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What’s New From ASCO 2018, ELCC 2018, 
AACR 2018, ESMO 2017 & WCLC 2017?



How did we get here?

2014 2015 2016 2017 2018

Pembrolizumab + platinum 
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KEYNOTE-021G
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First anti-PD-1/PD-L1 
in previously treated 
advanced NSCLC
CheckMate 017
CheckMate 057

Pembrolizumab 
monotherapy in 1L
PD-L1 high NSCLC

KEYNOTE-024

First IO therapy to 
demonstrate benefit in 
earlier stage NSCLC: 

Durvalumab in 
Unresectable Stage III 

NSCLC
PACIFIC

FDA approves broad genomic 
testing in solid tumors

Alectinib in ROS1 positive NSCLC
ALEX

Osimertinib in 1L EGFRm advanced 
NSCLC FLAURA

Since 2015,
there have been ~13 studies that have 

transformed the management of NSCLC
with targeted therapies or immunotherapies

KEYNOTE-189: Carbo/Pem/Pem
For NSq-NSCLC

KEYNOTE-407: Carbo/Paclit or nab-
Paclit/Pem

For Sq-NSCLC

IMPOWER 150: 
Carbo/Paclit/Bev/Atezo For NSq-

NSCLC (EGFR+/ALK+)
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Survival with the five most frequent oncogenic drivers

Altered Gene N Median Survival (95% CI)
EGFR (sensitizing) 140 4.0 years (2.7 to 5.4)
EGFR (other) 50 3.3 years (2.2 to 6.2)
ALK 73 4.3 years (3.0 to NA)
KRAS 231 2.4 years (1.9 to 3.6)
Drivers in Two Genes 32 2.0 years (1.6 to 4.6)

Kris and Johnson; JAMA 2014

It is key



EGFR MUTANT TUMORS



WHERE ARE WE RIGHT NOW?  For sure… more tx options for patients

1) Osimertinib > Gefitinib/Erlotinib  (FLAURA study; phase III)

2) Afatinib vs Osimertinib? (no data)

3) Dacomitinib vs Osimertinib (no data)

4) Afatinib > Gefitinib (LUX-Lung 7; phase IIb)

5) Dacomitinib > Gefitinib (ARCHER 1050; phase III trial)

6) Gefitinib/Carbo/Pem > Gefitinib (NEJ 009; phase III trial)

EGFR Sequencing vs Non-Sequencing

THIS IS NOW!!! JULY 21, 2018



First phase III trials demonstrating OS benefit in EGFR M+ NSCLC<br />with an EGFR TKI control



Is overall survival benefit still a relevant endpoint?



How does ARCHER 1050 compare with other 1L trials of 2nd & 3rd Gen EGFR TKI



Resistance mechanisms to dacomitinib and subsequent therapy on ARCHER 1050



The case for chemotherapy in EGFR M+ NSCLC



Would upfront chemotherapy be a solution?



So, based on the FLAURA study…..

Should the winner take it all?







Osimertinib is best first line treatment



Acquired Resistance to Osimertinib



EGFR C797S and other acquired EGFR mutations



Sequencing of EGFR TKIs



Sequencing of EGFR TKIs



Sequencing of EGFR TKIs



Combination treatment – which combos and when?



At the European Lung Cancer 
Congress
ELCC 2018

May 2018



AURA 3

FLAURA
OS?

OS?

ARCHER 1050

OS?

OS?



Parenthesis……. FINAL RESULTS OF ARCHER 1050 
Clinical Trial

ASCO Meeting
June 1-5, 2018



Improvement in Overall Survival in a Randomized Study Comparing Dacomitinib With Gefitinib in Patients With Advanced Non-Small Cell Lung Cancer Harboring EGFR-Activating 
Mutations
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To Make Things More Complex in the 
EGFR arena

at ASCO….   the resurrection of 
anti-angiogenesis

ASCO Meeting
June 1-5, 2018



Phase III study comparing bevacizumab plus erlotinib 
to erlotinib in patients with untreated NSCLC 

harboring activating EGFR‐mutations:
NEJ 026

34

Naoki Furuya1, Tatsuro Fukuhara2, Haruhiro Saito3, Kana Watanabe2, Shunichi Sugawara4, 
Shunichiro Iwasawa5, Yoshio Tsunezuka6, Ou Yamaguchi7, Morihito Okada8, Kouzou Yoshimori9, 

Ichiro Nakachi10, Akihiko Gemma11, Koichi Azuma12, Koichi Hagiwara13, Toshihiro Nukiwa14, Satoshi Morita15,
Kunihiko Kobayashi7, and Makoto Maemondo16, 

North East Japan Study Group 
1St. Marianna University School of Medicine, 2Miyagi Cancer Center, 3Kanagawa Cancer Center, 4Sendai Kousei Hospital,

5Chiba University Hospital, 6Ishikawa Prefectural Central Hospital, 7Saitama Medical University International Medical Center,
8Hiroshima University, 9Fukujuji Hospital, JATA, 10Saiseikai Utsunomiya Hospital, 11Nippon Medical School,

12Kurume University School of Medicine, 13Jichi Medical University, 14Tohoku University,
15Kyoto University Graduate School of Medicine, 16Iwate Medical University.

Naoki Furuya Abstract #9006



BeTa Lung （Phase III study）

Herbst RS, et al. Lancet 2011; 377(9780): 1846-1854.

Bevacizumab plus Erlotinib combination (2nd line)

OS
( ITT )

R

2nd line setting
Advanced stage
NSCLC
All-comers
Age ≥18 years
PS 0–2

Control group
Erlotinib 150mg qd

Placebo q3w
(n = 317)

Bevacizumab group
Erlotinib 150mg qd

Bevacizumab 15mg/kg q3w
(n = 319)

1:1

+

+

OS HR
0.44

Naoki Furuya Abstract #9006



JO25567 （Randomized phase II study）

R

Chemotherapy-naïve

PS 0–1
Non-squamous
Stage IIIB/IV or
postoperative recurrence

Activating EGFR
mutations*

Exon 19 deletion 
Exon 21 L858R

No brain metastasis

E monotherapy
Erlotinib 150mg qd

(n = 75)

BE combination
Bevacizumab 15mg/kg q3w

+
Erlotinib 150mg qd

(n = 75)

1:1

Kato T, et al. ASCO Annual Meeting 2014; Oral session #8005.
Seto T, et al. Lancet Oncol 2014; 15(11): 1235-1244.

*T790M excluded

BE combination

E monotherapy

mPFS : 16.0 m

HR 0.54
(0.36-0.79)

Bevacizumab plus Erlotinib combination (1st line)



Overall survival follow-up



Final Overall survival



Overall survival by EGFR mutation type



4
0

Study Period Design : NEJ 026 (Phase III study)

R

・ Chemotherapy-naïve
・ Non-Sq NSCLC
・ PS 0-2
・ Stage IIIB/IV

or postoperative recurrence
・ Activating EGFR‐mutations*

Ex19 del,   Ex21 L858R
・ Asymptomatic CNS metastases

allowed

BE combination
Bevacizumab 15mg/kg q3w

＋

Erlotinib 150mg qd

(n = 107)

E monotherapy
Erlotinib 150mg qd

(n = 107)
*T790M excluded

Stratification factors
Sex                   Smoking status
Clinical stage        EGFR‐mutation subtypes 

Naoki Furuya Abstract #9006
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BE
( n=112 )

E
( n=112 )

Pathology
Adenocarcinoma 110 (98.2％) 112 (100.0％)

Large cell carcinoma 1 (0.9％) 0 (0％)

Other 1 (0.9％) 0 (0％)

EGFR‐mutation type
Ex19 deletion 56 (50.0％) 55 (49.1％)

Ex21 L858R 56 (50.0％) 57 (50.9％)

Stage at screening
IIIB 8 (7.1％) 8 (7.1％)

IV 82 (73.2％) 84 (75.0％)

Postoperative recurrence 22 (19.6％) 20 (17.9％)

CNS metastases
(+) 36 (32.1％) 36 (32.1％)
(-) 76 (67.9％) 76 (67.9％)

Baseline characteristics

Naoki Furuya
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Primary endpoint ： PFS by independent review
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13.3 16.9 Median follow up : 12.4 months

BE
E

BE E

Median PFS (months) 16.9 13.3

HR 0.605
(95% CI : 0.417-0.877)

P value* 0.01573**

* log-rank test, two-sided
* * Nominal significance level : 0.02398

The interim analysis : 117 events

Naoki Furuya
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Adverse events
All grades Grade ≧3

BE ( n=112 ) E ( n=114 ) BE ( n=112 ) E ( n=114 )
Rash 99 (88.4％) 99 (86.8％) 23 (20.5％) 24 (21.1％)

Diarrhea 53 (47.3％) 47 (41.2％) 6 (5.4％) 2 (1.8％)

Hypertension 51 (45.5％)** 10 (8.8％) 25 (22.3％)** 0 (0％)

Proteinuria 36 (32.1％)** 3 (2.6％) 8 (7.1％)* 0 (0％)

Hepatic dysfunction 30 (26.8％) 34 (29.8％) 9 (8.0％) 6 (5.3％)

Pulmonary hemorrhage (PH) 3 (2.7％) 0 (0％) 0 (0％) 0 (0％)

Hemorrhage (PH excluded) 29 (25.9％)** 3 (2.6％) 2 (1.8％) 1 (0.9％)

Thrombosis 2 (1.8％) 6 (5.3％) 1 (0.9％) 1 (0.9％)

Interstitial lung disease (ILD) 0 (0％) 5 (4.4％) 0 (0％) 0 (0％)

** P < 0.001     * P < 0.01

Naoki Furuya



After ASCO 2018
June 1-5, 2018



AURA 3

FLAURA
OS?

OS?

ARCHER 1050

OS?

36.7 mo!!



Osimertinib and bevacizumab

Other Anti-Angiogenic Combinations: Ongoing trial.



EGFR TKI and immunotherapy



EGFR and Immunotherapy



Suresh Ramalingam. Is PFS Still a Relevant Endpoint for 1st Line TKI? European Lung Cancer Congress, April 11-14, 2018 



APPLE Trial under EORTC

The APPLE Trial: Feasibility and Activity of AZD9291 (Osimertinib) Treatment on Positive Plasma T790M in EGFR -
mutant NSCLC Patients. EORTC 1613: Randomized, open-label, multicenter, 3-arms, phase II study; to evaluate 
the best strategy of sequencing gefitinib and osimertinib treatment.



Uncommon EGFR Mutations





Number of Afatinib
Treated Patients

(N = 32)





Take home message….
Osimertinib met its primary endpoint PFS over Gefitinib/Erlotinib; OS is not mature

yet, but promising. 

Osimertinib is approved for 1st Line Therapy for sensitive EGFR mutations; category
1 by NCCN. To date, there are 4 category 1 as therapy (gefitinib, erlotinib, afatinib, 
osimertinib).





Take home message….
Osimertinib met its primary endpoint PFS over Gefitinib/Erlotinib; OS is not mature

yet, but promising. 

Osimertinib is approved for 1st Line Therapy for sensitive EGFR mutations; category
1 by NCCN. To date, there are 4 category 1 as therapy (gefitinib, erlotinib, afatinib, 
osimertinib).

Osimertinib: very active on CNS metastases & favorable toxicity profile.

OS for exon 19 EGFR mutant (+) patient range 33-37 months based on LUX Lung 3 
and ARCHER 1050. FLAURA and AURA 3 trials data is eagerly awaited.  This trial 
raises the question of sequencing 2G  3G.

Gefitinib/Carbo/Pem… unprecendeted 52 months!! (upfront over gefitinib) 
[NEJ009]; this trial underscores the role of Carbo/Pem in EGFR + NSCLC.



Take home message….
Combination of osimertinib plus Bev, MET inhibitors, and others are ongoing in 

different clinical settings.

EGFR TKI and IO induces high rate of pneumonitis. 

Afatinib is the only EGFR TKI with FDA indication for uncommon EGFR mutations.

Poziotinib seems to be promising for exon 20 insertion EGFR mutation. 

Erlotinib and Bev new standard of care in Asia, perhaps it is time to consider it in 
USA as another option; E/B > E alone. Phase II and III studies corroborate that
(JO25567 and NEJ 026).

In my opinion, exon 19 EGFR mutation patients have several therapeutic options
(see NCCN guidelines; version 5.2018, June 27, 2018).



Take home message….
The treatment for EGFR mutant patients has several choices after what we have

learned in the last 10 months.

Good for our patients, more work for us…. the clinicians.

More questions than ever. 

Lynn Cancer Institute
Boca Raton Regional HospitalLynn Cancer Institute

Boca Raton Regional Hospital

I need time to digest too 
much info. 
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