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REMINDER
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Study Design: phase 3, double-blind trial

N Engl J Med 2023;389:137-147

ADAURA: adjuvant osimertinib ± chemotherapy, stage IB-IIIA NSCLC 

Å Completely resected stage 
IB/II/IIIA NSCLC with 
negative margins

Å Confirmed primary 
nonsquamous NSCLC with 
EGFR ex19del or L858R*

Å !ƎŜŘ җму yr όҗнл yr in 
Japan/Taiwan)

Å WHO PS 0/1 
Å Brain imaging done
Å With or without adjuvant CT
Å Maximum time between 

surgery and randomization: 
Å 10 wk without adjuvant CT 
Å 26 wk with adjuvant CT

(N = 682)

hǎƛƳŜǊǘƛƴƛō 
ул ƳƎ v5
όƴ Ґ оофύ

Placebo QD
(n = 343)

Stratified by stage (IB vs II vs IIIA), EGFR mutation 
(ex19del vs L858R), race (Asian vs non-Asian)

R 
1:1

*Confirmed centrally in tissue. 

Primary endpoints: investigator-assessed DFS stage II/ IIIA disease
Key secondary endpoints: DFS in overall population, landmark DFS rates 
at 2, 3, 4, and 5 years, OS,  HRQoL, safety

Final Overall Survival Results



Does neoadjuvant osimertinib improve 
PERCIST response in patients with resectable, 

EGFRm stage II-IIIB NSCLC?

Exploratory analysis from phase III results 

/[LbL/![ v¦9{¢Lhb
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NeoADAURA



KEY DATA

© 2026 Cornerstone Specialty Network. All rights reserved.

Study Design: Randomized phaseIII study

J Clin Oncol 43, 2875-2887(2025); ELCC2026. 237P. 

NeoADAURA: 2L PERCIST outcomes following neoadjuvant osimertinib ± 
chemotherapy 

tŀǘƛŜƴǘǎ ǿƛǘƘ 
ŎƻƳǇƭŜǘŜƭȅ 
ǊŜǎŜŎǘŀōƭŜ 

9DCwƳ ǎǘŀƎŜ LLπ
LLL. b{/[/
όb Ґ оруύ

Primary endpoint: aŀƧƻǊ ǇŀǘƘƻƭƻƎƛŎŀƭ ǊŜǎǇƻƴǎŜ όMPR) by BICR
Secondary endpoints: Event-free survival (EFS), pathological complete response (pCR), nodal downstaging, safety, disease-free 
survival (DFS), and overall survival (OS)
Exploratory endpoint: BICR-assessed PERCIST response and correlation with pathological response

Osimertinib 80 mg 
QD + CTxQ3W

Placebo QD + CTx
Q3W

R
1:1:1

Investigator choice of
adjuvant treatment

Post-survey follow-up visits

Osimertinib 80 mg 
QD

{
¦
w
D
9
w
¸

CTx: carboplatin AUC5 or cisplatin 75 mg/m2 + pemetrexed 500 mg/m2; 3 cycles
Baseline and pre-surgery F-FDG-

PET-CT was done
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Primary Endpoint: Major Pathological Response (MPR)

ELCC2026. 237P. 

NeoADAURA: 2L PERCIST outcomes following neoadjuvant osimertinib ± 
chemotherapy 

нс҈ 25%

2%

In the randomized phase III study, neoadjuvant Osimertinib ± CTx significantly improved MPR rates and showed a 
trend toward improved EFS vs placebo ± CTx in patients with resectable, EGFRm stage II-IIIB NSCLC

Osimertinib + 
chemotherapy

(n=121)

Osimertinib 
monotherapy

(n=117)

Placebo + 
chemotherapy

(n=120)

Nodal Downstaging: 

Over 50% of patients with baseline N2 disease were 
down-staged at surgery with both osi-containing 
regimens 
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NeoADAURA: 2L PERCIST outcomes following neoadjuvant osimertinib ± 
chemotherapy 

Secondary Endpoint: Event-Free Survival (EFS)

In the randomized phase III study, neoadjuvant Osimertinib ± CTx significantly improved MPR rates and showed a 
trend toward improved EFS vs placebo ± CTx in patients with resectable, EGFRm stage II-IIIB NSCLC
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ELCC2026. 237P. 

NeoADAURA: 2L PERCIST outcomes following neoadjuvant osimertinib ± 
chemotherapy 

Osimertinib 80 mg 
QD + CTxQ3W

Placebo QD + CTxQ3W

Osimertinib 80 mg QD

Neoadjuvant treatment
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PERSIST Response

ELCC2026. 237P. 

NeoADAURA: 2L PERCIST outcomes following neoadjuvant osimertinib ± 
chemotherapy 

PRESIST response

Pathological response

Major 
Pathological 

Response 
(n=62)

No Major 
Pathological 

Response  
(n=287)

Responder (n=210)
Å Complete metabolic response
Å Partial metabolic response

54
19
35

156
43
113

Non-responder (n=139)
Å Stable metabolic disease 
Å Progressive metabolic

8
5
2*

131
96
28

No PERCIST response / NE 1 7

Odds ratio (95% CI) 5.67 (2.60, 12.34)
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Secondary endpoint: Event free survival (EFS) by PERCIST response category

ELCC2026. 237P. 

bŜƻ!5!¦w!Υ н[ t9w/L{¢ ƻǳǘŎƻƳŜǎ ŦƻƭƭƻǿƛƴƎ ƴŜƻŀŘƧǳǾŀƴǘ ƻǎƛƳŜǊǘƛƴƛō ҕ 
ŎƘŜƳƻǘƘŜǊŀǇȅ 
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Presurgical MRD Clearance or detection by PERCIST response category

ELCC2026. 237P. 

NeoADAURA: 2L PERCIST outcomes following neoadjuvant osimertinib ± 
chemotherapy 
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wŀǘŜ ƻŦ ǇŀǘƘƻƭƻƎƛŎŀƭ ƴƻŘŀƭ ŎƭŜŀǊŀƴŎŜ ōȅ ǇǊŜǎǳǊƎƛŎŀƭ aw5 ŎƭŜŀǊŀƴŎŜ ŀƴŘ aw5 ŘŜǘŜŎǘƛƻƴ

ELCC2026. 237P. 

NeoADAURA: 2L PERCIST outcomes following neoadjuvant osimertinib ± 
chemotherapy 



PERCIST may be useful as a clinical 
assessment of neoadjuvant 
osimertinib ± CTx as a new 

treatment option for patients with 
resectable EGFRm stage II-IIIB 

NSCLC

Not yet FDA-approved in the 
neoadjuvant setting

IMPACT

© 2026 Cornerstone Specialty Network. All rights reserved.

Å PERCIST response was more common in the 

osimertinib-containing arms compared with 

placebo + CTx

Å These exploratory data support the clinical benefit 

of neoadjuvant osimertinib ҕ CTx versus placebo + 

CTx in resectable EGFRm stage II-IIIB NSCLC 

Å PERCIST response: improvements in MPR, MRD 

status, surgical outcomes, and a trend towards 

improved EFS and pathological complete response

NeoADAURA: PERCIST{¦aa!w¸



Polling question

Based on the NeoADAURA trial, how 

likely are you to incorporate 

neoadjuvant osimertinib plus 

chemotherapy into your practice?

1. Very likely - based on superior 
efficacy outcomes

2. Unlikely - will stay with current 
standard of care of adjuvant 
osimertinib

3. Unsure 

If very likely - 
when?

© 2026 Cornerstone Specialty Network. All rights reserved.
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MARIPOSA (Amivantamab - IV) FLAURA2 (Osimertinib)

Inclusion Criteria

Locally advanced or metastatic NSCLC 
Treatment-naïve for advanced disease with EGFR Ex19del or L858R; 

ECOG PS 0 or 1; Asymptomatic or previously treated and stable CNS mets 
permitted

Phase 3, open-label trial
Treatment-naive patients with advanced nonsquamous NSCLC 

With EGFR exon 19 deletion or L858R mutation; 
WHO PS 0/1; Stable CNS mets permitted

N 1074 557

Study design

Amivantamab + 
Lazertinib

(n=429)

Osimertinib

(n=429)

Lazertinib

(n=216)

Osimertinib + Platinum 
chemotherapy

(n = 279)

Osimertinib 

(n = 278)

Median PFS, 
months

23.7 16.6 18.5 25.5 16.7

Median OS, 
months

Not reached 36.7 птΦр 37.6

ORR % 78% 73% --- 83% 76%

Median DoR, 
months

25.8 16.8 --- 24.0 15.3

Intracranial ORR, % 68% 
(n=180)

69% 
(n=187)

73%
(n=118)

69%
(n=104)

Reference N Engl J Med 2024;391:1486-98.  ELCC25
N Engl J Med 2023;389:1935-48; N Engl J Med 2026;394:27-38

HR: 0.62 (0.49-0.79) P < 0.0001HR: 0.70 (0.58-0.85) P < 0.001

1L Treatments: Mariposa and Flaura2

NE: could not be estimated

Exploratory analysis

With CNS mets at 
baseline

With measurable and 
nonmeasurable CNS 

mets at baseline

HR: 0.75 (0.61-0.92) P <0.005

Presented at ELCC25, 37.8 months follow-up 

HR: 0.77 (0.61-0.96); p=0.02

Presented at WCLC25
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Options after progression post-TKi depends 

on which regimen was used upfront



Does continuing osimertinib + chemotherapy 
benefitpatients with EGFRm advanced NSCLC 

beyond progression on 1L therapy?

Phase III results

CLINICAL QUESTION

© 2026 Cornerstone Specialty Network. All rights reserved.

COMPEL
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Study Design: Global, randomized, phase III double-blind study

WCLC 2025. AbstrOA08.03.   

COMPEL: 2L Osimertinib + platinum-pemetrexed in EGFRm advanced NSCLC

Å Age җму ȅŜŀǊǎ
Å Non-CNS progression 

on 1L osi
Å Ex19del/L858R
ÅWHO PS 0-1

Å (N = 98)

Primary endpoint:  Progression-free survival (PFS) investigator-assessed
Secondary endpoints: CSN PFS (according to CNS metastases status at baseline), non-CNS PFS and overall survival (OS)

{ǘǊŀǘƛŦƛŎŀǘƛƻƴ ōȅ /b{ ƳŜǘŀǎǘŀǎŜǎ όȅŜǎ ƻǊ ƴƻύ

Osimertinib 80 mg (QD) +
cisplatin 75 mg/m2  or carboplatin AUC5

+ pemetrexed 500 mg/m2

(Q3W for 4 cycles)
R

1:1

Osimertinib 80 mg (QD)+ 
pemetrexed 500 mg/m2  

(Q3W) PD (non-CNS or 
CNS)* or 
another 

discontinuation 
criterion

Placebo (QD) +
cisplatin 75 mg/m2  or carboplatin AUC5

+ pemetrexed 500 mg/m2

(Q3W for 4 cycles)

Placebo (QD)+ 
pemetrexed 500 mg/m2  

(Q3W)
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COMPEL:2LOsimertinib + platinum-pemetrexed in EGFRm advanced NSCLC

% Osi + CTx
(n = 49)

Placebo + CTx
(n = 49)

Median age (range), years 63 (37-85) 61 (42-88)

Sex Å Male
Å Female

39
61

20
80

Race

Å Asian
Å White
Å Other
Å Not reported

12
80
2
6

18
78
2
2

WHO PS Å 0
Å 1

45
53

49
51

Smoking status
Å Never
Å Current
Å Former

65
8
27

67
4
29

EGFR mutation type Å Ex19del
Å L858R

65
35

55
45

Disease stage Å IIIB
Å Iv

0
100

2
98

Number of metastatic sites at study entry: median (range) 2 (1-6) 2 (1-7)

CNS metastases 22 24

Time on 1L osimertinib: median (range), mo 21.3 (3.2-51.3) 19.6 (7.4-52.3)

Baseline Characteristics
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Primary endpoint: Progression-free survival (PFS)

WCLC 2025. AbstrOA08.03.

COMPEL:2LOsimertinib + platinum-pemetrexed in EGFRm advanced NSCLC

HR (95% CI): 0.43 (0.27, 0.70)
Maturity: 76%

Median follow-up, months (range):
Osi + CTx 5.54 (<0.1-24.9); PBO + CTx 5.5 (<0.1-11.1)

Osi + CTx
(n = 49)

Placebo + 
CTx

(n = 49)

No. events/no. patients (%) 31/ 49(65) 42/49 (86)

Median PFS, months 
(95 % CI)

8.4 
(5.7, 11. 8)

4.4 
(3.5, 5.6)
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Non-CNS (extracranial) PFS

COMPEL:2LOsimertinib + platinum-pemetrexed in EGFRm advanced NSCLC

CNS PFS in patients without baseline CNS metastases

KEY DATA

WCLC 2025. Abstr OA08.03.

Secondary endpoints

Osi + CTx
(n = 49)

Placebo + CTx
(n = 49)

No. events/no. patients (%) 31/ 49 (63) 41/49 (84)

Median non-CNS PFS, months (95 % CI) 8.4 (5.7, 11.8) 5.2 (3.5, 5.8)

Non-CNS ORR, n (%) [95% CI] 17 (35) [22, 50] 14 (29) [17, 43]

Median non-CSN DOR, months (IQR) 8.2 (4.4-12.2) 4.2 (3.1-7.6)

Osi + CTx
(n = 38)

Placebo + CTx
(n = 37)

No. events/no. patients (%) 14/ 38(37) 18/37 (49)

Median CNS PFS, months (95 % CI) 15.9 (7.8, 18.6) 8.6 (5.6, 19.4)

HR (95% CI): 0.43 (0.26, 0.71)
Maturity: 73%

HR (95% CI): 0.56 (0.27, 1.13)
Maturity: 43%
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Secondary endpoint: Overall survival (OS)

WCLC 2025. AbstrOA08.03.

COMPEL:2LOsimertinib + platinum-pemetrexed in EGFRm advanced NSCLC

Osi + CTx
(n = 49)

Placebo + CTx
(n = 49)

No. events/no. patients (%) 26/ 49(53) 28/49 (57)

Median OS, months 
(95 % CI)

15.9 
(12.4, 20. 8)

9.8 
(8.4, 17.2)

HR (95% CI): 0.71 (0.42, 1.23)
Maturity: 55%

Median follow-up, months (range):
Osi + CTx12.0 (4.2-36.0); PBO + CTx11.1 (0.8-34.5)
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Safety summary

WCLC 2025. AbstrOA08.03.

COMPEL:2LOsimertinib + platinum-pemetrexed in EGFRm advanced NSCLC

Osi + CTx
(n = 48)

Placebo + CTx
(n = 48)

Median total treatment exposure, mo

Å OSI / PBO
Å Pemetrexed
Å Platinum

6.7
6.1
2.8

5.1
5.1
2.8

Adverse event any cause, n (%)

Å Any grade
Å DǊŀŘŜ җо
Å Serious
Å Outcome of death
Å Leading to discontinuation 

of osi / PBO
Å Leading to discontinuation 

of pemetrexed
Å Leading to discontinuation 

of platinum

47 (98)
30 (63)
18 (38)
1 (2)
6 (13)

9 (19)

6 (3)

47 (98)
22 (46)
15 (31)
1 (2)
1 (2)

1 (2)

0

Most common AEs



Continuing osimertinib beyond 
first-line progression for EGFRm 

advanced NSCLC should be a 
standard of care

1L Osimertinib plus platinum-
pemetrexed received FDA approval 

February 2024 

IMPACT

© 2026 Cornerstone Specialty Network. All rights reserved.

Å Continuing osimertinib alongside chemotherapy 
improves outcomes for EGFR-mutated advanced 
NSCLC after progression on first-line osimertinib, 
compared with placebo + chemotherapy

ÅmPFS: 8.4 vs 4.4 months 

ÅHR: 0.43 (95% CI: 0,27, 0.70); 

ÅmOS: 15.9 vs 9.8 months 

ÅHR: 0.71 (95% CI: 0.42, 1.23) 

ÅLonger CNS PFS in patients without baseline 
CNS metastases (potential CNS protective 
effect)

ÅImprovement in non-CNS PFS, suggesting that 
benefit extends beyond the CNS

COMPELSUMMARY



Polling question

Based on the COMPEL study and 

your experience, what is your 

preferred approach after tumor 

progression on first-line osimertinib 

+ platinum/pemetrexed?

1. Rechallenge with platinum-based 
chemotherapy

2. Continue osimertinib and 
pemetrexed

3. Switch to a different MOA

4. Unsure 

© 2026 Cornerstone Specialty Network. All rights reserved.
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Does ivonescimab + chemotherapy vs 
chemotherapy alone improve overall survival in 
patients with EGFR-mutant NSCLC with tumor 

progression on an EGFR TKI?

Final overall survival analysis

CLINICAL QUESTION

© 2026 Cornerstone Specialty Network. All rights reserved.

HARMONi-A
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Study Design: Randomized phaseIII study

SITC2025. LBA 1348.
JAMA.2024 Aug 20;332(7):561-570

HARMONi-A: 2L ivonescimab + chemotherapy in EGFRm NSCLC

Å Non-squamous 
NSCLC (Stage 
IIIB/C ineligible for 
surgery or local 
therapy and IV)

Å EGFR sensitive 
mutation positive

Å ECOG PS 0 or 1
Å Regardless PD-L1 

expression

Primary endpoint: Progression-free survival (PFS) by IRRC
Key Secondary endpoint: Overall survival (OS)

Ivonescimab20 mg/kg
+

Pemetrexed 500 mg/m2

Carboplatin AUC5
Q3W for 4 cycles

R
1:1

Treatment until:
Å Intolerable 

toxicity
Å No clinical 

benefit
Å Initiation of new 

anti-tumor 
therapy

Up to 24 months

Placebo
+

Pemetrexed 500 mg/m2

Carboplatin AUC5
Q3W for 4 cycles

{ǘǊŀǘƛŦƛŎŀǘƛƻƴ ōȅ ŜȄǇƻǎǳǊŜ ǘƻ оǊŘ 
EGFR-TKI before (yes vs no) and 

brain metastases (yes vs no)
Ivonescimab20 mg/kg

+
Pemetrexed 500 mg/m2

Q3W 

Placebo
+

Pemetrexed 500 mg/m2

Q3W 
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Baseline Characteristics

HARMONi-A: 2L ivonescimab + chemotherapy in EGFRm NSCLC

n (%)
Ivonescimab + 
chemotherapy

(n=161)

Placebo + 
chemotherapy

(n=161)

Age
Å Median (range), years
Å <65
Å җср

59.6 (32.3-74.9)
111 (68.9)
50 (31.1)

59.4 (36.2-74.2)
110 (68.3)
51 (31.7)

Sex
Å Male
Å Female

77 (47.8)
84 (52.2)

79 (49.1)
82 (50.9)

ECOG
Å 0
Å 1

24 (14.9)
137 (85.1)

34 (21.1)
127 (78.9)

Smoking status
Å Never
Å Current or former

3 (1.9)
158 (98.1)

114 (70.8)
47 (29.2)

n (%)
Ivonescimab + 
chemotherapy

(n=161)

Placebo + 
chemotherapy

(n=161)

Metastasis
Å Brain
Å Liver
Å җо Řƛǎǘŀƴǘ ƳŜǘŀǎǘŀǎŜǎ

35 (21.7)
21 (13.0)
74 (46.0)

37 (23.0)
17 (10.6)
68 (42.2)

EGFR mutation
Å Exon 19 Del
Å Exon L858R
Å Other

92 (57.1)
60 (37.3)
35 (21.7)

78 (48.4)
78 (48.4)
25 (15.5)

T790M status
Å Negative
Å Positive
Å Unknown

26 (16.1)
26 (16.1)
109 (67.7)

27 (16.8)
18 (11.2)
116 (72.0)

Previous 3rd Gen EGFR-
TKI treatment
Å Not received
Å Received

22 (13.7)
139 (86.3)

24 (14.9)
137 (85.1)

SITC2025. LBA 1348.
JAMA.2024 Aug 20;332(7):561-570
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Primary endpoint: Progression-free Survival, interim analysis

HARMONi-A: 2L ivonescimab + chemotherapy in EGFRm NSCLC

Ivonescimab + Chemotherapy
Placebo + Chemotherapy

SITC2025. LBA 1348.
JAMA.2024 Aug 20;332(7):561-570
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Key secondary endpoint: Overall Survival, final analysis

HARMONi-A: 2L ivonescimab + chemotherapy in EGFRm NSCLC

Ivonescimab + Chemotherapy
Placebo + Chemotherapy

SITC2025. LBA 1348.
JAMA.2024 Aug 20;332(7):561-570



KEY DATA

© 2026 Cornerstone Specialty Network. All rights reserved.

OS Benefit in Patients with and without Brain Metastasis

HARMONi-A: 2L ivonescimab + chemotherapy in EGFRm NSCLC

Ivonescimab + Chemotherapy
Placebo + Chemotherapy

Ivonescimab + Chemotherapy
Placebo + Chemotherapy

Data cut-off date: April 2025
(median follow-up of 32.5 months)

SITC2025. LBA 1348.
JAMA.2024 Aug 20;332(7):561-570
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OS Benefit in EGFR19Del and L858R Subgroups

HARMONi-A: 2L ivonescimab + chemotherapy in EGFRm NSCLC

Ivonescimab + Chemotherapy
Placebo + Chemotherapy

Ivonescimab + Chemotherapy
Placebo + Chemotherapy

Data cut-off date: April 2025
(median follow-up of 32.5 months)

SITC2025. LBA 1348.
JAMA.2024 Aug 20;332(7):561-570
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Safety Summary

HARMONi-A: 2L ivonescimab + chemotherapy in EGFRm NSCLC

TEAE, n (%) Ivonescimab + chemotherapy
(n=161)

Placebo + chemotherapy
(n=161)

Treatment-emergent adverse events

Å Any grade 160 (99.4) 157 (97.5)

Å DǊŀŘŜ җо 108 (67.1) 88 (54.7)

Å Serious adverse events 78 (48.4) 52 (32.3)

Å Led to discontinuation 19 (11.8) 13 (8.1)

Å Led to death (excluding disease progression) 2 (1.2) 3 (1.9)

Treatment-related adverse event

Å Any grade 159 (98.8) 152 (94.4)

Å DǊŀŘŜ җо 96 (59.6) 72 (44.7)

Å Serious adverse events 78 (32.3) 29 (18.0)

Å Led to discontinuation 18 (11.2) 10 (6.2)

Å Led to death (excluding disease progression) 0 1 (0.6)

Data cut-off date: April 2025
(median follow-up of 32.5 months)

SITC2025. LBA 1348.
JAMA.2024 Aug 20;332(7):561-570



Ivonescimab plus chemotherapy 
may be a new standard of care for 
patients with tumor progression 

on prior EGFR TKIs

Not yet FDA approved

IMPACT

© 2026 Cornerstone Specialty Network. All rights reserved.

Å Ivonescimab plus chemotherapy demonstrated an 

overall survival and progression-free survival 

benefit in patients with EGFR-mutant NSCLC post 

EGFR-TKI therapy

Å PFS HR 0.46 (95% CI: 0.34, 0.62), p<0.001

Å OS HR 0.74 (95% CI:0,58, 0,95), p=0.019

Å The safety remained favorable, with no new safety 

signals

HARMONi-ASUMMARY



Polling question

Based on current evidence, including 

HARMONi-A, how likely are you to 

change your treatment approach 

and incorporate ivonescimab plus 

chemotherapy for EGFR-mutant 

NSCLC with tumor progression on a 

3rd Gen EGFR-TKI treatment?

1. Very likely

2. Somewhat likely

3. Unlikely

4. Not at all likely

Have you used IMpower150 for patients with 

EGFR-mutant NSCLC on tumor progression?

© 2026 Cornerstone Specialty Network. All rights reserved.
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Comparison Population Median OS (months) Hazard Ratio (HR) 95% CI

Atezo/Beva/Carbo/Paclitaxel 
vs 

Beva/Carbo/Paclitaxel 
EGFR+

26.1 (17.0ς41.4) 

20.3 (13.4ς33.6)
0.91 0.53ς1.59

Atezo/Carbo/Paclitaxel 
 vs 

Beva/Carbo/Paclitaxel 
EGFR+

21.4 (14.0ς31.4) 

20.3 (13.4ς33.6)
1.16 0.71ς1.89

Atezo/Beva/Carbo/Paclitaxel 
vs 

Beva/Carbo/Paclitaxel 
Sensitizing EGFR+

29.4(24.9ςNE) 

18.1(11.7ς27.8)
0.60 0.31ς1.14

Atezo/Carbo/Paclitaxel 
 vs 

Beva/Carbo/Paclitaxel 
Sensitizing EGFR+

19.0 (13.5ς28.5) 

18.1 (11.7ς27.8)
1.00 0.57ς1.74

Atezo/Beva/Carbo/Paclitaxel 
vs 

Beva/Carbo/Paclitaxel 

Sensitizing EGFR+ 
with prior TKI therapy

27.8 (18.6ς41.4) 

18.1 (12.3ς27.8)
0.74 0.38ς1.46

Atezo/Carbo/Paclitaxel 
 vs 

Beva/Carbo/Paclitaxel 

Sensitizing EGFR+ 
with prior TKI therapy

14.9 (13.1ς22.3) 

18.1 (12.3ς27.8)
1.22 0.68ς2.22

IMpower150: Subgroup Analysis, median Overall Survival

Journal of Thoracic Oncology
Volume 17, Issue 2, February 2022, Pages 309-323
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MARIPOSA-2

Inclusion Criteria

Randomized, open-label, multicenter, Phase 3 trial
Locally advanced or metastatic NSCLC with EGFR exon 19 deletions or exon 21 L858R substitution mutations

Progressive disease on or after receiving osimertinib
Asymptomatic or previously treated and stable intracranial metastases permitted

N 131 263 263

Study design
Amivantamab in combination with 

carboplatin and pemetrexed 
Carboplatin and pemetrexed

Amivantamab plus carboplatin and 
pemetrexed with Lazertinib

Median PFS, months 6.3 months 4.2 months 8.3 months

Median OS, months 17.7 months 15.3 months ---

ORR % 64% 36% 63%

Median Intracranial PFS, 
months

12.5 8.3 12.8

Reference Ann Oncol.2024 Jan;35(1):77-90.



Polling question

Post single agent osi, what would 

you do?

1. COMPEL

2. MARIPOSA-2

3. HARMONi

4. IMpower150

© 2026 Cornerstone Specialty Network. All rights reserved.
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Does sacituzumab tirumotecan (sac-TMT) improve 
overall survival in patients with previously treated 
advanced EGFR-mutated (EGFRm) non-smallcell 

lung cancer (NSCLC)?

Final overall survival analysis

CLINICAL QUESTION

© 2026 Cornerstone Specialty Network. All rights reserved.

OptiTROP-Lung03



KEY DATA
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Study Design: Phase III, randomized, open-label trial 

ELCC2026. LBA4. 

OptiTROP-Lung03: 2L+ Sac-TMT in EGFR-mutant NSCLC  

Å ECOG score 0 or 1
Å Nsq-NSCLC (stage IIIB/IIIC 

ineligible for surgery or 
radical radiotherapy or stage 
IV)

Å EGFR-sensitizing mutations, 
including 19-Del and L858R

Å Progression after prior 
combination or sequential 
treatment with EGFR-TKIs 
and platinum-based 
chemotherapy

(N = 137)

Primary endpoint: hǾŜǊŀƭƭ wŜǎǇƻƴǎŜ wŀǘŜ όhwwύ ŀǎǎŜǎǎŜŘ ōȅ blinded independent central review (BICR)
Secondary endpoints: Progression free survival (PFS), overall survival (OS), overall response rate (ORR) assessed by investigator, 
duration of response (DOR), disease control rate (DCR), time to response (TTR), and safety

{ǘǊŀǘƛŦƛŎŀǘƛƻƴ ōȅ ōǊŀƛƴ ƳŜǘŀǎǘŀǎŜǎ 
(present vs. absent)

Sac-TMT 
5 mg/kg IV, Q2W

Docetaxel
75 mg/m2 IV, Q3W

R
2:1

Treatment until disease 
progression, intolerable toxicity, or 

any other reason for 
discontinuation

After PD verified by BICR, 
crossover to SCAT-TMT allowed



KEY DATA
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Baseline Characteristics

ELCC2026. LBA4. 

OptiTROP-Lung03: 2L+ Sac-TMT in EGFR-mutant NSCLC

n (%) Sac-TMT
(n = 91)

Docetaxel
(n = 46)

Median age, yr (range)
Å җср ȅŜŀǊǎ

57.0 (37-75)
19 (20.9)

55.0 (34-74)
8 (17.4)

Male 38 (41.8) 22 (47.8)

Histologic type: 
adenocarcinoma

91 (100) 46 (100)

Clinical stage at enrollment
Å Stage IIIb
Å Stage IV

2 (2.2)
89 (97.8)

1 (2.2)
45 (97.8)

ECOG PS 1 76 (83.5) 37 (80.4)

Brain metastases 18 (19.8) 10 (21.7)

Liver metastases 18 (19.8) 7 (15.2)

EGFR mutation type
Å 19-Del
Å L858R

43 (47.3)
48 (52.7)

32 (69.6)
14 (30.4)

n (%) Sac-TMT
(n = 91)

Docetaxel
(n = 46)

T790M gene status 
Å Positive
Å Negative
Å Unknown

19 (20.9)
32 (35.2)
40 (44.0)

10 (21.7)
13 (28.3)
23 (50.0)

Prior anti-tumor therapy 
lines (Including EGFR-TKI)
Å 1*
Å 2
Å җн

9 (9.9)
52 (57.1)
30 (33.0)

5 (10.9)
20 (43.5)
21 (45.7)

Prior EGFR-TKI therapy
Å 3rd gen EGFR-TKI in 1L
Å 3rd gen EGFR-TKI in 2L
Å No 3rd gen EGFR-TKI used

54 (59.3)
30 (33.0)
7 (7.7)

26 (56.5)
18 (39.1)
2 (4.3)

Prior antiangiogenic therapy
60 (65.9) 33 (71.7)

Prior immunotherapy 15 (16.5) 6 (13.0)



KEY DATA
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Primary Endpoint: Overall Response Rate

BMJ 2025;389:e085680

OptiTROP-Lung03: 2L+ Sac-TMT in EGFR-mutant NSCLC

Data cutoff: 31 December 2024
Median follow-up: 12.2 months

Efficacy endpoints Sac-TMT (n=91) Docetaxel (n=45)

Objective response rate

Å No. (%, 95% CI) 41 (45%, 35ς56) 7 (16%, 7ς30)

Å Difference  (95% CI) 29% (15ς43)

Å P value (one-sided) <0.001

Partial response 41 (45%) 7 (16%)

Stable disease 34 (37%) 20 (44%)

Progressive disease 11 (12%) 17 (38%)

Not evaluable 5 (5%) 1 (2%)

Disease control rate

No. (%, 95% CI) 75 (82%, 73ς90) 27 (60%, 44ς74)

Difference (95% CI) 22% (6ς39)



KEY DATA
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Secondary Endpoint: Progression-Free Survival

ELCC 2026. LBA4. 

OptiTROP-Lung03: 2L+ Sac-TMT in EGFR-mutant NSCLC

Data cutoff: December 11, 2025
Median follow-up: 23.8 months



KEY DATA
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Secondary Endpoint: Overall Survival

ELCC2026. LBA4. 

OptiTROP-Lung03: 2L+ Sac-TMT in EGFR-mutant NSCLC



KEY DATA
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Overall Survival Adjusted for Crossover

OptiTROP-Lung03: 2L+ Sac-TMT in EGFR-mutant NSCLC

Data cutoff: December 11, 2025
Median follow-up: 23.8 months

ELCC2026. LBA4. 

In the docetaxel group, 41% of patients received sac-TMT as subsequent anti-cancer therapy. After using pre-specific RPSFT model 
adjusted for crossover, sac-TMT significantly improved OS over docetaxel with 55% lower risk of death.



KEY DATA
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Safety Summary

OptiTROP-Lung03: 2L+ Sac-TMT in EGFR-mutant NSCLC

Safety-related variables, n (%) Sac-TMT
(n = 91)

Docetaxel
(n = 46)

TRAEs

Å DǊŀŘŜ җо ¢w!9ǎ

Å Serious TRAEs

Å TRAEs leading to dose reduction

Å TRAEs leading to dose interruption

89 (97.8)

55 (60.4)

19 (20.9)

39 (42.9)

42 (46.2)

45 (97.8)

34 (73.9)

19 (41.3)

20 (43.5)

14 (30.4)

Å Anemia

Å WBC count decreased

Å Neutrophile count decreased

Å Stomatitis

Å Alopecia

Å Platelet count decreased

Å Asthenia

All grades

74 (81.3)

68 (74.7)

62 (68.1)

60 (65.9)

44 (48.4)

33 (36.3)

26 (28.6)

DǊŀŘŜ җо

12 (13.2)

25 (27.5)

40 (44.0)

17 (18.7)

NA

5 (5.5)

NA

All grades

31 (67.4)

29 (63.0)

27 (58.7)

4 (8.7)

23 (50.0)

9 (19.6)

15 (32.6)

DǊŀŘŜ җо

2 (4.3) 

24 (52.2)

27 (58.7)

1 (2.2)

NA

NA

2 (4.3)

Median duration of exposure
Å Sac-TMT: 7.1 months 
Å (range: 0.5-25.0)

Å Docetaxel: 2.8 months 
Å (range: 0.7-13.1)

Å The most common TRAEs for both 
Sac-TMT and docetaxel were 
hematologic toxicities

o Of note, febrile neutropenia: 
o 0% in the Sac-TMT group 
o 19.6% in the docetaxel 

group

Å ILD/pneumonitis were reported 
2.2% in both groups

ELCC2026. LBA4. 

Note: No TRAEsledto treatmentdiscontinuation 
or death in the Sac-TMT group



Sac-TMT is a potential new 
treatment option for pretreated 

EGFR-mutant NSCLC

FDA granted a Commissioner 
National Priority Voucher for Sac-

TMT in December 2025

Not yet FDA approved in US

IMPACT

© 2026 Cornerstone Specialty Network. All rights reserved.

Å Sac-TMT demonstrated clinically meaningful and 

benefit compared to docetaxel

Å Median OS: 20.0 months versus 13.5 months;  HR 0.63

Å Adjusted for crossover

Å Median OS: 20.0 months versus 11.2 months;  HR 

0.45

Å Median PFS: 7.9 months versus 2.8 months; HR 0.23

Å No new safety signals identified after a median follow 

up of 2 years

Å Grade 3 or worse stomatitis occurred in almost 20% of 

patients with Sac-TMT

OptiTROP-Lung03SUMMARY



OptiTROP-Lung03
(Sacituzumab tirumotecan )

TROPION-Lung01/05 pooled
Datopotamab-DXd

(Approved)

CHRYSALIS-2
(Amivantamab and Lazertinib)

TROP2 ADC TROP2 ADC

Randomized phase III Pooled analysis

Population EGFR-mutant EGFR-mutant (pooled subset)
EGFR Ex19del- or L858R-mutated 

NSCLC

Lines of therapy Median 3 prior lines Median 3 prior lines 
with disease progression on or 
after osimertinib and platinum-

based chemotherapy

ORR 45% 42.7% 28%

mPFS 7.9 months 5.8 months 4.5 months

mOS 20.0 months 15.6 months 14.8 months

J. Thor. Onc. 2025; Volume 20,Issue 11; P1669-1682BMJ 2025;389:e085680

© 2026 Cornerstone Specialty Network. All rights reserved.

J Thorac Oncol. 2025;20:651-664



Polling question

Based on current evidence, and the 

reviewed data (OptiTROP-Lung03), 

what would be your preferred agent 

for patients with EGRFm mNSCLC 

after progression on a TKI and 

platinum chemotherapy? 

1. Datopotamab-DXd

2. Docetaxel

3. Ami + Laz

4. Sac-TMT (if approved)

5. Other

© 2026 Cornerstone Specialty Network. All rights reserved.



Lung 2026: 
EGFRm NSCLC

Key 
Takeaways

Q&A
@TarekMekhailMD

NeoADAURA (PERCIST): In patients with resectable stage II-IIIB EGFR-mutant NSCLC, neoadjuvant 
osimertinib with or without chemotherapy demonstrated benefit and could potentially shift use to 
the earlier line setting ς Not yet FDA approved in the neoadjuvant setting

COMPEL: Continuing osimertinib with platinum-based chemotherapy after progression on first-line 
osimertinib improved PFS and demonstrated an OS benefit, with additional improvements in both 
CNS and non-CNS disease control compared with chemotherapy alone
FDA approved in the1L setting February 2024 

HARMONi-A: In patients with EGFR-mutant NSCLC following prior EGFR-TKI therapy, ivonescimab 
plus chemotherapy demonstrated an overall survival benefit and may be a potential new standard 
of care for patients ς Not yet FDA approved

OptiTROP-Lung03: In patients with previously treated advanced EGFR-mutant NSCLC, sacituzumab 
tiremotecan (sac-TMT) demonstrated clinically meaningful and statistically significant 
improvements in overall survival compared to docetaxel ς Not yet FDA approved in the U.S.  



Key Studies
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Zongertinib in treatment-naïve patients with HER2-
mutant NSCLC, including those with active brain 

metastases?

Phase 1b results 

CLINICAL QUESTION

© 2026 Cornerstone Specialty Network. All rights reserved.

Beamion LUNG-1

On February 26, 2026, the FDA granted accelerated approval to zongertinib (Hernexeos, Boehringer Ingelheim 
Pharmaceuticals, Inc.), a kinase inhibitor, for an expanded indication for adults with unresectable or metastatic non-

squamous non-small cell lung cancer (NSCLC) whose tumors have HER2 (ERBB2) tyrosine kinase domain (TKD) activating 
mutations, as detected by an FDA-authorized test evaluated in Beamion LUNG-1.



KEY DATA
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Study Design: Phase I, open-label, non-randomized, multicenter trial

BeamionLUNG-1: 1LZongertinibin Advanced HER2m NSCLC

Primary endpoint: Objective response by BICR (Blinded Independent Central Review, Response Evaluation Criteria 
in Solid Tumors RECIST v1.1)
Secondary endpoints: Duration of response (DoR) and progression-free survival (PFS)

Cohort 1: Pre-treated NSCLCa,b

with a HER2 TKD mutation
Cohort 2: Treatment-naïve NSCLC

with HER2 TKD mutation
Cohort 3: Pre-treateda NSCLC with a 

non-TKD HER2 mutation or HER2 TKD 
mutation-positive squamous NSCLC

Cohort 4: NSCLC with active brain 
metastases with HER2 TKD mutation

Cohort 5: Pre-treateda NSCLC with a 
HER2 TKD mutation and prior 

treatment with HER2-directed ADCs

Phase 1b (dose expansion): patients with advanced HER2-mutant NSCLC
In phase Ia, evaluation of the maximum tolerated dose based on number of patients with dose-limiting toxicities

In Phase Ib, the selected dose after interim futility analysis for zongertinib was 120 mg QD

Current analysis Additional cohorts not included in the current analysis

NEJM 2026. DOI: 10.10.56/NEJMoa2516969. 
Published April 15, 2026
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BeamionLUNG-1: 1L Zongertinibin Advanced HER2m NSCLC

Cohort 2 Baseline Characteristics

n (%) Cohort 2
(n=74)

Cohort 4
(n=30)

Median age, yr (range) 67 (35-88) 59 (38-77)

Age group, yr
Å 65 - Җтр
Å җтр 

30 (41)
13 (18)

6 (20)
2 (7)

Female 37 (50) 19 (63)

Race
Å Asian
Å Non-Asian 34 (46)

33 (45)
15 (50)
10 (33)

ECOG PS
Å 0
Å 1

34 (46)
40 (54)

13 (43)
17 (57)

Tobacco use
Å Never
Å Former
Å Current

47 (64)
25 (34)
1 (1)

19 (63)
10 (33)
1 (3)

Brain metastases 22 (30) 30 (100)

HER2 tryosine kinase domain mutation
Å A775_G776insYVMA**
Å Other

50 (68)
24 (32)

17 (57)
13 (43)

NEJM 2026. DOI: 10.10.56/NEJMoa2516969. 
Published April 15, 2026



KEY DATA
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Primary endpoint: Confirmed Systemic Response

Cohort 2: Treatment-naïve NSCLC with HER2 TKD mutation

BeamionLUNG-1: 1LZongertinibin Advanced HER2m NSCLC

n, (%)
Cohort 2: 
(N=74)

ORR (95% CI)

Å Complete response

Å Partial response

Å Stable disease

Å Progressive disease

Å Not evaluable 

76% (65 ς 84)

8 (11)

48 (65)

 15 (20)

1 (1)

2 (3)

Disease control rate 96%

NEJM 2026. DOI: 10.10.56/NEJMoa2516969. 
Published April 15, 2026

Best change in sum of target-lesion diameters among patients in cohort 
2 treatment-naïve NSCLC with HER2 TKD mutation who received first-
line zongertinib at a dose of 120 mg



KEY DATA
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Secondary endpoints: Duration of Confirmed Response and Progression-free Survival

NEJM 2026. DOI: 10.10.56/NEJMoa2516969. 
Published April 15, 2026

BeamionLUNG-1: 1LZongertinibin Advanced HER2m NSCLC

Median DoR: 15.2 mos
(95% CI:  9.8 ς NE)

Median PFS: 14.4 mos
(95% CI:  11.1 ς NE)

Duration of Confirmed Response Progression-free Survival

Duration of confirmed response and progression-free survival among patients in cohort 2 who received zongertinib at a dose of 120 mg



KEY DATA
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Confirmed Intercranial Tumor Response by BICR (RANO-BM)

BeamionLUNG-1: 1LZongertinibin Advanced HER2m NSCLC

n, (%) N = 30

No prior brain RT 
and confirmed 

measurable 
intracranial 

disease
(n=17)

ORR
Å CR
Å PR

47%
2 (7)

12 (40)

59%
1 (6)
9 (53)

DCR
Å DS
Å NE

87%
12 (40)
4 (13)

94%
6 (35)
1 (6)

Median DoR
(95% CI)

6.9 months
(2.9-NE)

6.2 months
(2.7-NE)

Median PFS
(95% CI)

8.2 months 
(4.1-11.3)

NE
NE

NEJM 2026. DOI: 10.10.56/NEJMoa2516969. 
Published April 15, 2026
Abstract 6MO, ELCC 2026

Best Change in Sum of Target-Lesion Diameters among Patients in 
Cohort 4 (with active brain metastases with HER2 TKD mutation) 
who received zongertinib at a dose of 120 mg



KEY DATA
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Safety Summary

BeamionLUNG-1: 1LZongertinibin Advanced HER2m NSCLC

n, (%)

Treatment-naïve NSCLC
with HER2 TKD mutation ς 

Cohort 2 (n=74)

Any Grade DǊŀŘŜ җо

Treatment-related adverse events

Å Any 

Å Diarrhea

Å Rash

Å Increased alanine aminotransferase

Å Dysgeusia

Å Nausea

Å Increased aspartate aminotransferase

Å Paronychia

Å Dry skin

Å Pruritus

Å Fatigue

Å Anemia

Å Stomatitis

67 (91)

41 (55)

18 (24)

13 (18)

13 (18)

13 (18)

12 (16)

10 (14)

10 (14)

10 (14)

9 (12)

8 (11)

8 (11)

14 (19)

2 (3)

0

3 (4)

0

0

2 (3)

 1 (1)

0

0

0

2 (3)

0

NEJM 2026. DOI: 10.10.56/NEJMoa2516969. 
Published April 15, 2026

n, (%)

Treatment-naïve NSCLC
with HER2 TKD mutation 
ς Cohort 2 (n=74)

Any Grade DǊŀŘŜ җо

Adverse events during 
the treatment period

Å Any 

Å Led to dose 

reduction

Å Led to treatment 

discontinuation

73 (99)

12 (16)

7 (9)

33 (45)

5 (7)

3 (4)

Serious treatment-
related adverse events

8 (11) 6 (8)



Zongertinib, an oral targeted 
therapy, provides an alternative 
frontline treatment option for 
patients with HER2-mutant 

advanced NSCLC 

FDA approved February 2026 

IMPACT

© 2026 Cornerstone Specialty Network. All rights reserved.

Å Zongertinib demonstrated durable efficacy as a 

first-line therapy in treatment naïve patients with 

HER2-mutant advanced NSCLC

Å ORR by BIRC: 76% 

Å Median PFS: 14.4 months

Å DoR: 15.2 months 

Å Intercranial response in patients with active 

brain metastases (47% ORR; RANO-BM), 

including in those with no prior brain 

radiotherapy (59% ORR; RANO-BM) 

Å Zongertinib demonstrated a manageable safety 

ǇǊƻŦƛƭŜΣ ǿƛǘƘ ƭƻǿ ƛƴŎƛŘŜƴŎŜ ƻŦ ƎǊŀŘŜ җо ŘǊǳƎ-related 

adverse events 

BeamionLUNG-1SUMMARY
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Does sevabertinibimprove outcomes in advanced 
HER2-mutant Non-Small-Cell Lung Cancer?

Phase I/II study

CLINICAL QUESTION

© 2026 Cornerstone Specialty Network. All rights reserved.

SOHO-01

On November 19, 2025, the FDA granted accelerated approval to sevabertinib (Hyrnuo, Bayer HealthCare Pharmaceuticals Inc.), a 
kinase inhibitor, for adults with locally advanced or metastatic NSCLC whose tumors haveHER2(ERBB2) tyrosine kinase domain (TKD) 

activating mutations, as detected by an FDA-approved test, and who have received a prior systemic therapy evaluated in SOHO-01.

In January 2026, sevabertinib was granted Breakthrough Therapy Designation by the FDA in the USA for the first-line 
treatment of patients with HER2-mutant NSCLC



KEY DATA
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Study Design: International, multicohort, open-label phase I/II trial

ESMO2025. LBA75.  N Engl J Med 2025;393:1819-1832

SOHO-01: Pre-treated and 1L sevabertinib in HER2m advanced NSCLC

Primary endpoint: Overall response rate per RECIST v1.1 by BICR 
Secondary endpoints: Duration of response, disease control response, progression-free survival (per RECIST v1.1) by BICR 
and investigator assessment, safety and tolerability

Dose Escalation

Patients with advanced 
NSCLC with HER2 or EGFR 

mutations

Patients were treated with 
increasing oral doses of 

sevabertinib to identify the 
recommended dose for 

expansion (5 QD dose levels, 
from 10 mg QD to 40 mg 

BID)

20 mg 
BID

Escalation and Extension
Cohorts of patients with HER2 mutations

To evaluate the safety, tolerability and efficacy, and to 
characterize the pharmacokinetics, of sevabertinib at the 

recommended dose for expansion

D: Previously treated, naïve to HER2-targeted ADCs
E: Previously treated with HER2-targeted ADCs
F: Naïve to systemic therapy for advanced disease

Cut-off date: June 27, 2025



KEY DATA
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Baseline characteristics

SOHO-01: Pre-treated and 1L sevabertinib in HER2m advanced NSCLC

n (%)
Cohort D
(n = 81)

Cohort E 
(n = 55)

Cohort F 
(n = 73)

Female 50 (62) 36 (65) 46 (63)

Race
Å Asian
Å White
Å Black
Å Not reported

57 (70)
18 (22)
1 (1)
5 (6)

32 (58)
15 (27)
4 (7)
4 (7)

51 (70)
19 (26)

0
3 (4)

Median age, yr (range) 60 (29-82) 65 (35-91) 65 (31-82)

ECOG PS
Å 0
Å 1

31 (38)
50 (62)

15 (27)
40 (73)

18 (25)
54 (74)

Smoking status
Å Never
Å Former/current

50 (62)
31 (38)

35 (64)
20 (36)

57 (78)
16 (22)

Adenocarcinoma histology 77 (95) 55 (100) 71 (97)

Brain metastases 18 (22) 15 (27) 9 (12)

n (%)
Cohort D
(n = 81)

Cohort E 
(n = 55)

Cohort F 
(n = 73)

Activating HER2 mutations
Å Y772_A775dupYVMA
Å Other HER2 exon20ins
Å HER2 point mutation
Å N/A

49 (60)
19 (23)
12 (15)
1 (1)

40 (73)
9 (16)
5 (9)
1 (2)

58 (79)
11 (15)
1 (1)
3 (4)

HER2 TKD mutation
Å Yes
Å No
Å N/A

73 (90)
7 (9)
1 (1)

52 (95)
3 (5)

0

71 (97)
2 (3)

0

No. of previous systemic 
anticancer therapies
Å 0
Å 1
Å җн

0
46 (57)
35 (43)

0
12 (22)
43 (78)

67 (92)
4 (5)
2 (3)

Previous anticancer therapy
Å Chemotherapy

Å Platinum and no IO
Å Platinum and IO

Å T-DXd

78 (96)
20 (25)
56 (69)
2 (2)

44 (80)
12 (22)
31 (56)
41 (75)

6 (8)
3 (4)
3 (4)

0

Cohort D - Previously treated, naïve to HER2-targeted therapies 
Cohort E - Previously treated with HER2-targeted ADCs
Cohort F - Naïve to systemic therapy for advanced disease

ESMO2025. LBA75.  N Engl J Med 2025;393:1819-1832
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Primary outcome: Objective Response (ORR) by BICR 
Cohort D - Previously treated, naïve to HER2-targeted therapies

SOHO-01: Pre-treated and 1L sevabertinib in HER2m advanced NSCLC

Median follow-up: 13.8 months 

ESMO2025. LBA75.  N Engl J Med 2025;393:1819-1832
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Primary outcome: Objective Response (ORR) by BICR 
Cohort E - Previously treated with HER2-targeted ADCs

SOHO-01: Pre-treated and 1L sevabertinib in HER2m advanced NSCLC

Median follow-up: 11.6 months 

ESMO2025. LBA75.  N Engl J Med 2025;393:1819-1832
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Primary outcome: Objective Response (ORR) by BICR 
Cohort F - Naïve to systemic therapy for advanced disease

SOHO-01: Pre-treated and 1L sevabertinib in HER2m advanced NSCLC

Median follow-up: 9.9 months 

ESMO2025. LBA75.  N Engl J Med 2025;393:1819-1832
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CSN-related outcomes:  ORR and CNS progression in patients with and without brain metastases at baseline

SOHO-01: Pre-treated and 1L sevabertinib in HER2m advanced NSCLC

ƴκb ό҈ύ

/ƻƘƻǊǘ 5 Υ
Previously 

treated, naïve to 
HER2-targeted 

therapies 

Cohort E:
Previously treated 

with HER2-
ǘŀǊƎŜǘŜŘ !5/ǎ 

Cohort F: 
Naïve to systemic 

therapy for 
ŀŘǾŀƴŎŜŘ ŘƛǎŜŀǎŜ

Brain mets at baseline 18/81 (22) 15/55 (27) 9/73 (12)

ORR by BICR
Å All patients
ÅWith brain mets
ÅWithout brain mets

52/81 (64)
11/18 (61)
41/63 (65)

21/55 (38)
4/15 (27)
17/40 (43)

52/73 (71)
7/9 (78)

45/64 (70)

Post baseline progression in brain
ÅWith brain mets at baseline
ÅWithout brain mets at baseline

4/18 (22)
4/63 (6)

3/15 (20)
2/40 (5)

0/9 (0)
2/64 (3)

ESMO2025. LBA75.  N Engl J Med 2025;393:1819-1832
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Safety Summary: Most frequent treatment-ǊŜƭŀǘŜŘ ŀŘǾŜǊǎŜ ŜǾŜƴǘǎ όҗмл҈ ƻŦ ǘƻǘŀƭύ

SOHO-01: Pre-treated and 1L sevabertinib in HER2m advanced NSCLC

Å Drug-related adverse events were 
reported in 96%, 100%, and 97% of 
patient in Cohorts D, E, and F, 
respectively

Å Grade 3 adverse events were 
reported in 29 (36%), 17 (31%), 
and 15 (21%) patients

Å Grade 3 diarrhea events were 
reported in 23% (D), 11% (E), and 5% 
(F) of patients

Å No grade 4 diarrhea

Å No treatment discontinuations 
due to diarrhea

Å There were no cases of interstitial 
lung disease (ILD) or pneumonitis

Cohort D - Previously treated, naïve 
to HER2-targeted therapies

All Cohorts (D, E , F) 

ESMO2025. LBA75.  N Engl J Med 2025;393:1819-1832



Sevabertinib may provide an 
alternative targeted therapy 

option for patients with HER2m 
advanced NSCLC in the 1L setting

FDA has granted Breakthrough 
Therapy Designation in January 

2026

Ongoing Phase III, randomized SOHO-02 trial

IMPACT

© 2026 Cornerstone Specialty Network. All rights reserved.

Å Sevabertinib demonstrated positive responses in patients 

with HER2-mutant advanced NSCLC in both pre-treated 

and first-line settings

Å Previously treated, naïve to HER2-targeted therapies 

(Cohort D): ORR by BICR was 64%

Å Previously treated with HER2-targeted ADCs (Cohort 

E): ORR by BICR was 38%

Å Naïve to systemic therapy for advanced disease 

(Cohort F): ORR by BICR was 71%

Å The most common side effect of sevabertinib was 

diarrhea - requires management

SOHO-01SUMMARY
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EGFRm NSCLC

ÅNeoADAURA: PERCIST
ÅCOMPEL
ÅHARMONi-A
ÅOptiTROP-Lung03

Other Targeted 
NSCLC

ωPRESERVE-003

SCLC
ωDeLLphi-303

ωRATIONALE-312

ωIDEATE-Lung01

Squamous NSCLC 
& SCLC

ωBeamion LUNG-1

ωSOHO-01

ωDESTINY-Lung02

ωRapid Reviews
ωMDT-BRIDGE

ωASTEROID



Does trastuzumab deruxtecan benefit patients with 
HER2-mutant metastatic NSCLC?

Final Analysis Results and Patient-Reported Outcomes
Phase II study

CLINICAL QUESTION

© 2026 Cornerstone Specialty Network. All rights reserved.

DESTINY-Lung02

OnAugust 11, 2022, the U.S. FDA grantedaccelerated approvalto fam-trastuzumab deruxtecan-nxki (Enhertu, Daiichi 
Sankyo) foradult patients with unresectable or metastatic non-small cell lung cancer (NSCLC)whose tumors 

haveactivating HER2 (ERBB2) mutationsdetected by an FDA-approved test, and who have received at least one prior 
systemic therapy. This was thefirst targeted therapy approved for HER2-mutant NSCLC.



KEY DATA
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Study Design: Randomized, multicentered, dose-blinded, two-cohort, phaseII study

Journal of Thoracic Oncology, 2025 Vol. 20, No.12. p1814-1828

DESTINY-Lung02: 2L+ T-DXd in HER2m metastatic NSCLC

ÅMetastatic HER2m NSCLC
Å Activating HER2 mutation
Åҗм ǇǊƛƻǊ ŀƴǘƛ-cancer therapy 2L+, 

including platinum-based 
chemotherapy

ÅMeasurable disease by BICR based 
on RECISTS v1.1

Å ECOG PS of 0 or 1
(n=152)

Primary endpoint: Confirmed ORR by BICR per RECIST v1.1
Secondary endpoints: Confirmed ORR by INV, duration of response (DoR) by BICR and INV, disease control 
rate (DCR) by BICR and INV, progression-free survival (PFS) by BICR and INV, overall survival (OS), and safety
Exploratory endpoints: PROs (EQ-5D-5L, EORTC QLQ-C30, ECRTC QLQ-LC13, NSCLC-SAQ)

R
2:1

{ǘǊŀǘƛŦƛŎŀǘƛƻƴ ōȅ ǇǊŜǾƛƻǳǎ ƭƛƴŜǎ ƻŦ ŀƴǘƛ-PD-(L)1

T-DXd
5.4 mg/kg Q3W

(n=102)

T-DXd
6.4 mg/kg Q3W

(n=50)
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Select Baseline Characteristics

DESTINY-Lung02: 2L+ T-DXd in HER2m metastatic NSCLC

n (%)
T-DXd 5.4 

mg/kg
(n=102)

T-DXd 6.4 
mg/kg
(n=50)

Age, years
median (Q1-Q3)

59.4 
(51.1-69.2)

61.3 
(51.8-67.2)

Female 65 (63.7) 34 (68.0)

Region
Å Asia
Å Europe
Å North America
Å Other

63 (61.8)
33 (32.4)
4 (3.9)
2 (2.0)

30 (60.0)
17 (34.0)
2 (4.0)
1 (2.0)

ECOG
Å 0
Å 1

19 (28.4)
73 (71.6)

79 (49.1)
82 (50.9)

HER2 mutation
Å Kinase domain
Å Extracellular domain

3 (1.9)
158 (98.1)

114 (70.8)
47 (29.2)

CNS metastases at baseline 35 (34.3) 22 (44.0)

n (%)
T-DXd 5.4 

mg/kg
(n=102)

T-DXd 6.4 
mg/kg
(n=50)

Smoking status
Å Never
Å Former

55 (53.9)
47 (46.1)

29 (58.0)
21 (42.0)

Renal function at baseline
Å Normal
Å Mild impairment
Å Moderate impairment

38 (37.3)
41 (40.2)
23 (22.5)

16 (32.0)
29 (58.0)
5 (10.0)

Prior lung resection 22 (21.6) 12 (24.0)

Lines of prior systemic therapy 
for advanced/ metastatic 
disease
Å Җ н ƭƛƴŜǎ
Å < 2 lines

69 (67.6)
33 (32.4)

31 (62.0)
19 (38.0)

Prior anti-PD-(L)1 therapy 75 (73.5) 39 (78.0)

Journal of Thoracic Oncology, 2025 Vol. 20, No.12. p1814-1828
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Primary endpoint: Confirmed Overall Response Rate

DESTINY-Lung02: 2L+ T-DXd in HER2m metastatic NSCLC

n (% [95% CI])
T-DXd 5.4 mg/kg

(n=102)

T-DXd 6.4 mg/kg

(n=50)

cORR

Å CR

Å PR

Å SD

Å PD

Å Non-evaluable

51 (50.0% [39.9-60.1])

3 (2.9)

48 (47.1)

44 (43.1)

4 (3.9)

3 (2.9)

28 (56.0% [41.3-70.0])

4 (8.0)

24 (48.0)

18 (36.0)

2 (4.0)

2 (4.0)

Disease Control Rate 95 (93.1 [86.4-97.2]) 46 (92.0 [80.0-97.8])

Duration of Response 12.6 (6.4 to NE) 12.2 (7.0 to NE)

Journal of Thoracic Oncology, 2025 Vol. 20, No.12. p1814-1828

cORR: confirmed Objective Response Rate
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Secondary endpoints: Progression-free Survival by BICR and INV

DESTINY-Lung02: 2L+ T-DXd in HER2m metastatic NSCLC

Journal of Thoracic Oncology, 2025 Vol. 20, No.12. p1814-1828
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Secondary endpoint: Overall Survival

DESTINY-Lung02: 2L+ T-DXd in HER2m metastatic NSCLC

Journal of Thoracic Oncology, 2025 Vol. 20, No.12. p1814-1828
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Exploratory endpoint: EORTC QLQ-C30 GHS scores

DESTINY-Lung02: 2L+ T-DXd in HER2m metastatic NSCLC

Journal of Thoracic Oncology, 2025 Vol. 20, No.12. p1814-1828
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Safety Summary

DESTINY-Lung02: 2L+ T-DXd in HER2m metastatic NSCLC

Adjudicated Drug-Related ILD Variable, 
n (%)

T-DXd 
5.4 mg/kg
(n=101)

T-DXd 
6.4 mg/kg

(n=50)

Any grade, n (%)
Å Grade 1
Å Grade 2
Å Grade 3
Å Grade 4
Å Grade 5
Å DǊŀŘŜ җо

15 (14.9)
4 (4.0)
9 (8.9)
1 (1.0)

0 
1 (1.0)
2 (2.0)

16 (32.0)
3 (6.0)

11 (22.0)
1 (2.0)

0
1(2.0)
2 (4.0)

Outcome of ILD events, %
Å Fatal 
Å Not recovered/not resolved
Å Recovering/resolving
Å Recovered/ resolved with sequelae
Å Recovered/ resolved

6.7
20.0
6.7
0

66.7

6.3
37.5

0
6.3
50.0

Treatment of ILD, %
Å Steroids
Å Antibiotics
Å Steroids and antibiotics

80.0
46.7
40.0

81.3
31.8
25.0

Adverse Event Category
T-DXd 

5.4 mg/kg 
(n=101)

T-DXd 
6.4 mg/kg 

(n=50)

Any-grade TEAEs 96.0% 100%

DǊŀŘŜ җо ¢9!9ǎ 39.6% 60.0%

Serious TEAEs 13.9% 28.0%

TEAEs leading to drug discontinuation 14.9% 26.0%

TEAEs leading to drug interruption 30.7% 54.0%

TEAEs leading to dose reduction 16.8% 34.0%

TEAEs associated with death 1.0% 2.0%

Journal of Thoracic Oncology, 2025 Vol. 20, No.12. p1814-1828



ONGOING STUDY
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Study Design: global, open-label, randomized, phase 3 trial

ELCC2026. 237P. 

DESTINY-Lung06: Trastuzumab Deruxtecan + Pembrolizumab as First-Line 
Treatment in HER2-Overexpressing, PD-L1 TPS <50% NSCLC
 

Å Locally advanced unresectable/metastatic 
non-squamous NSCLC

Å No prior systemic treatment for 
advanced/metastatic NSCLC

Å Centrally confirmed HER2 overexpression 
and PD-L1 TPS <50%

Å No known actionable genomic alterations 
(AGAs) with locally available therapies in 1L

  N=686

Primary endpoint: Progression-free survival (PFS) by blinded independent central review (BICR)
Key Secondary endpoint: Overall survival (OS)
Other secondary endpoints: PFS by investigator assessment, overall response rate by BICR and investigator 
assessment, DOR by BICR and investigator assessment, safety and tolerability, patient-reported outcomes

T-DXD +
Pembrolizumab

R
1:1

Pembrolizumab + pemetrexed 
+ platinum-based chemotherapy

{ǘǊŀǘƛŦƛŎŀǘƛƻƴ ōȅ ǇǊƛƻǊ ƴŜƻŀŘƧǳǾŀƴǘκŀŘƧǳǾŀƴǘ ǘƘŜǊŀǇȅ όȅŜǎ Ǿǎ ƴƻύΣ ǎƳƻƪƛƴƎ 
history (ever smoked vs never smoked), PD-L1 expression (TPS <1% vs 1-

49%) and HER2 IHC expression (IHC 3+ vs non-IHC 3+)



T-DXd provides an additional 
treatment option in the 2L or later 

for patients with HER2m metastatic 
NSCLC

FDA approved August 2022 

at 5.4 mg/kg in this setting

IMPACT

© 2026 Cornerstone Specialty Network. All rights reserved.

Å T-DXd demonstrated strong responses in patients with 

previously treatment HER2m mNSCLC 

Å 5.4 mg/kg: cORR 50%  

Å 6.4 mg/kg: ORR56%

Å Responses were consistent regardless of the number of 

prior systemic anticancer therapies or baseline CNS 

metastases

Å The approved T-DXd 5.4 mg/kg dose was associated with a 

more favorable benefit/risk profile with a reduced 

incidence of adjudicated drug-related ILD/pneumonitis

Å Health-related quality of life was maintained for the 

duration of T-DXd treatment

DESTINY-Lung02SUMMARY



HER2m advanced NSCLC: Beamion LUNG-1, SOHO-01 and DESTINTY-Lung02

Beamion LUNG-1
FDA accelerated approval 

Feb 2026

SOHO-01
FDA 2L+ Nov 2025  

1L Breakthrough Jan 2026 

DESTINY-Lung-02 
FDA approved Aug 2022  

 5.4 mg/kg

Zongertinib
HER2-selective TKI, oral, 120 mg QD

Sevabertinib
HER2-selective TKI, oral, 20 mg BID

T-DXd
HER2 antibody-drug conjugate, IV Q3W

Study

Cohort 2: 
Treatment-naïve 

NSCLC 
with HER2 TKD 

mutation

Cohort 4: 
NSCLC with active 
brain metastases 
with HER2TKD 

mutation

Cohort D: 
Previously 

treated, naïve to 
HER2-targeted 

ADCs 

Cohort E: 
Previously 

treated with 
HER2-targeted 

ADCs 

Cohort F: 
Naïve to 

systemic therapy 
for advanced 

disease 

җм ǇǊƛƻǊ ŀƴǘƛ-cancer therapy 2L+, 
including platinum-based chemotherapy

n 74 30 81 55 73 102 50

ORR, % 76% NE 64% 38% 71% 50.0% 56.0%

mPFS, months 14.4 NE 8.3 5.5 NE 10.0 12.9

Intracranial 
ORR

47%

Safety 
Dҗо ¢w!9 мф҈ Σ Dо ŘƛŀǊǊƘŜŀ о҈

No ILD
G3 diarrhea 5ςно҈Σ  Dҗо ¢w!9 нмς36%

ILD any-gr 15% @ 5.4 mg/kg, 32% @ 6.4 
mg/kg (1ς2% fatal)

© 2026 Cornerstone Specialty Network. All rights reserved.

NEJM 2026. DOI: 10.10.56/NEJMoa2516969; ESMO 2025. LBA75. N Engl J Med 2025;393:1819-1832 Journal of Thoracic Oncology, 2025 Vol. 20, No.12.

Note: Cohorts differ in line of therapy, brain-mets prevalence (12ς100%), prior ADC exposure, follow-up duration, and response criteria (RECIST v1.1 vs RANO-BM). 
No randomized head-to-head data exist.

T-DXD 
5.4 mg/kg

T-DXD 
6.4 mg/kg



Polling question

Based on the Beamion LUNG-1, 

SOHO-01 and DESTINY-Lung 02: 

what is your preferred targeted 

strategy for patients with HER2-

mutant metastatic NSCLC? 

1. Zongertinib

2. T-DXd

3. Sevabertinib

4. Unsure 



LUNG 2026: RAPID REVIEW

MDT-BRIDGE ASTEROID
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Select Baseline Characteristics

MDT-BRIDGE: Neoadjuvant durvalumab + chemotherapy in resectable or 
borderline resectable stage IIB-IIIB NSCLC 

KEY DATA

ESMO 2025. LBA65.

n (%)
Resectable

(n = 56)

Borderline 
resectable

(n = 28)

Median ageΣ ȅǊ όǊŀƴƎŜύ
66.0 

(46-80)
66.0 

(48-82)

ECOG PS
Å л
Å 1

39 (69.6)
17 (30.4)

18 (64.3)
10 (35.7)

Smoking state
Å Current
Å Former
Å Never

13 (23.2)
41 (73.2)
2 (3.6)

7 (25.0)
20 (71.4)
1 (3.6)

Histology
Å Squamous
Å Non-squamous
Å Other

21 (37.5)
34 (60.7)
1 (1.8)

11 (39.3)
17 (60.7)

0

Disease stage
Å IIB
Å IIIA
Å IIIB

8 (14.3)
37 (66.1)
11 (19.6)

5 (17.9)
15 (53.6)
8 (28.6)

TNM classification (primary tumor)
Å T1
Å T2
Å T3
Å T4

7 (12.5)
11 (19.6)
24 (42.9)
14 (25.0)

3 (10.7)
2 (7.1)
7 (25.0)
15 (53.6)

Study Design: Global, phase 2, non-randomized study

Adults with previously untreated resectable or borderline resectable stage IIB-IIIB NSCLC*; 
no documented EGFR/ALK ƳǳǘŀǘƛƻƴǎΤ җм ǘŀǊƎŜǘ ƭŜǎƛƻƴ ƴƻǘ ǇǊŜǾƛƻǳǎƭȅ ƛǊǊŀŘƛŀǘŜŘΤ ²Ihκ9/hD 

PS 0/1 (N = 131)

Primary endpoint: resection rate (patients who underwent definitive surgery)
Secondary endpoints: resection rate in patients considered resectable/borderline 
resectable at baseline, surgical outcomes, ORR, pCR, safety

Durvalumab + 
Platinum-based 

CTϞ 
Q3W x 2 cycles

Baseline MDT 
Resectability 
Assessment

Durvalumab 
Q4W x 12 cycles

*Per AJCC 8th edition. ϞInvestigator choice. ϟResectable (n=72), baseline borderline resectable (n = 3), baseline 
resectable (n = 1), unresectable (n = 8)

Adjuvant/
Consolidation

Unresectable

MDT 
Resectability 

Reassessmentϟ

Resectable Durvalumab + 
Platinum-based CTϞ 
Q3W x 1 -2 cycles

CRT

Surgery

Neoadjuvant

!ƭƭ ǇŀǘƛŜƴǘǎ ǊŜŎŜƛǾŜŘ җн ŎȅŎƭŜǎ ƻŦ ƴŜƻŀŘƧǳǾŀƴǘ ŘǳǊǾŀƭǳƳŀō ŀƴŘ он҈ ǊŜŎŜƛǾŜŘ п ŎȅŎƭŜǎ

Multidisciplinary team (MDT): comprised of a medical oncologist/pulmonary oncologist, thoracic surgeon, radiation oncologist, and pathologist at a minimum
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Secondary Endpoints: ORR presurgery/pre-CRT

MDT-BRIDGE: Neoadjuvant durvalumab + chemotherapy in resectable or 
borderline resectable stage IIB-IIIB NSCLC 

KEY DATA

ESMO 2025. LBA65. 

Primary Endpoint: Resection rates and outcomes

Subgroup
Resection Rate, % 

(95% CI)
Resection Outcomes, 

% (95% CI)

All patients
(N=84)

85.7
(71.24,92.4)

R0:94.4(84.4,98.8)
R1:1.4(0.75,7.9)
R2:4.2(1.8,8.2)
NE: 2.8% (0.3, 9.7)

Baseline 
resectable
(n=56)

92.9
[82.7,98.9]

R0:98.1(87.7,100)
R1:1.9(0.8,8.8)
R2: 0 (0.0, 6.8)
NE: 0 (0.0, 6.8)

Baseline 
borderline 
resectable
(n=28)

71.4
(51.3,86.8)

R0:85.0[62.1,96.8)
R1:0 (0.1,16.8)
R2:5.0(0.1,24.9)
NE: 10.0 (1.2, 31.7)

NE: not evaluable

In patients deemed resectable at reassessment, 60.5% 
had objective responses after completion of neoadjuvant 
treatment

Å 27.6% of patients deemed resectable at reassessment went on to 
achieve pCR (6 mos of follow-up or definitive surgery)



LUNG 2026: RAPID REVIEW

MDT-BRIDGE ASTEROID



ASTERIOD: Adjuvant SBRT + durvalumab in early-stage NSCLC

© 2026 Cornerstone Specialty Network. All rights reserved.

Study Design: Randomized, multicenter, open label, phase II 
trial

Select Baseline Characteristics

Å NSCLC
Å T1-2N0M0
Å <5 cm
Å PS 0-2

(N = 106, R 1:1)

Primary endpoint: Time to progression (TTP)
Secondary endpoints: Safety, disease-free survival (DFS), overall 
survival (OS), local control and quality of life

KEY DATA

ELCC2026. Abstr27.

SBRT high dose 3-4 
fraction + Follow up

SBRT high dose 3-4
Fraction + durvalumab

1500 mg i.v. every fourth 
week for 12 months

n (%)

SBRT
(n = 54)

Durvalumab 
+ SBRT
(n = 56)

Age, median όǊŀƴƎŜύ 77 (58-89) 79 (56-87)

Performance status
Å л
Å 1
Å 2

18
27
10

16
22
11

Tumor stage
Å 1A
Å 1B
Å 2A

44
10
1

42
7
0

Histology
Å Adenocarcinoma
Å Squamous cell carcinoma
Å NSCLC NOS

42
11
2

32
12
5

DLCO %, mean (range) 67 (28-119) 63 (29-99)

GTV dose Gy (¾ f)
Å Median D50% (range)
Å Mean D2% (range)
Å Mean D98% (range)

64 (57-72)
67 (62-75)
60 (53-70)

65 (57-75)
68 (60-76)
60 (53-72)

Number of durvalumab infusions, 
Median (range) -- мм όм-12)

Stratified by performance status, 
gender, and tumor stage

DLCO: pulmonary lung function test
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ASTERIOD: Adjuvant SBRT + durvalumab in early-stage NSCLCKEY DATA

ELCC2026. Abstr27.

n (%)
SBRT

(n = 54)

Durvalumab + SBRT
(n = 49)

Related to 
SBRT

Related to 
durvalumab

Any grade Any grade Any grade

Any TRE 23 (42.6) 20 36

Skin reaction 3 (5.6) 5 27

Pruritus 1 0 13

Elevated liver enzymes 0 0 12

Fatigue 9 3 11

Hyper/Hypothyroidism 0 0 9

Dyspnea 5 8 6

Pneumonitis 4 4 3

Pain 6 6 2

Cough 9 4 --

Adding durvalumab after SBRT may reduce tumor progression

Select Safety Summary Primary Endpoint: Time to Progression 

Median follow-up time: 33 months (13-64)

SBRT

Durvalumab 
+ SBRT



Lung 2026:

Other Targeted 
NSCLC

Key 
Takeaways

Q&A
@SujithKalmadiMD

BEAMOIN LUNG-1: As first-line therapy for treatment naïve patients with HER2-mutant advanced 
NSCLC, zongertinib demonstrated durable efficacy with an objective response rate of 76% by BIRC, 
median PFS of 14.4 months, median duration of response of 15.2 months, and meaningful 
intracranial activity in patients with brain metastases ς FDA approved February 2026

SOHO-01: In pre-treated and first-line setting, patients with HER2-mutant advanced NSCLC, 
sevabertinib demonstrated durable response achieving ORRs by BICR of 64% in HER2-therapyςnaïve 
patients, 38% in those previously treated with HER2-targeted ADCs, and 71% in first-line patients ς 

FDA approved November 2025 after prior treatment; FDA granted Breakthrough Therapy 
Designation for 1L setting January 2026 

DESTINY-Lung02: In the second-line and later setting for patients with HER2-mutant metastatic 
NSCLC, T-DXd demonstrated strong and durable responses irrespective of prior systemic anticancer 
therapies or baseline CNS metastases ς FDA approved August 2022

MDT-BRIDGE: In patients with borderline resectable NSCLC, neoadjuvant durvalumab plus 
chemotherapy, supported by multidisciplinary assessment, enabled almost all (95.2%) patients to 
proceed to surgery or chemoradiotherapy with curative intent  

FDA approved durvalumab with platinum containing chemotherapy as neoadjuvant treatment in 
August 2024 

ASTERIOD: In patients with early-stage NSCLC, durvalumab following stereotactic body 
radiotherapy (SBRT) was associated with improved systemic antitumor responses compared with 
SBRT aloneς Not yet FDA approved
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Does gotistobart or docetaxel benefit patients with 
metastaticsquamous non-small cell lung cancer?

Stage 1 of the randomized phase 3 trials

Gotistobart: a novel pH-sensitive anti-cytotoxic T lymphocyte-associated protein 4 (CTLA-4) 
antibody that selectively depletes regulatory T cells within the tumor microenvironment

CLINICAL QUESTION

© 2026 Cornerstone Specialty Network. All rights reserved.

PRESERVE-003
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Gotistobart: unique MOA

Å Golistobart is an investigational pH-
sensitive anti-CTLA-4 monoclonal 
antibody with an optimized Fc domain

Å Gotistobart preserves high CTLA-4 
density on tumor-infiltrating regulatory T 
cells (Tregs)

Å Gotistobart enables more effective Treg 
depletion through enhanced antibody-
dependent cellular cytotoxicity (ADCC) 
/antibody dependent cellular 
phagocytosis (ADCP) in the tumor 
microenvironment with minimal 
peripheral immune activation

Å Unlike other clinically used anti-CTLA-4 antibodies (e.g., ilipimumab and tremelimumab), the acidic pH-sensitive 
mechanism of action of gotistobart avoids lysosomal degradation of both CTLA-4 and the anti-CTLA-4 antibody and thus 
preserves both the CTLA-4 molecules and the antibody

Cell Res. 2019 Jul 2;29(8):609ς627; Trends Pharmacol Sci 2020 41(1)4-12; Cell Res 2018. 28(4) 416-432; Cell Res 2018 28 (4) 433-447
ELCC 2026 Abstract #3O


