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AUDIENCE POLL

Which systemic therapy would you generally recommend
for an otherwise healthy patient who has newly diagnosed
metastatic adenocarcinoma of the lung and an EGFR
del(19) mutation?

Erlotinib I 26%
Afatinib | 41%
Gefitinib [N 14%

Erlotinib + bevacizumab [ 13%

Chemotherapy +/- bevacizumab [l 6%

Other | 1%

0% 10% 20% 30% 40% 50%

AUDIENCE POLL

A 56-year-old man, a never smoker, with widespread metastatic
adenocarcinoma of the lung and an EGFR mutation experiences
disease progression on imaging after 11 months on erlotinib.
What would be your most likely treatment approach if the patient
underwent rebiopsy that revealed a T790M mutation? (Assume
osimertinib [AZD9291] and rociletinib are available.)

Chemotherapy

Continue erlotinib and add chemotherapy (+/-
bevacizumab) |

Continue erlotinib and add bevacizumab
Afatinib alone |
Afatinib/cetuximab |

Rociletinib
Osimertinib (AZD9291) |

"Coin flip" between rociletinib and osimertinib

Other
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AUDIENCE POLL

What would be your most likely choice of second-line
therapy for a patient with ALK-rearranged metastatic
adenocarcinoma of the lung who experiences disease
progression on crizotinib (assume all agents are approved
and available)?

Ceritinib

Alectinib

Brigatinib

Ceritinib, alectinib or brigatinib — "coin flip"
Chemotherapy

Other 3%

T T T

0% 10% 20% 30% 40% 50%

AUDIENCE POLL

Cost and reimbursement issues aside, would you
recommend a BRAF inhibitor, either alone or in
combination with a MEK inhibitor, as either first- or later-
line treatment for a patient with metastatic nonsquamous
cell lung cancer and a BRAF V600E tumor mutation?

Yes, vemurafenib _ 24%

I
Yes, dabrafenib _ 10%
Yes, dabrafenib with trametinib _
I

21%

T T T T T 1
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Impact of Specific Epidermal Growth Factor Receptor
(EGFR) Mutations and Clinical Characteristics on
Outcomes After Treatment With EGFR Tyrosine Kinase
Inhibitors Versus Chemotherapy in EGFR-Mutant Lung
Cancer: A Meta-Analysis

Chee Khoon Lee, Yi-Long W, Pei Ni Ding, Sarah |. Lord, Akira Inoue, Caicun Zhow, Tetsuya Mitsudomi,
Rafael Rosell, Nick Pavlakis, Marthew Links, Val Gebski, Richard J. Gralla, and James Chil-Hsan Yang

Lee CK et al. J Clin Oncol 2015;33(17):1958-65.

Meta-Analysis of PFS Benefit Observed with EGFR
TKis — Subgroup of Patients with Exon 19 Deletion
and Exon 21 Substitution EGFR Mutations

Trial | HR | es%cl 95% Cl

Exon 19 deletions Exon 21 L858R substitution

WJTOG 3405 | 0.42 0.26 to 0.66 0.69 0.44 to 1.07
All | 024 | 020t0029 | 048 | 039t00.58

Lee CK et al. J Clin Oncol 2015;33(17):1958-65.
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Conclusions

Critical finding(s): Correlation of specific EGFR
mutations with outcome

Clinical implication(s): Could help physicians determine
prognosis and better predict response to EGFR inhibitors

Research relevance: As new inhibitors are developed
would be an opportunity to better personalize therapy

Articles

3> “y ® Gefitinib plus chemotherapy versus placebo plus
" chemotherapy in EGFR-mutation-positive non-small-cell
lung cancer after progression on first-line gefitinib
(IMPRESS): a phase 3 randomised trial

Jewn-Charles Soria, ¥i-Long W, Kazuhio Nokogawa, Sang-We Kim, Jin-Ji Yang, Myung-Ju Abn Jie Wang, Jamies Chib-Hsin Yang, You Ly,
Sﬁmp Atogi, Sontiago Ponce, Dae Ho Lee, Yunpeng Liu, Kiyotaka Yoh, lian 'r'mg{hw_ Xiaojin shi Alan Webster Halyi Jiong, Tony S K Mok

Soria JC et al. Lancet Oncol 2015;16(8):990-8.
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IMPRESS: Progression-Free Survival

—— Gefitinib group
Placebo group

Median PFS:
Gefitinib: 5.4 months
Placebo: 5.4 months
LL:
[
X
oo

1’1-:‘_‘—[

Progression-free survival (%)

HR 0-86 (95% €1 0-65-1-13); p=0-27*
T T T

2 4 6

Time since randomisation {(months)

Soria JC et al. Lancet Oncol 2015;16(8):990-8.

Conclusions

Critical finding(s): No benefit to continuing gefitinib after
progression versus placebo

Clinical implication(s): No benefit to continuing gefitinib

Research relevance: None
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Efficacy of Rociletinib (CO-1686) in
Plasma-Genotyped T790M-Positive
Non-Small Cell Lung Cancer (NSCLC)
Patients (pts)

Sequist LV et al.
Proc ASCO 2015;Abstract 8001.

Best Response to Rociletinib in Patients with
Plasma T790M Mutation

| N | 30 | 40 | e5 | 3 | 147 |
[ORR(%)| 67 | 55 | 49 | e7 | 63 | = 500 mg BID HEr
(DCR(%) | 80 | 84 | 82 | 100 | 682 | i 2 mg O HET

= 750 mg BID HBr
= 1,000 mg BID HBr

DCR = disease control rate

SLD Change from Baseline (%)
I

|| I |1|} M

SLD = sum of longest diameters

With permission from Sequist LV et al. Proc ASCO 2015;Abstract 8001.
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Conclusions

Critical finding(s): Continued evidence for benefit of
rociletinib in NSCLC patients with mutations

Clinical implication(s): Plasma T790M tests can be used
to obtain ORR of 53% and DCR of 82%

Research relevance: Liquid biopsies are applicable

AZD9291, a Mutant-Selective EGFR
Inhibitor, as First-Line Treatment for
EGFR Mutation-Positive Advanced
Non-Small Cell Lung Cancer (NSCLC):
Results from a Phase 1 Expansion
Cohort

Ramalingam SS et al.
Proc ASCO 2015;Abstract 8000.
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AURA: Response Summary

Best percentage change from baseline in target lesion

» Objective response rate:
« 80 mg (n = 30): 63%
* 160 mg (n = 30): 83%
+ All patients (n = 60): 73%

Ramalingam SS et al. Proc ASCO 2015;Abstract 8000.

Conclusions

Critical findina(s): AZD9291 is effective with ORR of
63% at 80 mg and 83% at 160 mg (total 73%)

Clinical implication(s): Potential new drug for T790M-
resistant, EGFR-mutant NSCLC

Research relevance: New era of third-generation
inhibitors
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Afatinib versus Erlotinib as Second-
Line Therapy of Patients with
Advanced Squamous Cell Carcinoma
of the Lung following Platinum-Based
Chemotherapy: Overall Survival
Analysis from LUX-Lung 8 Global
Phase lll Trial

Soria J-C et al.
Proc ASCO 2015;Abstract 8002.

LUX-Lung 8: Primary Analysis of OS

Erlotinib
n=398 n = 397

Median,months | 79 | 68 |
Wk [ om |
0.0077

Estimated OS probability

Time of overall survival (months)

Soria J-C et al. Proc ASCO 2015:Abstract 8002.
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Conclusions

Critical finding(s): Afatinib was superior to erlotinib for
squamous NSCLC (HR = 0.81)

Clinical implication(s): Slight superiority for afatinib in
this situation (non-EGFR-mutated patients)

Research relevance: None

ASCEND-3: A Single-Arm, Open-Label,
Multicenter Phase Il Study of Ceritinib
in ALKi-naive Adult Patients (pts) with
ALK-Rearranged (ALK+) Non-Small
Cell Lung Cancer (NSCLC)

Felip E et al.
Proc ASCO 2015;Abstract 8060.
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Best Percentage Change from Baseline by
Investigator Review

Ceritinib 750 mg/day (n = 114)

Best % change from baseline
(measurable lesions)

Median duration of response = 9.3 mo
Median PFS = 11.1 mo

Felip E et al. Proc ASCO 2015;Abstract 8060.

Conclusions

Critical finding(s): Ceritinib is active in this setting; nearly
all patients respond; median PFS = 11.1 mo

Clinical implication(s): New-generation agent for ALK-
positive disease
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Efficacy and Safety of the ALK
Inhibitor Alectinib in ALK+ Non-Small-
Cell Lung Cancer (NSCLC) Patients
who Have Failed Prior Crizotinib:

An Open-Label, Single-Arm, Global
Phase 2 Study (NP28673)

Ou SHI et al.
Proc ASCO 2015;Abstract 8008.

Activity of Alectinib in Patients with Crizotinib-
Resistant ALK+ NSCLC

Systemic Best OR: MPD(n=22) MWSD(n=35) MPR(n=61)

* Objective response rate:
*« Chemo-naive (n = 26): 69.2%
« Prior chemo (n = 96): 44.8%
= All patients (n = 122): 50%

Sum of longest diameter, maximum
decrease from baseline (%)

* Chemotherapy-naive patients

Ou SHI et al. Proc ASCO 2015;Abstract 8008.
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Conclusions

Critical finding(s): Activity of the next-generation ALK
inhibitor alectinib in patients with crizotinib-resistant ALK+
NSCLC

ORR 50% for all patients (69.2% chemo-naive and 44.8%
prior chemo)

generation agent

Research relevance: Continue to develop new agents to
target resistance

Personalized Medicine and Imaging Clinical
Cancer
Research

Broad, Hybrid Capture-Based Next-Generation
Sequencing ldentifies Actionable Genomic
Alterations in Lung Adenocarcinomas Otherwise
Negative for Such Alterations by Other Genomic
Testing Approaches =

Alexander Drilon', Lu Wang', Maria E. Arcila', Sohail Balasubramanian?,
Joel R. Greenbowe?, Jeffrey 5. Ross®, Phil Stephens®, Doron Lipson?,
Vincent A. Miller?, Mark G. Kris', Marc Ladanyi', and Naiyer A. Rizvi'

Drilon A et al. Clin Cancer Res 2015;21(16):3631-9.
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NGS in Patients with No Genomic Alterations

i | T i nic Alte Genomic Targeted Therapeutic

Senomic :  with Targeted Alteration with {Piotocol Nunber)
Alteration/s Therapy i i Targeted Agent with Potential Activity
Identified with lines Available on or off | Available at Institution

. — a Clinical Trial
No Targeted EGFR G7194 AR A
Therapy Option BRAF VG0OE o li#'lﬂ-I?n'l': ]'I -
SOCS5-ALK EGFR L747P erlotinib, afatinib

CLIP4-ALK EGFRexon18del  pan-ERBA inhibilor
CD74-ROS1 (n=2) (#13-036)

KIFSB-RET EGFR exon 20 ins pan-ERBE inhibitor
(#13-036)

. CCDCE-RET
i ERBE2 LT55F pan-EREE/mTOR
29%, 3 Ty inhibitor (#13-087)

(n=9/31) N FGFR1 T141R FGFR inhibitor
(#13-131)

KRAS G12C ERK inhibitor (#13-254)
KRAS Q61H ERK inhibitor (#13-254)

MDM2 Amp (n=3) MOM2 inhibitor
(#13-171)

Drilon A et al. Clin Cancer Res 2015;21(16):3631-9.

Conclusions

Critical finding(s): Next-generation sequencing for lung
adenocarcinomas can identify new mutations for potential

targeting

Clinical implication(s): Potential for targeting with new
agents

Research relevance: Efficacy needs to be proved in
clinical trials
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Phase |l Study of Cabozantinib
for Patients with Advanced
RET-Rearranged Lung Cancers

Drilon AE et al.
Proc ASCO 2015;Abstract 8007.

Response to Cabozantinib

%@
PR | 44%(16)
f Confirmed 38% (6/16) |
Unconfirmed 6% (1/16)
sb | s6%(916)
ORR 38% (95% C1 15%-65%)
ORR y2,ks 36% (95% CI

13%-65%) B Confirmed PR
(5 PRs of 14 evaluable at 12 wks) W sD

PR = partial response; SD = stable disease; ORR = overall response rate

Drilon AE et al. Proc ASCO 2015;Abstract 8007.
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Conclusions

Critical finding(s): Cabozantinib is clearly active in
advanced RET-rearranged lung cancer

Clinical implication(s): Potential treatment for this small
subgroup of patients

Research relevance: Continue to explore future agents
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Interim Results of a Phase Il Study of
the BRAF Inhibitor (BRAFi) Dabrafenib
(D) in Combination with the MEK
Inhibitor Trametinib (T) in Patients (pts)
with BRAF V600E Mutated (mut)
Metastatic Non-Small Cell Lung Cancer
(NSCLC)

Planchard D et al.
Proc ASCO 2015;Abstract 8006.

Maximum Reduction of Sum of Lesion Diameters By Best
Confirmed Response in = 2nd Line (N = 24?)

p £ Objective response rate: 63%

© 0 [ Best Confirmed Response == PR
1 50

il PD
110y patient discontinued at day 23 and did not have any post-basaline scans for efficecy

» The median duration of response was not reached

Planchard D et al. Proc ASCO 2015:Abstract 8006.
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Conclusions

Critical finding(s): In patients with V600E, dabrafenib
plus trametinib is highly active

Clinical implication(s): 63% response rate

Research relevance: More such combos are needed

ALCHEMIST: National Trial for Molecular
Characterization of Early-Stage Nonsquamous NSCLC

EGFR mutation:

Ph lll erlotinib vs

placebo x 2 years
N =410

ALK rearranged:

Phase Il trial of
Central crizotinib vs placebo

EGFR & ALK X 2 years

genotyping N = 360

Complete
resection

+ standard adj
therapy

Stage IB
(=4 em)-llIA
NSCLC

Without molecular

: alterations:
FFPE tissue & blood | 1) Followed g6

months x 5 years
Advanced genomics at the NCI 2) Nivolumab g2
weeks x 1 year

FFPE tissue from biopsy
Gerber DE et al. Proc ASCO 2015:Abstract TPS7583. done at recurrence
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