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ENSURE study

Investigator-assessed PFS

Erlotinib (n=110)
Median PFS = 11.0 months

GP (n=107)

HR=0.34 Median PFS = 5.5 months

(95% ClI: 0.22-0.51)
Log-rank test p<0.0001
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Time to deterioration in QoL

* Median time to deterioration in QoL was 8.2 months for erlotinib and

2.8 months for GP (HR=0.64, 95% CI: 0.44-0.93; p=0.0168)

Patient probability
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Twin findings as OPTIMAL

—— Erlotinib (N=82)

—— Gemcitabine plus carboplatin (N=72)
HR 0-16 (95% Cl 0-10-0-26)
Log-rank p<0-0001

Progression-free survival (%)

0
0 10

Time (months)

Number at risk
Erlotinib 82
Gemcitabine plus 72 4 0 0

carboplatin

Mean change in mean score from baseline ;
o Cytle 2 ==t Odds ratio (95% CI)

Physical a.00 PS, smoking history | 6.73 (3.01-15.04), | 7.46 (3.33-16.72), 7.22 (3.23-16.13),
well-being and gender P <0.0001 P <0.0001 P<0.0001

e 030 EGFRmutation | 6.69 (3.01-14.85), | 8.07 (357-18.26), | 7.54 (3.38-16.85),
tye, smoking | P < 0,0001 P < 0.0001 P <0,0001

Emotional 03! h?story e?nd
welkbaing histological type

Functional 09! Erlotinib (h=74) [ G/C (n=54)

well-being

Mean + SD Zhou et al Lancet Oncology 2012
DG M Edotb Chen et al Annals Oncology 2013




Improvement in QOL In IPASS
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OR 3.01 OR0.31 OR 3.96 OR 0.35 OR2.70 OR 0.28
95% CI 95% ClI 95% Cl 95% ClI 95% CI 95% ClI

1.79t0 507 0.15t00.65 233t06.71 0.16t00.79 1.58tc4.62 0.14t00.55

P<0.0001 P=0.0021 P<0.0001 P=0.0111 P=0.0003 P=0.0002

1 1 1 1 T5|6_| 1 B Gefitinib

70.2 70.2 || Carboplatin/Paclitaxel

Total FACT-L TOI

n=131 128 89 80 131 128 89 80 131 128 89 80

Mok et al NEJM 2009



Improvement in QOL in LUX Lung 3
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Number at risk EG FR TKI (months)

Afatinib 40 204
Pem&00+Cis75 104

Median time to deterioration (months) 4.7 3.1

HR (95% CI) 0.75(0.55,1.02)

p=0.065

Estimated probabi

HR all trial patients 0.83
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Mumber at risk
Afatinib 40 204 102 T4 54 40 24 17 4 1 0
Pema00+Cis75 104 42 18 7 3 0




Common tool: QLQ-C30
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New tool: QLQ-D5

Quality of life questionnaire for Doctor
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Abst 920: Bigger Is worse

True or False?



True In GIST
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My hat off to Charlotte for a
painful job well done




True for oncogene driven lung cancer?

Median PFS HR
(IC95%) (p=0.04%)

< 35 cm3 9.02 1
(5.67-21.18)
35-74 8.03 1.34
cm3 (7.34-15.31) | [0.77-2.33]
> 74 cm3 7.28 1.70

(4.33-10.07) | [1.01-2.84]

Patients at RIS

35 or less
35at74 >T74cc
74 or more

35-74cc * Test for trend

16



Volume of an orange?




This Is a big tumor In size of an orange




How to measure volume for this
ALK positive tumor?




Why bigger Is worse?



Cancer Is heterogenous
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EGFR Mutation Heterogeneity and the Mixed Response to EGFR
Tyrosine Kinase Inhibitors of Lung Adenocarcinomas

ZHI-YONG CHEN," WEN-ZHAO ZHONG," XU-CHAO ZHANG," JIAN Su," XUE-NING YANG,"

i

ZHI-HONG CHEN," JIN-JI YANG," QING ZHOU," HONG-HONG YAN," SHE-JUAN AN," HUA-JUN CHEN;’
BEN-YUAN JIANG,* TONY S. MoK, YiI-LoNg Wu®

Screening for EGFAR mutations

by direct sequencing in Only one sample
consecutive lung cancer patients - n=2765

n= 3071 (yr2006.11-2011.5)

|

Patients with paired sample
n=306 [e—

|

® SCLC

® Nonadenocarcinoma

® Absence of primary tumor

@ Insufficient tumor cells
n=126

Synchronous n=40

Eligible for heterogeneity Metachronous n =140
analysis — @NO systematic therapyn =43
n=180 cases ®Chemotherapyn =59

®TKltherapy n=38

il i

Primary lesions Primary tumor Multiple Primary tumor and
at different time and metastatic pulmonary matched distant
points lymph nodes nodules metastases

n=55 n=49 n=41 n=35



e
s

50
40
§' 30
E Considering the bigger size
s 20 and potential heterogeneity,
3 should we consider second
E' ' generation TKI?
0 D: Pri
‘ 5 ~ _ : Primary tumor
A:Primary lesions R S TRONRS; C: Muitiple TS
at different time \ymoh pulmonary distant
s =4
P (i nodes n=49) noouies (0°41) | metastases (ne35)
Heterogeneity 5 b . 10 _ 5
¥ Homogeneity 50 & 31 10



Unanswered guestions

How to develop better tool to measure
tumor volume?

What is the correlation between
“Incidence” of T790M mutation and tumor
volume?

What is the correlation between tumor
heterogeneity and tumor volume?

Should we use second generation TKI for
bigger tumor?



Different car, different engine
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Price to pay

CO-1686 Placebo arm Placebo arm
HBr all doses LUX LUNG-1 BR.21
TEAEs TEAEs TEAEs
(N=43) (N=195)! (N=242)>

Diarrhea 9 (21%)

Rash 2 (5%)




Finding the T790M at time of
resistance?






Detection of T790M by Digital PCR

« Retrospective study of 135 pts on EGFR TKI

— Test by EGFR T790M mutation (Amoy Diagnostic,
China) using Fluidigm digital array chip
— ARMS

« 11 paired tumor and plasma samples at baseline
(by D-PCR)
— 8/11 tumor positive for T790M
— 4/8 (50%) detected in plasma

Chen et al WCLC 2013



T790M Mutations Detected by ARMS
and Digital PCR

Digital PCR
No. %

Pre-TKI patients(109)

T790M positive

T790M negative 103 94.5
Post-TKI patients(135)

T790M positive 34 |25.2

T790M negative 101 74.8

Digital PCR was more sensitive than ARMs to detect the T790M mutation in plasma

Chen et al WCLC 2013



Use of Digital PCR for T790M in CO1686

population

Tissue
Activating Mutations T790M
positive negative positive negative
positive 57 0 21 2
Plasma
negative 21 23 13 61
total 78* 23 34 63
Activatin T790M
PPA (Positive Percent Agreement) 73% 62%
NPA (Negative Percent Agreement) 100% 97%

(tissue as reference method)

* Two T790M plasma+/tumor- patients were confirmed plasma-positive by BEAMing
» May reflect tumor heterogeneity and highlights potential advantages of plasma

*Plasma-/tumor+ patients likely plasma-negative due to biology (low/no ctEGFR™Ut)
» Several T790M plasma-neg samples also negative by BEAMing (sensitivity <0.02%)

Wakelee et al WCLC 2013



Strong overall agreement observed between
cobas and BEAMIing EGFR plasma tests

BEAMing

positive negative

T790M in plasma

positive 16 1

cobas

negative 3 10

« 87% overall agreement between platforms for T790M (n = 30)
» Similar overall agreement seen for activating mutations (90%)

* 63% of patients with detectable plasma T790M had levels <1%
(range: 0.046 — 12%) which supports requirement for highly sensitive
detection methods in plasma



Does CO1686 works in T790M
mutation negative patients?

Best Response for Target Lesions
T790M Positive/lUnknown Patients: 900 mg BID FB and HBr by Dose

ORR =52%, to date
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Unanswered guestions

Should T790M be the standard biomarker
for CO16867?

f so, can we accept T/790M positive
nlasma fDNA analysis?

Does CO1686 work in T7/790M negative
tumor? If so, why?

Should a T790M EGFR TKI be used as
first line treatment for pts with only
sensitizing EGFR mutation?




Finding answers from a TIGER




TIGER Programs

TIGER1 (Phase 2/3)

* Newly diagnosed EGFRmut NSCLC
« Randomized 1:1 CO-1686:erlotinib
* Primary EP = PFS

TIGER2 (Phase 2)

* Progression upon 1st and only TKI
* Biopsy-proven T790M+
* Primary EP = ORR

TIGER3 (Phase 3)

* Progression upon doublet chemotherap
and T790M-
 Randomize to CO-1686 vs chemotherapy

TIGER4 (Phase 2)
* TIGER2-like patients; plasma T790M+




Summary

* Yes, we knew that first line EGFR TKIl is
associated with better QOL (910)

* Bigger is likely worse (920)
— We don’t know how big is big
— We need to know why big is worse

« T790M specific EGFR TKI is very promising
(930)
— Need to develop T790M as companion biomarker
— TIGER Is pretty robust
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