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Adjuvant/Neo-adjuvant systemic therapy

Chemotherapy - ITACA 
Targeted Therapy - ADAURA updates
IO - LCMC3



Chemotherapy



ITACA study design



ITACA



TKI Therapy



0 6 12 18 24 30 36 42 48 54 60 66
0.0

0.1

0.2

0.3

0.4

0.5

0.6

0.7

0.8

0.9

1.0

Disease-free Survival (Months)

D
is

ea
se

-f
re

e
 S

ur
vi

va
l P

ro
ba

bi
lit

y

PlaceboErlotinib

Placebo (32 events)
Median: 28.5 m

Erlotinib (39 events)
Median: 46.4 m

Log-rank test: p=0.0391

HR: 0.61 (95% CI: 0.384, 0.981)
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RADIANT DFS/OS – EGFR M+ (Erlotinib) 

DFS HR 0.61

0 6 12 18 24 30 36 42 48 54 60 66
0.0

0.1

0.2

0.3

0.4

0.5

0.6

0.7

0.8

0.9

1.0

Overall Survival (Months)

O
ve

ra
ll 

S
ur

vi
va

l P
ro

ba
bi

lit
y

Erlotinib Placebo

Placebo  (13 events)
Median: not reached

Erlotinib (22 events)
Median: not reached

Log-rank test: p=0.8153

HR: 1.09 (95% CI: 0.545, 2.161)
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OS NEGATIVE

IN ALL PATIENTS
DFS HR 0.90, p.0.32
OS HR 1.13, p.34



CTONG1104/ADJUVANT: OS and DFS - Gefitinib

Wu Y-L, et al. ASCO 2020. Abstract 9005. 

Overall survival (ITT population)  Disease-free survival (ITT population)  

Loss of benefit at about 1 year after stopping the two 
years adjuvant therapy

Group Events/N Median (m, 95%CI)
Gefitinib group 52/111 75.5 (46.6-NC)
VP group 48/111 62.8 (45.8-NC)

No. at risk
Gefitinib 111 (0) 103 (5) 88 (2) 67 (5) 55 (1) 49 (2) 43 (4) 15 (25) 0 (15)
VP 111 (0) 87 (16) 73 (1) 58 (6) 47 (2) 41 (1) 34 (5) 14 (18) 0 (14)
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Hazard ratio (95% CI) = 0.92 (0.62-1.36) p=0.674
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Hazard ratio (95% CI) = 0.92 (0.62-1.36) p=0.674

No. at risk
Gefitinib 111 (0) 103 (5) 88 (2) 67 (5) 55 (1) 49 (2) 43 (4) 15 (25) 0 (15)
VP 111 (0) 87 (16) 73 (1) 58 (6) 47 (2) 41 (1) 34 (5) 14 (18) 0 (14)
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G: 39.6%

G:22.6%VP: 32.5%
VP: 23.2%

<18 months 
duration

≥18 months 
duration 

Events, n/N 22/34 30/72
Median, mo (95% CI) 35.7 (25.7–NR) NR (64.0–NR)  

HR 0.38 (95% CI 0.22–0.66) 

Duration may matter
Or may reflect why 
came off early Wu, Y-L ASCO 2020, Abstr 9005
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ADAURA- Wu OA06.04



ADAURA- Wu OA06.04



Tsuboi, P03.02



IO Therapy



Neo-adjuvant Nivolumab :

Chaft & Forde, et al.; NEJM 2018

Drug-related 
Adverse Events 

N=22 (All treated)

Any Grade 
N(%)

Fever 1* (5)

Thyroid dysfunction 1 (5)

GI
Anorexia/dysgeusia

Vomiting/diarrhea
LFT abnormality

2 (9)
1 (5)
1 (5)

Pneumonia 0

Infusion reaction 1 (5)

CNS (delirium) 1 (5)

Feasibility N=21:   Nivo 3 mg/kg Days -28 
and -14, resect day 0
Nivolumab did not interfere with surgery
Safety: No unexpected findings

PR 2 (10%)
SD 18 (85%)
PD 1 (5%)

•Major Pathologic Response (MPR) in 9/21 
pts =  43%

•Pre-treatment PD-L1 positivity did not correlate 
with MPR
•TMB seemed to correlate more with MPR





No surgery, n=22 (12%) of 181 total enrolled

LCMC3:  2 doses atezolizumab, stage IB-IIIA

LCMC3













Screened 51 pts, 
enrolled 46pts 
PFS 77% at 24 mo, 
5 no surgery
7 minor response
8 MPR
26 pCR

NADIM



The Future of IO



CONCLUSIONS:
Adjuvant/Neo-adjuvant systemic therapy

Chemotherapy – ITACA
ERCC1/TS tailoring not practice changing

Targeted Therapy - ADAURA updates 
Osimertinib DFS benefit regardless of Chemotherapy Use

IO - LCMC3
Single Agent Atezolizumab shows promise
Await results of ongoing phase III IO trials


