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Early stage NSCLC:

(Neo)adjuvant strategies

IMpower010

Checkmate 816

IMPACT/CTONG1103

Local treatment modalities

VIOLET

STARS



(neo)adjuvant strategies



Phase III trials of adjuvant checkpoint inhibitors 
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Study design IMpower010

7 / Abstract #8500



DFS in stage II-IIIA in PD-L1 TC ≥ 1 % (PE)

8 /

Abstract #8500



Magnitude of benefit
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Biomarker selection
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Atezolizumab: first IC with clinically meaningful benefit in adjuvant setting in 

PD-L1 positive stage II-IIIA NSCLC after chemo



Is DFS sufficient to change clinical practice?
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Rationale for neoadjuvant strategy
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Phase III trials neoadjuvant chemo and PD(L)1 inhibitor
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Abstract #8503



pCR by baseline disease stage
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Abstract #8503



Surgical approach
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Abstract #8503
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no delay in surgery

no increase in 90-day surgical toxicity



no delay in surgery

no impairment of surgery

no reduction in completeness of resection

no increase in 90-day surgical toxicity

more event-free and OS data are needed for CM816 to become practice changing
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Phase III trials adjuvant targeted therapy
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ASCO 2020



Phase 3 RCT (IMPACT)
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Abstract #8501
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DFS: numerically longer with gefitinib, but HR 0.92

OS:   not significantly different, HR 1.03

Abstract #8501



Phase 2 RCT (CTONG1103)

22 /

Abstract #8502



3 RCT on (neo)adjuvant EGFR-TKI with mature OS data

TKI for up to 2 years compared to 4 cycles of cis-based chemo

initial DFS advantage, no OS benefit

follow-up results of osimertinib in ADAURA are needed
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Local treatment modalities
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VIOLET (QoL)



VIOLET (oncological outcomes)
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reinforce the paradigm shift in surgical approach

improved results without compromising oncological outcomes
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Expanded single-arm trial in operable stage IA 

risk-factor matched comparison with historical VATS data 

(n=229)

PE: OS at 3 years



OS/PFS data SABR and VATS
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Unresectable stage III

Update PACIFIC



PACIFIC (5-year mature OS analysis)
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Unresectable stage III: clinical trial landscape
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Abstract  8512



Metastatic NSCLC non-oncogene addicted

CheckMate-9LA

CheckMate-227 



CheckMate 9LA
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Additional follow-up
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ASCO 2021
ASCO 2020

TRAEs 47% vs. 38%

ASCO 2021



4-year OS CheckMate-227
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Abstract #9016



OS benefit regardless of PD-L1 or histology
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Abstract #9016



CheckMate-9LA and 227

standard arm no longer in line with current practice (chemo-immuno)

chemo-immuno or dubble checkpoint inhibition + 2 cycles of chemo?

longer follow-up

decisions based on histology, PD-L1 expression, co-morbidities , smoking status

38 /



Metastatic NSCLC: oncogene addicted

- overcoming osimertinib resistance: promising strategies

- KRAS (G12C)

- updated results for EGFR exon 20,  HER2 exon 20, MET, RET



Resistance mechanisms to osimertinib
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Patritumumab-deruxtecan

(HER3-DXd)

(abstract #9007)

Amivantamab + lazertinib

Trial

population

Phase I dose escalation and expansion

EGFR mutation

progression on prior TKI

CHRYSALIS phase I dose

escalation and expansion

Osimertinib relapsed (n=45)

ORR 39% (26-52) 36% (22-51)

AE ILD (7%)

Platelet count decrease

Rash (78%)

Paronychia (49%)
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(abstract #9006)



Update and mature OS phase 2 CodeBreak 100 trial
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Abstract #9003
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Efficacy in molecular subroups

a phase III trial CodeBreak 200 sotorasib vs. docetaxel (2/3L)  is ongoing

Abstract #9003



Updated results on EGFR exon 20, HER2 exon 20, MET and RET

EGFR exon 20

(#9014)

HER2 exon 20

(#9015)

MET

(#9020)

MET

(#9021)

RET

(#9089)

agent Mobocertinib

160 mg QD

Trastuzumab-pertuzumab-

docetaxel

Capmatinib 400 mg 

BID

FDA approval

EMA awaited

Tepotinib 500 mg QD Pralsetinib 400 

mg QD

ORR 28% 29% 67% (first line)

44% (pretreated)

71% (first line)

42% (pretreated)

62%

mPFS 7.3 m 6.8 m 10.8 m 4.2 m 16.5 m

Tox TRAEs dis 17% grade ≥ 3: neutropenia (33%)

diarrhea (13%)

anemia (9%)

peripheral edema

GI effects

grade ≥ 3  TRAEs 29% TRAEs dis. 6%
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SCLC



CALGB 30610/RTOG 0538 phase 3 RCT trial
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45 Gy BID TRT continues to be standard of care

Abstract # 8505



Take home messages



Early stage

Atezo (IMpower010):

first IC with clinically meaningful benefit (DFS) in adjuvant setting

OS needed

 what in case of relapse?

Nivo + platinum doublet (CheckMate816):

promising

more EFS data and OS data needed before practice changing

TKI for 2 years compared to chemo:

DFS advantage, no OS benefit

VATS lobectomy: standard of care

SABR vs. VATS in stage IA:
 PFS and OS not inferior

 SABR good approach in this population

 multidisciplinary board decisions



Unresectable stage III

PACIFIC:

first trial improving cure rate (5-y OS)

trials with IO combinations and RT ongoing
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Metastatic non-oncogene addicted first line

nivo-ipi+ 2 cycles of chemo (CheckMate-9LA)

an efficacious 1L treatment

we can reduce the number of cycles chemo

nivo-ipi up to 2 years (CheckMate-227)

chemo-immuno or dubble checkpoint inhibition + 2 cycles of chemo?
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Metastatic: oncogene addicted

new strategies to overcome osimertinib resistance:
HER3-Dxd

amivantamab + lazertinib

KRAS (G12C)

sotorasib

phase III trial is ongoing (second line)

new agents for EGFR exon 20, HER2 exon 20, MET exon 14, RET
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SCLC (LD)

high dose 70 Gy once daily vs. standard 45 Gy (BID) RCT phase III trial

45 Gy BID TRT continues to be standard of care
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