10 (23%) 3 (20%) 13 (22%)

Treated with steroids 29 (66%) 6 (40%) 35 (59%)

Duration of steroid treatment 
(days)

36 
(21-76)

35 
(25-49)

36 
(21-75)

Radiographic ILD 
improvement (days)

39 
(22-84)

80 
(64-99)

55 
(24-84)*

*Radiographic ILD improvement was seen at a median of 29 days (IQR 20-70) for patients treated with 
steroids vs 82 days (IQR 50-108) without (p<0.001**)

Median time to rechallenge was 42 days from last dose 
before ILD
Å 3 patients (7%), intervening therapy prior to rechallenge 
Å 27 patients (61%), rechallenged with the dose reduction 
Å 17 patients (38%), rechallenged while completing steroid 

taper

After rechallenge patients remained on T-DXd for a median 
of 215 days  

12 (27%) patients developed recurrent ILD
Å 9 with grade 1; 2 with grade 2; 1 with grade 3 
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ASCENT: On April 7, 2021, the FDA granted regular approval to sacituzumab govitecan (Trodelvy, 
Immunomedics Inc.) for patients with unresectable locally advanced or metastatic TNBC who have received two 
or more prior systemic therapies, at least one of them for metastatic disease.

REMINDER

© 2025 Cornerstone Specialty Network. All rights reserved.J Clin Oncol 2024 42:1738-1744

Study Design: International, randomized, open-label 
phase III trial

Primary Endpoint: PFS

Å Patients with mTNBC 
ŀƴŘ җн ǇǊƛƻǊ /¢ όƴƻ 
upper limit; could 
include PD within 12 
mo of [neo]adjuvant tx

Å Prior taxane 
Å RECIST v1.1 measurable 

disease 
Å Permitted brain mets if 
ǎǘŀōƭŜ җп ǿƪ ōŜŦƻǊŜ tx

Å  ECOG PS 0/1
(N = 529)

Sacituzumab govitecan 
10 mg/kg IV on Days 1, 8 or 

21-day cycle
(n = 267)

tƘȅǎƛŎƛŀƴΩǎ ŎƘƻƛŎŜ ƻŦ ǎƛƴƎƭŜ-
agent CT*
(n = 262)

Stratified by geography (N America vs rest of world), 
number of prior CT (2-3 vs >3), brain mets (yes vs no)

*Capecitabine, eribulin, gemcitabine, 
or vinorelbine.

Primary endpoint: PFS by BICR in patients without brain mets
Secondary endpoints: investigator-assessed PFS, OS, ORR, DoR, 
TTR, safety

Median PFS: 
Å SG 4.8 months
Å TPC 1.7 months
HR: 0.41 [95% CI, 0.33 to 0.52]

Median OS: 
Å SG 11.8 months
Å TPC 6.9 months
HR: 0.51 [95% CI, 0.42 to 0.63]

Secondary Endpoint: OS



ASCENT-03: Sacituzumab govitecan in patients with previously untreated mTNBC with 
tumors lacking PD-L1 expression or patients previously treated with anti-PD-(L)1 in early-
stage setting

KEYDATA
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Study Design

ASCENT 03 Trodelvy  Demonstrates Highly Statistically Significant Clinically Meaningful Improvement in Progression Free Survival in Patients With  First line 
Metastatic Triple Negative Breast Cancer Who Are Not Candidates for Checkpoint Inhibitors

Å Previously untreated locally 
advanced, unresectable, or 
metastatic TNBC 

Å PD-L1- by 22C3 CPS  <10 or 
PD-[мҌ ōȅ нн/о /t{ җмл ƛƴ 
patients previously treated 
with an aPD-(L)1 agent in 
the curative setting 

Å җс ƳƻƴǘƘǎ ǎƛƴŎŜ ǘǊŜŀǘƳŜƴǘ 
in the curative setting 

Å Prior aPD-(L)1 use allowed 
in the curative setting  

Å PD-L1 and TNBC status 
centrally confirmed

Å ECOG PS 0 or 1
N~540 

Sacituzumab govitecan      
10 mg/kg IV

Day 1 and 8 of a 21-day cycle

May 23rd 2025, press release:

Gilead Sciences, Inc. announced positive topline results from 

the Phase 3 ASCENT-03 study of Trodelvy® (sacituzumab 

govitecan-hziy). The study met its primary endpoint, 

demonstrating a highly statistically significant and clinically 

meaningful improvement in progression-free survival (PFS) 

compared to chemotherapy in patients with first-line 

metastatic triple-negative breast cancer (mTNBC) who are 

not candidates for PD-1/PD-L1 inhibitors, meaning they are 

PD-L1 negative or are ineligible to receive immunotherapy. 

Detailed results from the ASCENT-03 study will be presented 

at a future medical meeting and discussed with regulatory 

authorities

Gemcitabine 1000 mg/m2 + 
Carboplatin AUC 2 IV

 Day 1 and day 8 of 21-day cycle

OR

Paclitaxel 90 mg/m2 IV 
Day 1, 8, and 15 of 28-day cycle

OR

nab-Paclitaxel 100 mg/m2 IV 
Day 1, 8, and 15 of 28-day cycle

Primary Endpoint: PFS
Secondary Endpoints: OS, ORR, DOR, TTR, Safety, PROs

https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful-improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast
https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful-improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast
https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful-improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast
https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful-improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast
https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful-improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast
https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful-improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast
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KEYNOTE-355: Pembrolizumab plus Chemotherapy in Advanced Triple-Negative Breast Cancer
REMINDER

© 2025 Cornerstone Specialty Network. All rights reserved.

Study Design: 
Randomized, double-blind, multicenter phase III trial

Coprimary Endpoints: PFS and OS

N Engl J Med. 2022 Jul 21;387(3):217-226.

Primary endpoint: PFS and OS (PD-[м /t{ җмлΣ t5-[м /t{ җмΣ ŀƴŘ L¢¢ύ
Secondary endpoints: ORR, DoR, DCR, safety in full treated population

Å  Adult patients 
with previously 
untreated locally 
recurrent 
inoperable or 
metastatic TNBC 

Å Completed curative 
intent treatment 
җс Ƴƻ ōŜŦƻǊŜ ŦƛǊǎǘ 
recurrence 

Å ECOG PS 0/1
(N = 847)

Until 
progression, 
toxicity, or 

completion of 
35 cycles of 

pembrolizumab
/placebo

Pembrolizumab
 + Chemotherapy*

(n = 566)

Placebo 
+ Chemotherapy*

(n = 281)

ϝLƴǾŜǎǘƛƎŀǘƻǊΩǎ ŎƘƻƛŎŜ ƻŦ ŎƘŜƳƻǘƘŜǊŀǇȅ
Á Nab-paclitaxel 
Á Paclitaxel 
Á Gem + carbo

Stratified by chemotherapy (taxane vs gem/carbo); PD-
[м ǘǳƳƻǊ ŜȄǇǊŜǎǎƛƻƴ ό/t{ җм Ǿǎ ғмύΤ ǇǊŜǾƛƻǳǎ ¢Ȅ ǿƛǘƘ 

same class of chemotherapy for EBC (Y vs N)

PFS Pembrolizumab + CT Placebo + CT HR (95% CI)

PD-[м /t{ җмл
ÅMedian PFS, mo
Å12-mo PFS, %

(n = 220)
9.7
39.1

(n = 103)
5.6
23.0

0.66 
(0.50-0.88)

PD-[м /t{ җм
ÅMedian PFS, mo
Å12-mo PFS, %

(n = 425)
7.6
31.7

(n = 211)
5.6
19.4

0.75 
(0.62-0.91)

ITT population
ÅMedian PFS, mo
Å12-mo PFS, %

(n = 566)
7.5
29.3

(n = 281)
5.6
20.8

0.82 
(0.70-0.98)

OS Pembrolizumab + CT Placebo + CT HR (95% CI)

PD-[м /t{ җмл
ÅMedian OS, mo
Å18-mo OS, %
Å24-mo OS, %

(n = 220)
23.0
58.3
48.2

(n = 103)
16.1
44.7
34.0

0.73 (0.55-0.95)
1-sided P = .0093

PD-[м /t{ җм
ÅMedian OS, mo
Å18-mo OS, %
Å24-mo OS, %

(n = 425)
17.6
48.4
37.7

(n = 211)
16.0
41.4
29.5

0.86 (0.72-1.04)
1-sided P = .0563

ITT population
ÅMedian OS, mo
Å18-mo OS, %
Å24-mo OS, %

(n = 566)
17.2
47.8
35.5

(n = 281)
15.5
41.8
30.4

0.89 (0.76-1.05)

On November 13, 2020, the FDA granted accelerated approval to pembrolizumab (KEYTRUDA, Merck & Co.) in combination with chemotherapy for the treatment of 
patients with locally recurrent unresectable or metastatic TNBC whose tumors express PD-[м ό/t{ җмлύ ŀǎ ŘŜǘŜǊƳƛƴŜŘ ōȅ ŀƴ C5! ŀǇǇroved test.



ASCENT-04: Sacituzumab Govitecan + Pembrolizumab in 1L setting for patient with PD-
L1ςPositive Advanced TNBC

KEYDATA
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Study Design: Global, multicenter, randomized, phase III trial Select Baseline Characteristics

ASCO 2025 Abstr. 109 

Å Previously untreated, 
locally advanced 
unresectable or 
metastatic TNBC

Å PD-L1 positive (CPS 
җмл ǳǎƛƴƎ нн/о ŀǎǎŀȅύ

Åҗс Ƴƻ ǎƛƴŎŜ 
curativetreatment 
(prior antiςPD-1/PD-
L1 therapy allowed)

(N = 443)

Treatment 
continued until 
BICR-verified 

disease 
progression or 
unacceptable 

toxicity

Crossover to 2L SG 
permitted upon 

progression
Note: (96 / 119 pts 
(81%) received SG 

monotherapy) 

Sacituzumab 
Govitecan + 

Pembrolizumab*
(n = 221)

Chemotherapy + 
PembrolizumabϞ

(n = 222)

Stratified by curative treatment-free interval (de 
novo vs recurrence within 6-12 mo vs recurrence 

in >12 mo); region (US/Canada/W Europe vs 
RoW); prior antiςPD-1/PD-L1 (yes vs no) 

*SG 10 mg/kg IV D1, 8 + Pembro 200 mg D1 of 21-day cycle.
ϞtŀŎƭƛǘŀȄŜƭ фл ƳƎκƳ2 or nab-paclitaxel 100 mg/m2 D1, 8, 15 of 28-day cycle or gemcitabine 1000 mg/m2 
+ carboplatin AUC 2 D1, 8 of 21-day cycle; Pembro 200 mg D1 of 21-day cycle.

Primary endpoint: PFS by BICR
Secondary endpoints: OS and ORR by BICR (hierarchical testing), DoR by BICR, 
safety, QoL

Characteristic, n (%)
SG + Pembro

(n = 221)
CT + Pembro

(n = 222)

ECOG PS, n (%)
Å 0
Å җм

156 (71)
65 (29)

154 (69)
67 (30)*

Curative tx-free interval
Å De novo
Å Recurrence 6-12 mo
Å Recurrence >12 mo

75 (34)
40 (18)
106 (48)

75 (34)
40 (18)
107 (48)

Metastatic sites
Å Lymph node
Å Lung
Å Bone
Å Liver
Å Brain
Å Other

159 (72)
111 (50)
61 (28)
55 (25)
8 (4)

81 (37)

154 (69)
95 (43)
45 (20)
57 (26)
6 (3)

71 (32)

Prior antiςPD-1/PD-L1 therapy 9 (4) 11 (5)

CT selectedϞ

Å Taxane
Å Gem/carbo

116 (52)
105 (48)

114 (51)
108 (49)

Note: Treatment arms were consistent for age, sex, race, geographical region

ϝм ǇŀǘƛŜƴǘ ƘŀŘ 9/hD t{ җнΦ ϞCT was selected prior to randomization; 2 randomized patients did not receive tx. 
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Primary Endpoint: PFS by BICR (ITT population) PFS by subgroup analysis

ASCENT-04: Sacituzumab Govitecan + Pembrolizumab in 1L setting for patient with PD-
L1ςPositive Advanced TNBC

SG + Pembro
(n = 221)

CT + Pembro
(n = 222)

Events, n 109 140

Median PFS, mo (95% CI) 11.2 (9.3-16.7) 7.8 (7.3-9.3)

6-mo PFS, % (95% CI) 72% (65-77) 63% (56-69)

12-mo PFS, % (95% CI) 48% (41-56) 33% (26-40)

Median follow-up: 14.0 mo (range: 0.1-28.6)

SG + Pembro CT + Pembro

HR (95% CI)
n

Median PFS, 
Mo (95% CI)

n
Median PFS, 
Mo (95% CI)

Age
Å <65 yr
Å җср ȅǊ

163
58

11.3 (9.3-16.8)
11.1 (7.5-NR)

165
57

7.5 (7.0-9.2)
9.3 (7.3-13.2)

0.61 (0.45-0.82)
0.85 (0.52-1.39)

ECOG PS
Å 0
Å җм

158
65

12.9 (9.3-16.8)
9.2 (7.5-18.3)

154
67

8.7 (7.3-9.9)
7.5 (5.6-9.3)

0.65 (0.48-0.88)
0.66 (0.43-1.03)

Geographic region
Å US/Canada/W Europe
Å Rest of World 

85
136

11.7 (7.5-19.4)
11.2 (9.3-16.7)

85
137

7.4 (5.7-9.9)
8.4 (7.4-9.3)

0.65 (0.43-0.98)
0.66 (0.48-0.91)

Curative tx-free interval
Å De novo
Å Recurrence 6-12 mo
Å wŜŎǳǊǊŜƴŎŜ җмн mo

75
40
106

8.1 (7.3-18.6)
9.9 (5.7-16.8)
16.6 (11.0-NR)

75
40
107

7.7 (6.1-11.9)
7.2 (4.4-9.1)
8.7 (7.3-10.8)

0.89 (0.59-1.34)
0.62 (0.36-1.08)
0.52 (0.35-0.76)

Prior (neo)adjuvant 
antiςPD-1/PD-L1 therapy
Å Yes
Å No

9
212

7.5 (0.9-NR)
11.7 (9.3-16.8)

11
211

6.6 (2.1-NR)
7.8 (7.4-9.3)

1.08 (0.31-3.75)
0.65 (0.50-0.84)

CT selected prior to 
randomization
Å Taxane
Å Gem/carbo

116
105

11.1 (8.6-16.7)
11.3 (9.2-21.2)

114
108

9.2 (7.2-12.9)
7.4 (6.9-9.0)

0.82 (0.58-1.17)
0.52 (0.36-0.75)

HR: 0.65 (95% CI: 0.51-0.84); P < .001



KEYDATA

© 2025 Cornerstone Specialty Network. All rights reserved.ASCO 2025 Abstr. 109 

Secondary Endpoints Safety: AEs consistent with known profiles of SG and Pembro
 

ASCENT-04: Sacituzumab Govitecan + Pembrolizumab in 1L setting for patient with PD-
L1ςPositive Advanced TNBC

Outcome
SG + Pembro 

(n = 221)
CT + Pembro 

(n = 222)

ORR, % (95% CI) 60 (52.9-66.3) 53 (46.4-59.9)

Å Stratified OR (95% CI) 1.3 (0.9-1.9)

Best overall response, n (%)
Å CR
Å PR
Å SD
ҍ {5 җс Ƴƻ

Å PD
Å NE

28 (13)
104 (47)
70 (32)
23 (10)
9 (4)
10 (5)

18 (8)
100 (45)
70 (32)
29 (13)
26 (12)
8 (4)

Median Time To Response, mo (range) 1.9 (1.0-9.3) 1.9 (1.1-11.4)

Median Duration of Response, mo (95% CI)16.5 (12.7-19.5) 9.2 (7.6-11.3)

Median Overall Survival, mo (95% CI)
Å Events, n

NR (25.6-NR)
53

NR (NR-NR)
61

Note: OS data immature at primary analysis (26% maturity rate)

Event, n (%)
SG + Pembro

(n = 221)
CT + Pembro

(n = 222)

TEAE
Å DǊŀŘŜ җо

220 (>99)
158 (71)

219 (>99)
154 (70)

Treatment-emergent SAE
Å Treatment-related

84 (38)
61 (28)

68 (31)
42 (19)

TEAE leading to treatment d/c 26 (12) 68 (31)

TEAE leading to dose interruption 171 (77) 162 (74)

TEAE leading to dose reduction 78 (35) 96 (44)

TEAE leading to death
Å Treatment-related

7 (3)
3 (1)

6 (3)
1 (<1)

Median Duration of treatment, mo SG: 8.9 P: 8.5 CT: 6.2 P: 6.4 

The combination of SG + P is a potential new treatment option for select patients previously untreated with 
PD-L1 positive locally advanced or metastatic TNBC   
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VERITAC-2: Vepdegestrant, a potential oral therapy option for patients with previously 
treated ESR1-mutant ER+, HER2+ mBC

June 6, 2025: submission of a NDA to the FDA based on the results from VERITAC-2

KEYDATA

© 2025 Cornerstone Specialty Network. All rights reserved.

Study Design: International, open-label, randomized 
phase III study 

Mechanism of Action

ASCO 2025 Abstr.  LBA1000; Campone. NEJM. 2025;[Epub]

ÅER+/HER2- advanced or 
metastatic BC 
ÅPrior therapy
Å1 prior line of CDK4/6i + ET 
ÅҖм ŀŘŘƛǘƛƻƴŀƭ ƭƛƴŜ ƻŦ 9¢
Åaƻǎǘ ǊŜŎŜƴǘ 9¢ ƎƛǾŜƴ ŦƻǊ җс mo
ÅNo prior chemotherapy in 

advanced/metastatic setting
ÅNo prior SERD (e.g., fulvestrant, 

elacestrant)

ÅRadiological progression 
during or after last line of 
therapy

(N = 624)

Vepdegestrant 
200 mg PO QD

(n = 313)

Fulvestrant
 500 mg IM* 

(n = 311)

Stratified by ESR1 mutation (yes vs no) and 
visceral disease (yes vs no)

*Day 1 and 15 of cycle 1; Day 1 thereafter.

Primary endpoint: PFS by BICR in all patients and ESR1m population
Secondary endpoints: OS, CBR and ORR by BICR, safety

Note: OS data is immature; ongoing follow-up

Å Vepdegestrant is a selective oral PROTAC (PROteolysis TArgeting 
Chimera) estrogen receptor (ER) degrader that targets both wild-
type and mutant estrogen receptors

Å Vepdegestrant has a unique MOA that directly harnesses the 
ubiquitin-proteasome system to degrade estrogen receptors 

Békés M, et al. Nat Rev Drug Discov 2022;21(3):181-200.  Gough SM, et al. Clin Cancer Res. 2024;30(16):3549-
3563.Hamilton EP, et al. Futur Oncol. 2024;20(32):2447ς55

28-day Treatment Cycles

Data cutoff date: Jan 31, 2025



VERITAC-2: Vepdegestrant, a potential oral therapy option for patients with previously 
treated ESR1-mutant ER+, HER2+ mBC

KEYDATA
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Baseline characteristics Primary Endpoint: Patients With ESR1m

Characteristic, %

Patients With ESR1m All Patients

Vep 
(n = 136)

Fulv
(n = 134)

Vep
(n = 313)

Fulv
(n = 311)

Median age, yr (range) 60 (26-87) 60 (34-85) 60 (26-89) 60 (28-85)

Female, % 99 100 99 100

Postmenopausal, % 79 79 78 78

Race, %
ÅWhite
ÅBlack
ÅAsian
ÅUnknown/NR

43
3
45
9

51 
4
37
7

47
2
39
12

46
2
41
9

ECOG PS 0/1, % 57/43 57/43 61/39 64/36

ESR1m, % 100 100 43 43

Sites of disease, %
ÅVisceral
ÅLiver metastasis
ÅBone only

68
46
18

68
44
18

63
40
18

63
36
20

Prior lines of therapy
Å1 / 2 82 / 18 80 / 20 82 / 18 76 / 23

Å100% of patients had received prior endocrine therapy  
Å100% of patients had received prior CDK4/6i 

Patients with ESR1m Vepdegestrant (n = 136) Fulvestrant  (n = 134) 

Median f/u, mo 7.4 6.0

Events, n (%) 79 (58) 95 (71)

Median PFS, mo (95% CI) 5.0 (3.7-7.4) 2.1 (1.9-3.5)

Stratified HR (95% CI) 0.57 (0.42-0.77);  2-sided P <0.001

PFS in all patients Vepdegestrant (n = 313) Fulvestrant  (n = 311)

Median f/u, mo 7.4 7.2

Events, n (%) 186 (59) 198 (64)

Median PFS, mo (95% CI) 3.7 (3.6-5.3) 3.6 (2.2-3.8)

Stratified HR (95% CI) 0.83 (0.68-1.02); 2-sided P = 0.07



VERITAC-2: Vepdegestrant, a potential oral therapy option for patients with previously 
treated ESR1-mutant ER+, HER2+ mBC

KEYDATA
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Safety

In a head-to-head study with fulvestrant, vepdegestrant, a novel oral therapy, could be consider as a potential treatment 
option for patients with previously treated ESR1-mutant ER+, HER2- mBC

Secondary Endpoints

Outcome

Patients With ESR1m All Patients

Vepdegestrant
(n = 121)

Fulvestrant
(n = 119)

Vepdegestrant
(n = 274)

Fulvestrant
(n = 272)

CBR by BICR 42.1 20.2 34.3 28.7

Å OR (95% 
CI)

2.88 (1.57-5.39) 1.29 (0.89-1.91)

Å P Value <0.001 0.16

ORR by BICR
18.6 

(n = 97)
4.0 

(n = 100)
10.9 

(n = 221)
3.6 

(n = 222)

Å OR 
(95% CI)

5.45 
(1.69-22.73)

3.23 
(1.38-8.71)

Å P Value 0.001 0.003

Deaths,* n 43 80

AEs, %
Vepdegestrant 

(n = 312)
Fulvestrant 
(n = 307)

TEAEs
ÅAny
ÅDǊŀŘŜ җо
ÅSerious
ÅLeading to tx discontinuation
ÅLeading to dose reduction

87
23
10
3
2

81
18
9
1

NA

TRAEs
ÅAny
ÅDǊŀŘŜ җо

57
8

40
3

Å Elevated fatigue 27% any grade vep arm vs 16% any grade fulv arm
Å QT prolongation: 

Å 10% and 1% TEAEs  in vepdegestrant and fulvestrant arms, respectively
Å QT interval substudy (n = 88): no large QT-prolonging effect

Å Mild increase (11.1 ms) in mean QTcF from BL, with upper 90% CI (13.7 ms) 
<20 ms



ESR1m, ER+/HER2- mBC

VERITAC-2
International, open-label, randomized phase 3

DESTINY-Breast06
Randomized, multicenter, open-label Phase 3 

EMERALD
Randomized, open-label, phase 3

Patients with 
ESR1m

Vepdegestrant
 (n = 136)

Fulvestrant 
 (n = 134) 

T-DXd
(n=166)

TPC
(n=156)

Elacestrant
(n=115)

Fulvestrant or AI 
 (n=113 total; 83 

fulvestrant)

Study Inclusion 
Criteria

ÅER+/HER2- advanced or metastatic BC 
Å1 prior line of CDK4/6i + ET 
ÅҖм ŀŘŘƛǘƛƻƴŀƭ ƭƛƴŜ ƻŦ 9¢
Åaƻǎǘ ǊŜŎŜƴǘ 9¢ ƎƛǾŜƴ ŦƻǊ җс mo
ÅNo prior chemotherapy in 

advanced/metastatic setting
ÅNo prior SERD (e.g., fulvestrant, 

elacestrant)

ÅHR+ , HER2-low or ultralow mBC
ÅChemotherapy naïve in the mBC setting
ÅPrior lines of therapy:
Åҗн ƭƛƴŜǎ ƻŦ 9¢ ± targeted therapy for mBC 

OR 
Å1 line for mBC AND progression Җс ƳƻƴǘƘǎ 

of starting first-line ET + CDK4/6i OR 
ÅwŜŎǳǊǊŜƴŎŜ Җнп ƳƻƴǘƘǎ ƻŦ ǎǘŀǊǘƛƴƎ 

adjuvant ET

ÅER+/HER2- advanced or metastatic BC
ÅProgression on 1-2 lines of ET, at least one in 

combination with a CDK4/6i
ÅҖм ƭƛƴŜ ƻŦ ŎƘŜƳƻǘƘŜǊŀǇȅ for advanced or 

metastatic disease

Median PFS, mo 
(95% CI)

5.0 
(3.7-7.4)

2.1 
(1.9-3.5)

11.3 
(9.8 ς 13.5)

7.0 
(5.6 ς 9.3)

3.8 
(2.2 ς 7.3)

1.9 
(1.9 ς 2.1)

Stratified HR 
(95% CI)

0.57 
(0.42-0.77) 

2-sided P <0.001

0.64 
(0.49 ς 0.83)

0.55 
(0.39 ς 0.77)

P=0.0005

COMPARISON

© 2025 Cornerstone Specialty Network. All rights reserved.

Biomarker evaluable population
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INAVO120: Final overall survival analysis of inavolisib + palbociclib + fulverstrant in 1L 
PIK3CA mutated HR+, HER2- endocrine resistant advanced BC

KEYDATA

© 2025 Cornerstone Specialty Network. All rights reserved.

Study Design: Randomized, double-blind, placebo-
controlled, Phase 3 study

Updated PFS

ASCO 2025 Abstr. 1003 

ÅPIK3CA-mutated, HR+, 
HER2- ABC by central 
ctDNA* or local 
tissue/ctDNA test
ÅMeasurable disease
ÅProgression 

during/within 12 
months of adjuvant ET 
completion
ÅNo prior therapy for 

ABC
ÅFasting glucose <126 

mg/dL and HbA1C 
<6.0%

N =325

Inavolisib (9 mg QD PO) 

+ palbociclib (125 mg PO QD D1ς

D21) 

+ fulvestrant (500 mg C1D1/15 and 

Q4W)**

Placebo (PO QD)

+ palbociclib (125 mg PO QD D1ς

D21) 

+ fulvestrant (500 mg C1D1/15 and 

Q4W)**

R 
1:1

Until PD or toxicity

Stratified by Visceral Disease (Yes vs. No); Endocrine 
wŜǎƛǎǘŀƴŎŜ όtǊƛƳŀǊȅ ǾǎΦ {ŜŎƻƴŘŀǊȅύϞΤ wŜƎƛƻƴ όbƻǊǘƘ 

America/Western Europe; Asia; Other)

Primary endpoint: PFS by Investigator
Secondary endpoints: h{ϟΣ hwwΣ .hwΣ /.wΣ 5hwΣ twhǎ

Enrollment period: December 2019 to September 2023

Inavolisib (n = 161) Placebo (n = 164)

Events, n (%) 103 (64.0) 141 (86.0) 

Median PFS, mos 
(95% CI)

17.2 
(11.6-22.2)

7.3 
(5.9-9.2)

HR: 0.42 (95% CI: 0.32-0.55)

Median follow-up: 34.2 mo

On October 10, 2024, the FDA approved inavolisib (Itovebi, Genentech, Inc.) with palbociclib and fulvestrant for adults with endocrine-resistant, PIK3CA-mutated, HR+ve, 
HER2-ve, locally advanced or metastatic breast cancer, as detected by an FDA-approved test, following recurrence on or after completing adjuvant endocrine therapy.



KEYDATA

© 2025 Cornerstone Specialty Network. All rights reserved.ASCO 2025 Abstr. 1003 

Final Overall Survival OS by Subgroup analysis

INAVO120: Final overall survival analysis of inavolisib + palbociclib + fulverstrant in 1L 
PIK3CA mutated HR+, HER2- endocrine resistant advanced BC

Inavolisib (n = 161) Placebo (n = 164)

Deaths, n (%) 72 (44.7%) 82 (50.0%) 

Median OS, mos 
(95% CI)

34.0
(28.4 ς 44.8)

27.0
(22.8 ς 38.7)

HR: 0.67 (95% CI: 0.48-0.94); p=0.0190



KEYDATA

© 2025 Cornerstone Specialty Network. All rights reserved.ASCO 2025 Abstr. 1003 

ORR and DoR OS by Subgroup analysis

INAVO120: Final overall survival analysis of inavolisib + palbociclib + fulverstrant in 1L 
PIK3CA mutated HR+, HER2- endocrine resistant advanced BC

Outcome
Inavolisib
(n = 161)

Placebo
(n = 164)

ORR, % 62.7% 28.0%

Å Difference (95% CI) 34.7 (24.5-44.8); P <.0001

Inavolisib
(n = 161)

Placebo
(n = 164)

Median time to first 
subsequent CT, mo (95% CI)

35.6 (25.4-NR) 12.6 (10.4-16.1)

Å Events, n (%) 64 (39.8%) 94 (57.3%)

Å Hazard ratio (95% CI) 0.43 (0.30-0.60)

AEs, n (%)
Inavolisib
(n = 161)

Placebo
(n = 163)

Any grade 161 (100) 163 (100)

ÅGrade 3/4 146 (90.7) 138 (84.7)

ÅGrade 5* 6 (3.7) 2 (1.2)

ÅSerious 44 (27.3) 22 (13.5)

AE leading to treatment 
discontinuation

Å Inavolisib/placebo 11 (6.8) 1 (0.6)

ÅPalbociclib 10 (6.2) 0

ÅFulvestrant 6 (3.7) 0

AE leading to dose reduction

Å Inavolisib/placebo 24 (14.9) 6 (3.7)

ÅPalbociclib 65 (40.4) 56 (34.4)

Å Inavolisib associated with higher frequency of some AEs i.e., hyperglycemia (63.4% vs 13.5%), 
stomatitis or mucosal inflammation (55.3% vs 28.8%), ocular toxicities (29.2% vs 16.0%), rash 
(26.7% vs 19.6%), diarrhea (52.2% vs 16.0%), nausea (29.2% vs 19.6%)

Adding inavolisib to palbociclib and fulvestrant may be considered a new standard of care that can benefit select 
patients with PIK3CA-mutated, HR +ve, HER2 -ve ŀŘǾŀƴŎŜŘ ōǊŜŀǎǘ ŎŀƴŎŜǊΧǘƘŜ ƘȅǇŜǊƎƭȅŎŜƳƛŀ ǿƛǘƘ ǘƘƛǎ ǊŜƎƛƳŜƴ ƛǎ ŀ 

huge clinical problem - particularly knowing that they excluded patients with diabetes.

Inavolisib
(n = 101)

Placebo
(n = 46)

Median DoR, mo (95% CI) 19.2 (14.7-28.3) 11.1 (8.5-20.2)

Å Events, n (%) 58 (57.4) 33 (71.7)



INAVO120
Randomized, double-blind, placebo-controlled, Phase 3 

DESTINY-Breast06
Randomized, multicenter, open-label Phase 3 

Patients with PI3K/AKT
Pathway mutation status

Inavolisib
+ palbociclib + 

fulvestrant 
(n=161)

Placebo
+ palbociclib + 

fulvestrant 
(n=164)

T-DXd
(n=166)

TPC
(n=156)

Study Inclusion Criteria

ÅPIK3CA-mutated, HR+, HER2- ABC by central ctDNA* or local 
tissue/ctDNA test
ÅMeasurable disease
ÅProgression during/within 12 months of adjuvant ET 

completion
ÅNo prior therapy for advanced BC
ÅFasting glucose <126 mg/dL and HbA1C <6.0%

ÅHR+ , HER2-low or ultralow mBC
ÅChemotherapy naïve in the mBC setting
ÅPrior lines of therapy:
Åҗн ƭƛƴŜǎ ƻŦ 9¢ ± targeted therapy for mBC OR 
Å1 line for mBC AND progression Җс ƳƻƴǘƘǎ ƻŦ ǎǘŀǊǘƛƴƎ 

first-line ET + CDK4/6i OR 
ÅwŜŎǳǊǊŜƴŎŜ Җнп ƳƻƴǘƘǎ ƻŦ ǎǘŀǊǘƛƴƎ ŀŘƧǳǾŀƴǘ 9¢

Median PFS, mo 
(95% CI)

17.2 
(11.6-22.2)

7.3 
(5.9-9.2)

13.2
(9.9 ς 15.5)

7.1 
(6.0 ς 9.5)

Stratified HR 
(95% CI)

HR: 0.42 
(0.32 - 0.55)

0.65 
(0.48 ς 0.87)

ORR 62.7% 28.0% 57.6% 41.5%

PI3K/AKT PathwayCOMPARISON

© 2025 Cornerstone Specialty Network. All rights reserved.

Biomarker evaluable population
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CompassHER2 pCR: Can we predict using clinicopathologic factors and molecular tools 
who will achieve pCR and benefit from less intensive chemotherapy in operable HER2+ BC?  

KEYDATA

© 2025 Cornerstone Specialty Network. All rights reserved.

Study Design: Single-arm phase II trial

ASCO 2025 Abstr. 501 

*ER+ cT2-3cm, cN0 capped at 
20% of total participants; ER+ 
ŘŜŦƛƴŜŘ ŀǎ җм҈ 9wҌ

ÅPatients with 
stage II or IIIA 
HER2+ BC (cN0 
eligible if T>2cm* 
ÅcN1-2 eligible, any 

T1-3) 
ÅT4, N3 were 

not eligible
(N = 2175)

THP for 4 cycles
Paclitaxel 80 mg/m2 QW x 12

OR
Docetaxel 75 mg/m2 Q3W x 4

+ Trastuzumab
+ Pertuzumab Q3W x 4

S
u

rg
e

ry

Complete 1 yr HP 
RT and endocrine therapy 

if indicated

Additional chemotherapy 
and anti-HER2 therapy per 

treating physician

Neoadjuvant Phase 

pCR 
(ypT0/Tis; 

ypN0)

No pCR 

Adjuvant Phase No residual invasive 
disease

With residual invasive 
disease

Primary endpoint: 3-yr RFS > 92% in patients with pCR overall and in ER+/HER2+ and ER-/HER2+ cohorts
Secondary endpoints: 3-yr iDFS, DDFS, DRFS, RFI, OS, breast cancer-specific survival in patients with pCR; 3-yr EFS in all patients; safety and tolerability; 
biomarkers2

Current analysis: includes clinical factors, HER2Dx pCR likelihood score, generated from the HER2Dx test that incorporates 27 genes associated with 
immune activation (14 genes), luminal differentiation (5 genes), tumor cell proliferation (4 genes), and HER2 amplicon (4 genes, including ERBB2)

Disease progression during THP 
occurred in only 16 patients (0.7%).

Is 4 cycles of THP enough?



KEYDATA
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pCR Rates by Clinicopathologic Factors Univariable Analysis 

ER-ƴŜƎŀǘƛǾŜ ǎǘŀǘǳǎΣ ƭƻǿŜǊ 9w ŜȄǇǊŜǎǎƛƻƴ όҖтл҈ύ ƛƴ 9wҌ 
tumors, HER2 IHC of 3+ (vs IHC 2+/ISH+), weekly 
paclitaxel and higher HER2DX pCR score are all 

associated with improved pCR in patients with Stage II 
and III HER2+ BC

Note in trials with 6-8 pre-operative cycles of THP the  
pCR rate ~20% higher

Association Between HER2Dx pCR Score and Observed pCR Rate

CompassHER2 pCR: Can we predict using clinicopathologic factors and molecular tools 
who will achieve pCR and benefit from less intensive chemotherapy in operable HER2+ BC?  

pCR (ypT0/Tis ypN0)
All Patients 
(n = 2141*)

ER-/HER2+
(n = 774*)

ER+/HER2+ 
(n = 1337*)

All patients, % (95% CI) 43.8 (41.6-45.9) 63.7 (60.2- 67.1) 32.5 (30-35)

Age, %
Å <50 yr
Å 50-70 yr
Å >70 yr

43.6
47

31.9

63.5
67.9
48.7

34.0
34.2
21.1

ECOG PS, %
Å 0
Å 1

44.7
37.4

65.4
51.6

32.9
29.7

Grade, %
Å 1
Å 2
Å 3

26.9
37.2
49.5

60
63
64

21.1
27.9
37.9

ER+ cells
Å 0
Å 1-10
Å 11-70
Å >70

63.7
62.5
51.6
22.5

63.7
--
--
--

--
62.5
51.6
22.5

HER2 IHC
Å 3+
Å 2+

50.3
11.9

67.6
26.0

39.3
8.0

Taxane
Å Paclitaxel
Å Docetaxel

46.5
39.3

68.5
55.9

34.2
29.7

Parameter

ER- (n = 230)

High HER2Dx 
(n = 147)

Medium 
HER2Dx 
(n = 70)

Low HER2Dx 
(n = 13)

P Value for 
HER2Dx High 

vs Low

Patients % 64 30 6

pCR rate, % 70 74 31 <0 .01

ER+ (n = 339)

High HER2Dx 
(n = 36)

Medium 
HER2Dx 
(n = 89)

Low HER2Dx 
(n = 263)

P Value for 
HER2Dx High 

vs Low

Patients % 11 26 63

pCR rate, % 58 61 18 <0 .01
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 Key 
Takeaways

Q&A
@EdithAPerezMD

SERENA-6: Switching to camizestrant with continuation of CDK4/6i guided by ctDNA improves PFS and should 
ōŜ ŀ ƴŜǿ ǘǊŜŀǘƳŜƴǘ ǎǘǊŀǘŜƎȅΧƴƻǘ ȅŜǘ C5! ŀǇǇǊƻǾŜŘΧ

DESTINY-Breast09: The combination of T-DXD plus pertuzumab has the potential to be a new first-line 
standard of care for patients with HER2+ mBCΧƴƻǘ ȅŜǘ ŀǇǇǊƻǾŜŘΧƳƻǊŜ ǘƻ ŎƻƳŜΧ

DESTINY-Breast06: T-DXD is an effective treatment strategy regardless of mutational status for HR+, HER2-low 
or ςultralow mBC  after prior endocrine-ōŀǎŜŘ ǘƘŜǊŀǇȅΧC5! ŀǇǇǊƻǾŜŘ ǎƛƴŎŜ WŀƴǳŀǊȅ нлнр

Treatment rechallenge after trastuzumab-deruxtecan related ILD: Steroid use results in fast radiographic ILD 
improvement and rechallenge with T-DXd after grade 1 ILD is possible with limited, low-grade recurrence of 
ILD

ASCENT-03: Positive topline results from the Phase 3 ASCENT-03 study of sacituzumab govitecan-hziy suggest 
ōŜƴŜŦƛǘ ŦƻǊ м[ ƳŜǘŀǎǘŀǘƛŎ ¢b./ ǇŀǘƛŜƴǘǎΧƴƻǘ ȅŜǘ ŀǇǇǊƻǾŜŘ ƛƴ ŜŀǊƭƛŜǊ ƭƛƴŜ ǎŜǘǘƛƴƎΣ ƳƻǊŜ ǘƻ ŎƻƳŜΧ

ASCENT-04: The combination of sacituzumab govitecan-hziy plus pembrolizumab is a potential new treatment 
option for select patients previously untreated with PD-[м ǇƻǎƛǘƛǾŜ ƭƻŎŀƭƭȅ ŀŘǾŀƴŎŜŘ ƻǊ ƳŜǘŀǎǘŀǘƛŎ ¢b./Χƴƻǘ 
ȅŜǘ ŀǇǇǊƻǾŜŘΧƳƻǊŜ ǘƻ ŎƻƳŜΧ

VERITAC-2: Vepdegestrant, benefitted patients with previously treated ESR1-mutant ER+, HER2- mBC: mPFS 5.0 
mos.  EMERALD, elacestrant vs fulvestrant in ESR1m, ER+/HER2- mBC Җм ǇǊƛƻǊ ŎƘŜƳƻΥ mPFS 3.8 mos HR 0.55 

INAVO120: Adding inavolisib to palbociclib and fulvestrant is a new standard of care that can benefit select 
patients with PIK3CA-mutated, HR+ve, HER2-ve advanced breast cancerΧthe hyperglycemia with this regimen 
is a huge clinical problem - particularly knowing that they excluded patients with diabetes

CompassHER2 pCR: Clinicopathologic factors and HER2DX scores can be utilized to identify patients who have 
no residual disease after THP and surgery, and can forgo further chemotherapy 
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Does the addition of atezolizumab to standard of 
care chemotherapy benefit patients with stage III 
deficient mismatch repair dMMR colon cancer?

ATOMICCLINICAL QUESTION

© 2025 Cornerstone Specialty Network. All rights reserved.

* Plenary Session 



Study Design: Randomized,multicenter, open label phase 3 study  

ATOMIC: Phase 3 of mFOLFOX6 +/- atezolizumab for 1 year

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025. Abstr. LBA1 

Å!ƎŜ җмн ȅŜŀǊǎ ƻƭŘ
Å Histologically confirmed, 

R0   resected stage III colon 
adenocarcinoma

Å dMMR by 
Immunohistochemistrya,b

Å ECOGt{ Җн
Å No prior chemotherapy or 

radiation

mFOLFOX6 + 
Atezolizumab

(n=355)

mFOLFOX6
(n=357)

Stratified by T stage (T1-3 vs T4); 
N-stage (N1/N1c vs N2); tumor 

location (proximal vs distal)

Primary endpoints: Disease-free survival (DFS)
Secondary endpoints:  Overall survival (OS), adverse event (AE) profile 

Atezolizumab
(840 mg IV q2w)

R 
1:1

6 months 6 months

6 months

Җмл ǿŜŜƪǎ 
post surgeryc

adMMR by immunohistochemistry (IHC) locally or at site-selected reference laboratory. Retrospective central confirmation of dMMR also 
performed. bLynch syndrome included. cOne cycle of mFOLFOX6 prior to randomization permitted.

KEY DATA

Data cutoff (Feb 4, 2025)
median follow-up was 37.1 months 
(Q1, Q3: 24.2, 55.7)



Baseline characteristics

ATOMIC: Phase 3 of mFOLFOX6 +/- atezolizumab for 1 year

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025.Abstr. LBA1 

mFOLFOX6 + Atezo
(n = 355)

mFOLFOX6
(n = 357)

Median age, years
(Q1 - Q3, range)

65
(51.0 - 73.0)

63
(48.0 - 73.0)

Sex, n
Å Female
Å Male

186 (52.4%)
169 (47.6%)

206 (57.7%)
151 (42.3%)

Race, n
Å White
Å Black
Å Other

302 (85.1%)
28 (7.9%)
25 (6.0%)

305 (85.4%)
22 (6.2%)
30 (8.4%)

Primary tumor site, n
Å Proximal
Å Distal
Å Multiple

301 (84.8%)
53 (14.9%)
1 (0.3%)

296 (82.9%)
57 (16.0%)
4 (1.1%)

mFOLFOX6 + Atezo
(n = 355)

mFOLFOX6
(n = 357)

T stage, n
Å Tx
Å T1
Å T2
Å T3
Å T4

0
11 (3.1%)
30 (8.5%)

202 (56.9%)
112 (31.5%)

1 (0.3%)
4 (1.1%)
22 (6.2%)

216 (60.5%)
114 (31.9%)

N stage, n
Å N1/N1c
Å N2

226 (63.7%)
129 (36.3%)

225 (63.0%)
132 (37.0%)

Risk group,* n
Å Low
Å High

164 (46.2%)
191 (53.8%)

164 (45.9%)
193 (54.1%)

ECOG PS, n
Å 0
Å 1
Å 2

238 (67.0%)
111 (31.3%)

6 (1.7%)

225 (63.0%)
127 (35.6%)

5 (1.4%)

KEY DATA

Q1, first quartile
Q3, third quartile



Primary Endpoint: Disease-free survival (DFS)

ATOMIC: Phase 3 of mFOLFOX6 +/- atezolizumab for 1 year

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025. Abstr. LBA1 

Median follow-up = 37.2 mos

KEY DATA

Confirmed dMMR by central reference laboratory: Log-Rank P-Value: 0.0007, HR (95% CI): 0.53 (0.36,0.79)

*Stratified by randomization factors



Secondary Endpoints 

ATOMIC: Phase 3 of mFOLFOX6 +/- atezolizumab for 1 year

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025. Abstr. LBA1 

*Stratified by randomization factors
Median follow-up = 37.2 mos

ÅOS data are not mature

ÅMedian (Q1, Q3) OS follow-
up: 
Å42.5 (27.9, 60.5) 

months

ÅThe OS comparison may be 
confounded by subsequent 
immunotherapy 

DFS: dMMR by central reference lab Overall survival

KEY DATA



DFS by Subgroup

ATOMIC: Phase 3 of mFOLFOX6 +/- atezolizumab for 1 year

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025. Abstr. LBA1 

KEY DATA
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Safety Summary

ATOMIC: Phase 3 of mFOLFOX6 +/- atezolizumab for 1 year

ASCO 2025. Abstr. LBA1 

#Recived at least one dose of treatment
*1 sudden death NOS (possibly related); 1 sepsis (possibly related)

mFOLFOX6 + Atezo
(n = 346)#

mFOLFOX6
(n = 334)#

Any Grade AE, (n)
Å Treatment-related

100% (346)
99.7% (345)

95.1 % (329)
94.2% (326) 

Grade 3-4 AE, (n)
Å Treatment-related

83.8% (290)
72.3% (250)

69.1% (239)
59.2% (205)

Grade 5 AE, (n)
Å Treatment-related

1.7% (6)
0.6% (2)*

0.6% (2)
0.0% (0)

AEs Occurring in >35% of Evaluable* Patients

Grade 3, n 100 (28.9%) 97 (29.0%)

Grade 4, n 49 (14.2%) 23 (6.9%)

Neutrophil count decrease

*Evaluable patients: received at least 1 treatment dose 

mFOLFOX6+ Atezo 
(n = 346)#

mFOLFOX6
(n = 334)#

Grade 1/2Grade 3/4Grade 1/2Grade 3/4
Adrenal insufficiency
Hyperglycemia
Hypothyroidism

0.3%
17.9%
20.5%

0.9%
2.6%
0%

0%
9.0%
3.6%

0%
1.2%
0%

Colitis
Diarrhea

5.5%
60.1%

1.2%
12.1%

0.6%
53.3%

0%
8.4%

Generalized muscle weakness 7.8% 0.9% 3.3% 0%

Maculopapular rash 13.3% 0.9% 6.0% 0%

Immune-Related AEs

KEY DATA
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Study Treatment Regimen Treatment duration No. of patients
pCR or 

cCR rate
Grade 3-4 

AEs

NICHE-2
N Engl J Med. 2024;390(21):1949-1958.

NIVO + IPI 4 weeks 115 68% 5%

Xu et al., ASCO 2024 Sintilimab ± IBI310 6 weeks 101 78% vs 47%
10% (mono)

6% (dual)

NICHE-3
Nat Med. 2024;30(11):3284-3290.

NIVO + relatlimab 8 weeks 59 68% 10%

PICC
Lancet Gastroenterol Hepatol. 2022;7(1):38-48.

Toripalimab + celecoxib 12 weeks 34 88% 3%

PICC
Lancet Gastroenterol Hepatol. 2022;7(1):38-48.

Toripalimab (w/o celecoxib) 12 weeks 34 65% 3%

NEOPRISM Pembro 6 weeks 32 58% 6%

IMHOTEP
Ann Oncol. 2024;35(suppl 2):S429.

Pembro 4-8 weeks 77
47% (1 cycle)
68% (2 cycles)

13%

N Engl J Med 2025;392:2297-2308 Dostarlimab 6 months 22 82% 6%

Efficacy of Neoadjuvant IO in dMMR Colon Cancer



xxx

IMPACT

© 2025 Cornerstone Specialty Network. All rights reserved.

Å The addition of PD-L1 inhibitor (atezolizumab) 

to mFOLFOX6 is practice-changing and, if 

approved, could be considered a new standard of 

careadjuvant treatment for patients with dMMR 

stage III colon cancer
ÅNot yet FDA approved or included in the NCCN Guidelines

Å The safety of mFOLFOX6 + atezolizumab was in line 

with the known safety profiles of each individual 

therapy
Å Increase in non-febrile neutropenia was manageable

ATOMICSUMMARY

The addition of PD-L1 
inhibitor (atezolizumab) to mFOLFOX6 is 
practice changing and, if approved, could 

be considered a new standard of care 
adjuvant treatment forpatients with 

dMMR stage III colon cancer 

Emergence of neoadjuvant IO (without 
chemo) is gaining momentum but the 
combination of IO and chemo in the 

adjuvant setting with ATOMIC has set a 
high bar
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Does the addition of the PD-L1 inhibitordurvalumab to 
standard of care neoadjuvant/adjuvant FLOT 

chemotherapy benefit patients with resectable 
Gastric/Gastroesophageal Junction Cancer (GC/GEJC)?

MATTERHORNCLINICAL QUESTION

© 2025 Cornerstone Specialty Network. All rights reserved.

* Plenary Session 

ASCO 2025. Abstr. LBA5



Study Design: Global, phase 3, randomized, double-blind, placebo-controlled study

ASCO 2025. Abstr LBA5 

Primary endpoints: Event-Free Survival (EFS)
Secondary endpoints: Overall Survival (OS), Path Complete Response (pCR), Disease-Free Survival (DFS)

MATTERHORN: neoadjuvant/adjuvant FLOT +/- durvalumab

© 2025 Cornerstone Specialty Network. All rights reserved.

Å Gastric and GEJ 
adenocarcinoma

Å Stage II to IVa
Å No evidence of 

metastasis
Å ECOG PS 0 to 1
Å Global enrollment in 

Asia, Europe, North & 
South America

N=948

Placebo +
FLOT

R 
1:1

KEY DATA

FLOT: 5-Fluorouracil 2600 mg/m2, leucovorin 200 mg/m2, oxaliplatin 85 mg/m2,  docetaxel 50 mg/m2, on Days 1 and 15 Q4W, 4 doses  (two cycles) pre-andpost-operative: durvalumab: 150 mg on day 1 Q4W, 2 doses (two 
cycles) of durvalumab or placebo pre- and post-operative, followed by 10 dose of post-operative durvalumab or placebo monotherapy. Participants underwent surgery 4-8 weeks after last dose of neoadjuvant therapy. 
Adjuvant began 4-12 weeks post-surgery. Durvalumab / placebo monotherapy may be continued if FLOT is discontinued due to toxicity. 
*Measured by IHC using VENTANA PD-L1 (SP263) CDx Assay (Roche Diagnosis; IUO)

2  cycles 10 cycles2 cycles

Durvalumab
(1500 mg Q4W)

+ FLOT S
U
R
G
E
R
Y Placebo +

FLOT

Durvalumab
(1500 mg Q4W)

+ FLOT

Durvalumab
(1500 mg Q4W)

Placebo

Stratified by Asia vs non-Asia, 
clinical N+ vs N-, and PD-L1: 
¢!t ғм҈ Ǿǎ ¢!t җм҈ϝ

Neoadjuvant Adjuvant up to 1 year



Baseline characteristics

ASCO 2025. Abstr. LBA5

MATTERHORN: neoadjuvant/adjuvant FLOT +/- durvalumab

© 2025 Cornerstone Specialty Network. All rights reserved.

KEY DATA

Durvalumab + 
FLOT 

(n = 474)*

Placebo + FLOT 
(n = 474)*

Median age, yr (range) 62 (26-84) 63 (28-83)
Male 69% 75%

Geographic region
Å Non-Asia
Å Asia

81%
19%

81%
19%

ECOG PS
Å 0
Å 1

71%
29%

77%
23%

Site of tumor
Å Gastric
Å GEJ

68%
32%

67%
33%

Primary tumor stage
Å T4
Å Non-T4

25%
75%

25%
75%

Durvalumab + 
FLOT 

(n = 474)*

Placebo + FLOT 
(n = 474)*

Clinical lymph node statusa

Å N+ 69% 70%

PD-L1 expression by TAP
Å <1%
Å җм҈

10%
90%

10%
90%

Histology typeb

Å Intestinal
Å Diffuse
Å Unspecified/mixed/other

52%
27%
21%

50%
25%
25%

MSI statusc

Å MSI-high
Å Not MSI-high
Å Not evaluable/missing

5%
64%
31%

5%
65%
30%

*Full analysis set (all randomized participants regardless of treatment received). ϞAs recorded at randomization on the Interactive Response Technology System or Randomization and Trial Supply 
Management. bMeasured by IHC using VENTANA PD-L1 (SP263) CDx Assay (Roche Diagnostic: IUO. cMSI was measured by a clinical trial assay based on FoundationOneCDx in a research use only capacity.



Primary Endpoint: Event-Free Survival (EFS)

MATTERHORN: neoadjuvant/adjuvant FLOT +/- durvalumab

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025. AbstrLBA5 

KEY DATA



Event Free Survival in Key Subgroups

ASCO 2025. Abstr. LBA5

MATTERHORN: neoadjuvant/adjuvant FLOT +/- durvalumab

© 2025 Cornerstone Specialty Network. All rights reserved.

KEY DATA

*Pre-ǎǇŜŎƛŦƛŜŘ ǇŜǊ ǇǊƻǘƻŎƻƭΦ Ϟ!ǎǎŜǎǎŜŘ Ǉƻǎǘ ƘƻŎ ǇŜǊ ƭƻŎŀƭ ƭŀōƻǊŀǘƻǊȅ



Key Secondary Endpoints

MATTERHORN: neoadjuvant/adjuvant FLOT +/- durvalumab

© 2025 Cornerstone Specialty Network. All rights reserved.

Overall Survival pCR

ASCO 2025. Abstr. LBA5 

Durvalumab + FLOT 
(n = 474)

Placebo + FLOT 
(n = 474)

Median OS (95% CI), mo NR (NR-NR) 47.2 (45.1-NR)

Á HR (95% CI) 0.78 (0.62-0.97)

Á Stratified log-rank P .025* 

*significance threshold P <.0001

KEY DATA



ASCO 2025. Abstr. LBA5

MATTERHORN: neoadjuvant/adjuvant FLOT +/- durvalumab

© 2025 Cornerstone Specialty Network. All rights reserved.

KEY DATA

Secondary Endpoint: Disease-Free Survival (DFS)



Safety 

MATTERHORN: neoadjuvant/adjuvant FLOT +/- durvalumab

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025.Abstr. LBA5 

Durvalumab + FLOT 
(n = 475)

Placebo + FLOT 
(n = 469)

Any grade AEs
Å Possibly related to any study treatment

99%
95%

99%
95%

Grade 3 or 4 AEs
Å Possibly related to any study treatment

72%
60%

71%
59%

Serious AE 48% 44%

AE Leading to discontinuation of any study treatment
Å Durvalumab or placebo
Å Any FLOT

30%
10%
25%

23%
6%
20%

AE with outcome of death
Å Possibly related to durvalumab or placebo
Å Possibly related to FLOT

5%
1%
1%

4%
<1%
<1%

ImAE (any grade)* 
Å Grade 3 or 4 immune-mediated AE

23%
7%

7%
4%

Any AE leading to surgery not being performed 1% <1%

Any AE leading to a delay in surgeryϞ 2% 3%

*Excludes AEs of special interest group of infusion or hypersensitivity reactions. ϞA surgical delay is defined as surgery occurring >8 weeks (56 days) after the last dose of 
neoadjuvant treatment.

KEY DATA



Common AEs 

MATTERHORN: neoadjuvant/adjuvant FLOT +/- durvalumab

© 2025 Cornerstone Specialty Network. All rights reserved.ASCO 2025.AbstrLBA5 

ϝ!9ǎ ƻŦ ŀƴȅ ƎǊŀŘŜ ƻŎŎǳǊǊŜŘ ƛƴ җнл҈ ƻŦ ǇŀǊǘƛŎƛǇŀƴǘǎ ƛƴ ŀƴȅ ǘǊŜŀǘƳŜƴǘ ƎǊƻǳǇΦ ϞDǊŀŘŜ о ƻǊ п !9ǎ ƻŎŎǳǊǊŜŘ ƛƴ җн҈ ƻŦ ŀƴȅ ǘǊŜŀǘƳŜƴǘ ƎǊƻǳǇΦ ± Safety analysis set (participants who received at least one 
dose of study treatment); one participantin the placebo + FLOT group received a single dose of durvalumab and is, therefore, included in the durvalumab + FLOT group for the safety analysis.

KEY DATA



Neoadjuvant/adjuvant  durvalumab 
with chemotherapy (FLOT) benefits 
patients with localized gastric and 

GEJ adenocarcinoma and could be a 
new treatment option

Not yet FDA approved

IMPACT

© 2025 Cornerstone Specialty Network. All rights reserved.

Å The addition of durvalumabto neoadjuvant/adjuvant  
FLOT could be a new treatment option for patients with 
localized gastric and GEJ cancers
Å Significant improvement in EFS (HR: 0.71; 95% CI: 0.58-0.86, P 

<.001), consistent across subgroups

Å Increased pCR: 19% vs 7% (OR: 3.08; 95% CI: 2.03-4.67; P <.001)

Å EFS benefit was consistent across subgroups and 
geographic regions

Å Rates of AEs were expected, no new safety concerns 
were identified

Å Early OS data trending positive (HR 0.78)

Å Final OS analysis pending; 33.9% maturity at interim analysis

MATTERHORNSUMMARY
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Does trastuzumab deruxtecan (T-DXd) improve 
outcomes compared to ramucirumab plus paclitaxel in 

patients with HER2+ metastatic gastric or 
gastroesophageal junction adenocarcinoma (GC/GEJA) in 

the second-line setting?

DESTINY-Gastric04CLINICAL QUESTION

© 2025 Cornerstone Specialty Network. All rights reserved.
ASCO 2025. Abstr. LBA4002

On January 15, 2021, the FDA approved fam-trastuzumab deruxtecan-nxki (Enhertu, Daiichi Sankyo) for adult 
patients with locally advanced or metastatic HER2-positive gastric or gastroesophageal (GEJ) adenocarcinoma 

who have received a prior trastuzumab-based regimen based on the phase 2 DESTINY-Gastric01 trial.



Study Design: Global, multicenter, randomized, phase 3 trial

ASCO 2025. Abstr LBA4002 

Primary endpoints: Overall Survival (OS) 
Secondary endpoints: PFS (INV), Confirmed ORR (INV), DCR (INV), DOR (INV), Safety
Exploratory endpoints: PROs

DESTINY-Gastric04: Phase 3 of T-DXd vs Ramucirumab + 
Paclitaxel in 2L

© 2025 Cornerstone Specialty Network. All rights reserved.

Å HER2+ (IHC 3+ or IHC 2+/ISH+)a 
GC/GEJA

Å HER2 status confirmed locally or 
centrallyb on a recent biopsy obtained 
after progression on trastuzumab

Å ECOG PS 0 or 1
Å No clinically active CNS metastasesc RAM + PTXd

R 
1:1

KEY DATA

aAs classified by the 2017 ASCO-CAP guidelines for HER2 testing in gastroesophageal adenocarcinoma. bStudy protocol originally mandated HER2 status be determined centrally but was later 
amended to allow local determination. cClinically active CNS metastases were defined as being untreated and symptomatic or requiring therapy with corticosteroids or anticonvulsants. 
Patients with clinically inactive CNS metastases could be enrolled. dRAM administered as 8 mg/kg on days 1 and 15of reach 28-day cycle and PTX administeredas 80 mg/m2 on days 1, 8, and 
15 of 28-day cycle.

T-DXd
6.4 mg/kg Q3W

Stratified by: HER2 status (IHC 3+ vs 2+/ISH+); geographic 
location (Asia [excluding mainland China] vs Western 

Europe vs mainland China/rest of world); time to 
progression on 1L therapy (<6 mo Ǿǎ җс mo)



Baseline characteristics

ASCO 2025. Abstr. LBA4002

DESTINY-Gastric04: Phase 3 of T-DXd vs Ramucirumab + Paclitaxel 
in 2L

© 2025 Cornerstone Specialty Network. All rights reserved.

KEY DATA

T-DXd 
(n = 246)

RAM + PTX 
(n = 248)

Age, median (range), years 63.2 (21.1-84.1) 64.3 (31.9-87.0)
Male, n 187 (76.0%) 205 (82.7%)

Geography,a n
Å Asia (ex-China)
Å Western Europe
Å Other*

57 (23.2%)
140 (56.9%)
49 (19.9%)

60 (24.2%)
139 (56.0%)
49 (19.8%)

Race, n
Å White
Å Black
Å Asian
Å Other

116 (47.2%)
0

101 (41.1%)
28 (11.4%)

130 (52.4%)
2 (0.8%)

97 (39.1%)
19 (7.7%)

ECOG PS
Å 0/1
Å 2/missing

39.4%/60.2%
0.4%/0%

35.5%/63.7%
0.4%/0.4%

Primary tumor location, n
Å Gastric
Å GEJ

153 (62.2%)
93 (37.8%)

149 (60.1%)
99 (39.9%)

T-DXd 
(n = 246)

RAM + PTX 
(n = 248)

HER2 status,a,b n
Å IHC 2+/ISH+
Å IHC 3+

39 (15.9%)
207 (84.1%)

40 (16.1%)
208 (83.9%)

TTP on 1L therapy,a n
Å <6 mo
Å җс Ƴƻ

61 (24.8%)
185 (75.2%)

61 (24.6%)
187 (75.4%)

Prior treatment with ICI, n 39 (15.9%) 38 (15.3%)

Metastatic sites, n 
Å <2
Å җн

73 (29.7%)
173 (70.3%)

75 (30.2%)
173 (69.8%)

Liver metastases, n 147 (59.8%) 158 (63.7%)

Brain metastases, n 16 (6.5%) 18 (7.3%)

aStratification factor by interactive response therapy. bLocal or central HER2 status.



Primary Endpoint: Overall Survival (OS)

DESTINY-Gastric04: Phase 3 of T-DXd vs Ramucirumab + Paclitaxel 
in 2L

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025. AbstrLBA4002

KEY DATA



Overall Survival by Subgroups

DESTINY-Gastric04: Phase 3 of T-DXd vs Ramucirumab + Paclitaxel 
in 2L

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025. AbstrLBA4002

KEY DATA



Key Secondary Endpoints: PFS

DESTINY-Gastric04: Phase 3 of T-DXd vs Ramucirumab + Paclitaxel 
in 2L

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025. AbstrLBA4002 

KEY DATA



PFS by Subgroups

DESTINY-Gastric04: Phase 3 of T-DXd vs Ramucirumab + Paclitaxel 
in 2L

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025. AbstrLBA4002 

KEY DATA



Key Secondary Endpoints: Confirmed ORR and DOR

DESTINY-Gastric04: Phase 3 of T-DXd vs Ramucirumab + Paclitaxel 
in 2L

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025. AbstrLBA4002 

T-DXd 
(n = 246)

RAM + PTX 
(n = 248)

Confirmed ORR (95% CI)
44.3%

(37.8-50.9)

29.1%

(23.4-35.3)

Å P value

Å Difference (95% CI)
0.0006

15.1% (6.1-24.2)

DOR, median (95% CI), mo 7.4 (5.7-10.1) 5.3 (4.1-5.7)

DCR (95% CI) 91.9% (87.7-95.1) 75.9% (70.0-81.2)

Confirmed BOR, n
Å CR
Å PR
Å SD
Å PD
Å NE

7 (3.0%)
97 (41.3%)
112 (47.7%)
13 (5.5%)
6 (2.6%)

3 (1.3%)
66 (27.8%)
111 (46.8%)
22 (9.3%)
35 (14.8%)

KEY DATA



Exploratory endpoint: Patient-Reported Outcomes

DESTINY-Gastric04: Phase 3 of T-DXd vs Ramucirumab + Paclitaxel 
in 2L

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025. AbstrLBA4002 

KEY DATA



Safety Summary

DESTINY-Gastric04: Phase 3 of T-DXd vs Ramucirumab + Paclitaxel 
in 2L

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025. AbstrLBA4002 

T-DXd 
(n = 244)

RAM + PTX 
(n = 233)

Any TEAE, n
Å Drug related

244 (100%)
227 (93.0%)

228 (97.9%)
213 (91.4%)

DǊŀŘŜ җо ¢9!9ǎ, n
Å Drug related

166 (68.0%)
122 (50.0%)

172 (73.8%)
126 (54.1%)

Serious TEAEs, n
Å Drug related

100 (41.0%)
45 (18.4%)

101 (43.3%)
41 (17.6%)

TEAEs associated with dose discontinuation, n
Å Drug related

35 (14.3%)
28 (11.5%)

40 (17.2%)
31 (13.3%)

TEAEs associated with dose interruption, n
Å Drug related

137 (56.1%)
94 (38.5%)

141 (60.5%)
119 (51.1%)

TEAEs associated with dose reduction, n
Å Drug related

77 (31.6%)
76 (31.1%)

87 (37.3%)
84 (36.1%)

TEAEs associated with death, n
Å Drug relateda

22 (9.0%)
4 (1.6%)

35 (15.0%)
2 (0.9%)

Å Median treatment duration:
o T-DXd: 5.4 mo 

(range, 0.7-30.3 mo)
o RAM + PTX: 4.6 mo 

(range, 0.9-34.9 mo)

Å Similar incidence of the drug-
ǊŜƭŀǘŜŘ ƎǊŀŘŜ җо ¢9!9ǎΣ ǎŜǊƛƻǳǎ 
TEAEs, treatment discontinuations, 
and deaths were observed in the 2 
arms

KEY DATA

aDrug-related adverse events that were associated with death occurred in 4 patients (1.6%) who received T-DXd (upper gastrointestinal hemorrhage, intestinal obstruction, 
sudden death, and death not otherwise specified in 1 patient each) and in 2 patients (0.9% who received RAM + PTX (gastric perforation and ILD in 1 patient each).



Drug-Related TEAEs in җ10% of Patients

DESTINY-Gastric04: Phase 3 of T-DXd vs Ramucirumab + Paclitaxel 
in 2L

© 2025 Cornerstone Specialty Network. All rights reserved. ASCO 2025. AbstrLBA4002 

Patients Experiencing Drug-Related TEAEs, %

Å Most common drug-related TEAEs 
with T-DXd included fatigue or AEs of 
gastrointestinal or hematologic nature; 
for RAM + PTX, they included fatigue, 
neuropathy, and hematologic AEs

KEY DATA



Trastuzumab deruxtecan should be 
considered as a standard second-line 
therapy for patients with metastatic 
HER2-positive gastric cancer with 

prior progression on a trastuzumab-
containing regimen

IMPACT

© 2025 Cornerstone Specialty Network. All rights reserved.

Å DESTINY-Gastric04 is the first phase 3 trial of 
ENHERTU in HER2-positive advanced gastric cancer

Å T-DXd demonstrated a statistically significant and 
clinically meaningful improvement in OS compared 
with RAM + PTX in patients with HER2+ metastatic 
GC/GEJA in the 2L setting

ÁMedian OS: 14.7 vs 11.4 mo (HR: 0.70; P = 
0.0044)

ÁImprovement also noted in PFS, confirmed 
ORR, DCR, and DoR with T-DXd vs RAM +PTX

Å No new safety signals were reported and patient-
reported QoL was maintained

DESTINY-Gastric04SUMMARY



ASCO 2025: RAPID REVIEWS

BREAKWATER PANOVA-3 AMPLITUDE



BREAKWATER: 1L encorafenib + cetuximab + mFOLFOX6 PSF and updated OS analyses in 
BRAF V600E-mutant metastatic colorectal cancer

© 2025 Cornerstone Specialty Network. All rights reserved.

Study Design: Open-label, multicenter, phase 3 study Select Baseline Characteristics

ASCO 2025 Abstr. LBA3500

Å !ƎŜ җмс ȅŜŀǊǎ όƻǊ җму ōŀǎŜŘ 
on country) 

Å No prior systemic treatment 
for metastatic disease

Å Measurable disease (RECIST 
1.1)

Å BRAF V600E-mutant mCRC 
by local or central 
laboratory testing 

Å ECOG PS 0 or 1
Å Adequate bone marrow, 

hepatic, and renal function

Stratified by US/Canada vs Europe vs Rest of World 
and ECOG PS (0 vs 1)

Primary endpoint: PFS by BICR, ORR by BICR

Secondary endpoints: OS

EC (n=158)

EC + mFOLFOX6 
(n=236)

SOC (n=243)

R 
1:1:1

Characteristic
EC

(n = 158)
EC + mFOLFOX-6 

(n = 236)
SOC 

(n = 243)

Median age, yr 
(range)

59 (26-84) 60 (24-81) 62 (28-84)

ECOG PS, n

Á 0 79 (50.0%) 128 (54.2%) 131 (53.9%)

Á 1 74 (46.8%) 104 (44.1%) 98 (40.3%)

No. of organs involved*

Á Җн 86 (54.4%) 119 (50.4%) 127 (52.3%)

Á җо 72 (45.6%) 117 (49.6%) 116 (47.7%)

Liver metastases* 94 (59.5%) 147 (62.3%) 160 (65.8%)

CEA at baseline

Á Җр ҡƎκ[50 (31.6%) 64 (27.1%) 63 (25.9%)

Á >5 µg/L 102 (64.6%) 167 (70.8%) 163 (67.1%)

CRP at baseline

Á Җмл ƳƎκ[91 (57.6%) 125 (53.0%) 118 (48.6%)

Á җмл ƳƎκ[61 (38.6%) 105 (44.5%) 108 (44.4%)

KEY DATA

Data cutoff: January 6, 2025

*Based on blind independent central review



© 2025 Cornerstone Specialty Network. All rights reserved.

Primary Endpoint: PFS by BICR 

ASCO 2025 Abstr. LBA3500

BREAKWATER: 1L encorafenib + cetuximab + mFOLFOX6, PFS and updated OS analyses in 
BRAF V600E-mutant metastatic colorectal cancer

Primary Endpoint: ORR by BICR

EC
N=158

EC + mFOLFOX6
n=236

SOC
n=243

No. of events, n 102 (64.6%) 122 (51.7%) 132 (54.3%)

Median PFS, 
months (95% CI)

6.8 (5.7, 8.3) 12.8 (11.2, 15.9) 7.1 (6.8, 8.5)

cORR, n
EC 

N=158

EC+mFOL
FOX6
N=236

SOC
N=243

CR
3 

(1.9%)
11 

(4.7%)
8 

(3.3%)

PR
69 

(43.7%)
144 

(61.0%)
83 

(34.2%)

SD
57 

(36.1%)
50 

(21.2%)
85 

(35.0%)

PD
12 

(7.6%)
8 

(3.4%)
21 

(8.6%)

EC
N=72

EC+mFOLFOX6
N=155

SOC
N=91

TTR, median (range), weeks 6.6 (4.3 to 86.4) 7.0 (5.1 to 103.6) 7.3 (5.4 to 48.0)

DOR, median (95% CI), months 7.0 (4.2, 11.6) 13.9 (10.9, 18.5) 10.8 (7.6, 13.4)

tŀǘƛŜƴǘǎ ǿƛǘƘ ŀ 5hw ƻŦ җс ƳƻƴǘƘǎΣ 
n 

29 (40.3%) 110 (71.0%) 38 (41.8%)

tŀǘƛŜƴǘǎ ǿƛǘƘ ŀ 5hw ƻŦ җмн 
months, n

15 (20.8%) 54 (34.8%) 16 (17.6%)

KEY DATA
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EC + mFOLFOX6 is practice-changing 1L therapy as a new SOC for BRAF 
V600E-mutant mCRC

On December 20, 2024, the FDA granted accelerated approval to 
encorafenib (Braftovi, Array BioPharma Inc., a subsidiary of Pfizer Inc.) with 

cetuximab and mFOLFOX6 for patients with metastatic colorectal cancer 
(mCRC) with a BRAF V600E mutation, as detected by an FDA-approved test.

Secondary Endpoints: Overall Survival

BREAKWATER: 1L encorafenib + cetuximab + mFOLFOX6 PSF and updated OS analyses in 
BRAF V600E-mutant metastatic colorectal cancer

ASCO 2025 Abstr. LBA3500

EC
N=158

EC + 
mFOLFOX6

n=236

SOC
n=243

No. of events, n 92 (58.2%) 94 (39.8%) 148 (60.9%)

Median OS, months 
(95% CI)

19.5 
(17.6, 22.5)

30.3 
(21.7, NE)

15.1 
(13.7, 17.7)

Safety Summary 
EC

(n = 153)
EC + mFOLFOX-6 

(n = 232)
SOC 

(n = 229)
Duration of treatment, median 
(range), weeks

27.0 
(2.0-153.6)

49.8 
(1.3-161.9)

25.9 
(2.0-150.0)

All causality
ÅTEAE 149 (97.4%) 232 (100%) 227 (99.1%)
ÅGrade 3 or 4 TEAE 65 (42.5%) 189 (81.5%) 153 (66.8%)
ÅGrade 5 TEAE 4 (2.6%) 10 (4.3%) 10 (4.4%)
ÅSerious TEAE 46 (30.1%) 107 (46.1%) 89 (38.9%)

ÅTEAE leading to permanent d/c 20 (13.1%) 62 (26.7%) 40 (17.5%)

ÅTEAE leading to dose reduction 16 (10.5%) 152 (65.5%) 124 (54.1%)

ÅTEAE leading to dose interruption63 (41.2%) 212 (91.4%) 168 (73.4%)

Treatment-related 
ÅAE related to any drug 136 (88.9) 232 (100%) 272 (94.%8)
ÅGrade 3 or 4 TREA 24 (15.7%) 177 (76.3%) 134 (58.5%)
ÅGrade 5 0 0 1 (0.4)*

ÅSerious AE related to any drug 10 (6.5%) 45 (19.4%) 50 (21.8%)

KEY DATA

*Sepsis (preferred term).



ASCO 2025: RAPID REVIEWS

BREAKWATER PANOVA-3 AMPLITUDE



PANOVA-3: Phase 3 study of Tumor Treating Fields (TTFields) with gemcitabine and nab-
paclitaxel (GnP) for locally advanced pancreatic adenocarcinoma (LA-PAC)

© 2025 Cornerstone Specialty Network. All rights reserved.

Study Design: Phase 3 study Select Baseline Characteristics

ASCO 2025 Abstr. LBA4005

Å!Řǳƭǘǎ җму 
years
ÅPreviously 

untreated, 
biopsy 
confirmed 
disease
ÅLife 

expectancy 3 
years 
ÅECOG PS 0-2

Stratified by ECOG 
PS & region

Primary endpoint: OS
Secondary endpoints: PFS, local PFS, pain-free survival, 1-yr 
survival rate, ORR, safety

TTFields therapy
Gemcitabine 1000 

mg/m2

Nab-paclitaxel 125 
mg/m2

Gemcitabine 1000 
mg/m2

Nab-paclitaxel 125 
mg/m2

R 
1:1

TTFields + GnP
(n=285)

GnP 
(n = 286)

Overall 
(n=571)

Median age (range), 
years

67 (31, 90) 67.5 (40, 88) 67 (31, 90)

Gender, n 

ÅMale 147 (51.6%) 125 (43.7%) 272 (47.6%)

ÅFemale 138 (48.4%) 161 (56.3%) 299 (52.4%)

ECOG PS, n 

Å0 109 (38.2%) 111 (38.8%) 220 (38.5%)

Å1 166 (58.2%) 163 (57.0%) 329 (57.6%)

Å2 10 (3.5%) 12 (4.2%) 22 (3.9%)

CA 19-9, n

ÅbƻǊƳŀƭ όҖот ¦κƳ[ύ48 (16.8%) 44 (15.4%) 92 (16.1%)
ÅElevated (38-1,000 

U/mL)
140 (49.1%) 152 (53.1%) 292 (51.1%)

ÅHigh (>1,000 U/mL) 88 (30.9%) 79 (27.6%) 167 (29.2%)

ÅUntested 9 (3.2%) 11 (3.8%) 20 (3.5%)

Follow-up Q4W 
(CT scan Q8W)

Follow-up Q4W 
(CT scan Q8W)

Monthly survival follow-up 
after local progression

Enrollment: March 2018 ς March 2023
Data cutoff: October 16, 2024

KEY DATA
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Primary Endpoint: OS

ASCO 2025 Abstr. LBA4005; J Clin Oncol. 2025 May 31:JCO2500746.

PANOVA-3: Phase 3 study of Tumor Treating Fields (TTFields) with gemcitabine and nab-
paclitaxel (GnP) for locally advanced pancreatic adenocarcinoma (LA-PAC)

Secondary Endpoint: PFS and local PFS

AE, n (%)

TTFields + GnP
(n = 274)

GnP
(n = 273)

All grades DǊŀŘŜ җоAll grades DǊŀŘŜ җо

Serious AE 147 (53.6%)143 (52.2%)131 (48.0%)130 (47.6%)

AE leading to device discontinuation 23 (8.4%) NA

AE leading to chemotherapy 
discontinuation

47 (17.2%) 43 (15.8%)

AE leading to death 17 (6.2%) 16 (5.9%)

Safety Summary 

TTFields with GnP is a potential new standard paradigm for unresectable LA-PAC 

KEY DATA


