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Q1. Treatment options?

1. Continue erlotinib until patient is symptomatic?

2. Switch to chemotherapy and stop erlotinib?

3. Add in chemotherapy and continue erlotinib?

4. Perform rebiopsy and treat according molecular profile?
5. Switch to chemotherapy plus immunothreapy?
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ASPIRATION Study — continuation of first-line erlotinib
post RECIST defined progression

359 Patients assessed for eligibility
> 151 Excluded
Y
208 Enrolled

> 1 Patient did not receive study drug

Y

207 Intent-to-treat population
207 Safety population

A4

A4

A4

14 Patients continuing post-
PD treatment

171 Patients withPFS1 RECIST PD event? 36 Patients unable toreceive treatment beyond PD
Y Y Y Y Y
78 Patients not receiving 93 Patients receiving post- 5 Patients with PFS1 event 21 Patients without PFS1 10 Patients withdrawn from
post-PD erlotinib therapy PD erlotinib therapy of death event (still receiving first- study without PFS1
line treatment) 2 Due to adverse event

6 Withdrew consent
2 Declined treatment

A4 ) A
70 Patients with PFS2 event 9 Patients withdrawn from
study without PFS1

1 Due to adverse event
3 Withdrew consent

5 Other reasons Park et al. JAMA Oncology 2016
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ASPIRATION Study — continuation of first-line erlotinib
post RECIST defined progression
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Progression-Free Survival Probability

Patients who continued post PFS therapy
had better PS, longer initial PFS and better

0 10 20 30 40 depth of response
Time, mo
No. at risk
PFS1 93 52 10 0 0
PFS2 93 70 27 9 0

2018

PFS, progression-free survival; PS, performance status Park et al. JAMA Oncology 2016



IMPRESS — Evaluation of continuation versus stopping of gefitinib
at the time of chemotherapy following disease progression
to first-line gefitinib therapy

oo — Gefitinib group
----- Placebo group

Progression-free survival (%)
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HR 0-86 (95% CI 0-65-1-13); p=0-27* —
0 I I ) 1 I 1 1
0 2 4 6 8 10 12 14
Nutibeyatiisk Time since randomisation (months)
Gefitinib 133 110 88 40 25 12 6 0
Placebo 132 100 85 39 17 5 4 0

2018 Soria JC et al. Lancet Oncol 2015



IMPRESS — Evaluation of continuation versus stopping of gefitinib
at the time of chemotherapy following disease progression
to first-line gefitinib therapy
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Probability of Overall Survival

©66 Gefitinib plus CT ©

Placebo plus CT
0.0 4

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44
Time From Random Assignment (months)

No. at risk:
Gefitinib plus CT 133 125 111 103 87 76 63 56 51 48 38 32 23 16 11 9 9 6 5 2 2 0 0
Placebo plus CT 132 130 119 108 101 93 84 77 66 61 57 45 36 26 22 20 13 7 4 3 3 1 0
Gefitinib Plus CT Placebo Plus CT
Final OS (66% maturity) (n=133) (n=132)
Median OS, months 13.4 19.5
No. of events, No. (%) 94 (70.7) 82 (62.1)
HR" (95% CI); P value 1.44 (1.07 to 1.94); P= 016
Gefitinib Plus CT Placebo Plus CT
2014 OS (33% maturity) (n=133) (n=132)
Median OF, marithe e — CT, cr:lemotherlarF))yF,:R, hazard_ ratlfo, ORR, _ob{ectlve response rate; OS,
No. of events, No. (%) 50 (37.6) 37 (28.0) overall survival, » progression-iree surviva
HR" (95% Cl); P value 1.62 (1.05 to 2.52); P=.029

Mok et al. JICO 2017



Use of tumour or plasma genotyping for EGFR T790M
and the efficacy of osimertinib

Tumor T790M Positive (n = 173) - Plasma T790M Positive (n = 164)

100 - ORR (95% Cl): 62% (54 to 70) S0 SR Ui edeioate 10)
80 B Plasma T790M Positive 60 M Tumor T790M Positive
60 ~ "~ Plasma T790M Negative I " Tumor T790M Negative
40 - B Plasma T790M unknown 40 - B Tumor unknown

Change (%)
Change (%)

PFES 9.7 months PFS 9.7 months

2018 EGFR, epidermal growth factor receptor; ORR, objective response rate; PFS, progression-free survival

Oxnard et al. JCO 2016




Use of tumour or plasma genotyping for EGFR T790M
and the efficacy of osimertinib

A.Conventional paradigm

Acquired resistance to EGFR-TKI
1 T790M
positive

Third gen. EGFR-TKI
All patients undergo biopsy, FDA

approved FFPE assay for T7T90M T790M

negative Chemotherapy

B. Proposed paradigm for use of plasma diagnostics
Acquired resistance to EGFR-TKI

|

FDAapproved plasma assay for
T790Mand sensitising mutations

T790M

positive Skip biopsy, start third gen. EGFR-TKI

T790M

positive Third gen. EGFR-TKI

T790M
negative

Biopsy, FDAapproved
FFPE assay for T7T90M T790M
Chemotherapy

negative

Oxnard et al. JCO 2016
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Osimertinib versus chemotherapy in EGFR T790M NSCLC
following progression on prior EGFR TKI treatment

1.0+

0.8~

0.6

0.44
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Probability of Progression-free
Survival

0.0

Median
No. of Progression-free
Patients Survival
mo (95% Cl)
Osimertinib Osimertinib 279 10.1 (8.3-12.3)
Platinum-pemetrexed 140 4.4 (4.2-5.6)

Hazard ratio for disease progression
or death, 0.30 (95% Cl, 0.23-0.41)
P<0.001

Platinum-pemetrexed

Month

Mok T. et al. NEJM 2017

RR: 71% versus 31%; p < 0.001
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Efficacy of single agent anti-PD-1 or anti-PD-L1 therapies
In EGFR mutant NSCLC patients
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Carboplatin/paclitaxel/bevacizumab/atezolizumab versus
carboplatin/paclitaxel/bevacizumab in advanced NSCLC

A Kaplan-Meier Estimates of Progression-free Survival

100 Rate of Progression-free Survival
904 At 6 mo At 12 mo
£ . ABCP  66.9% (95% Cl, 61.9-71.8)  36.5% (95% Cl, 31.2-41.9)
- 80 ”\«\ BCP 56.1% (95% Cl, 50.7-61.5)  18.0% (95% Cl, 13.4-22.6)
€ 704 iy Stratified hazard ratio, 0.62 (95% Cl, 0.52-0.74
§ 60- b\h\ Median in the ABCP group, Pé0.00l( o 74)
a N 8.3 mo (95% Cl, 7.7-9.8)
. 8 S - - - i
5 A
5 40 e
wn
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& o4 Median in the BCP group, |
6.8 mo (95% Cl, 6.0-7.1) |
0 T T T T T T ) T : T T I T T T T T T T T T T T T T T T T T T 1
o 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Months
No. at Risk
ABCP 356 332 311 298 290 265 232 210 186 151 124 111 87 77 58 55 42 39 27 24 16 12 4 3 2 2 2
BCP 336 321 292 261 243 215 179 147 125 91 69 55 39 32 21 18 12 9 7 6 3 2 1 1

B Hazard Ratios for Disease Progression or Death in Biomarker Subgroups

No. of Median
Patients Progression-free
Population (%) Survival (mo) Hazard Ratio (95% Cl)
ABCP BCP
ITT population 800 (100) 8.3 6.8 —— i 0.61 (0.52-0.72)
Patients with EGFR or ALK 108 (14) 9.7 6.1 & ! 0.59 (0.37-0.94)
genetic alternations ]
WT population 692 (37) T3 5.8 — : 062 (0.52-0.72)
PD-L1 subgroups (in the WT population) \
TC3 or IC3 135 (20) 12.6 6.8 & 0.39 (0.25-0.60)
TC1/2/3 or IC1/2/3 354 (51) 11.0 6.8 ——— ! 0.50 (0.39-0.64)
TC1/2 0r IC1/2 224 (32) 83 6.6 ———— 0.56 (0.41-0.77)
TCO/1/2 and 1CO/1/2 557 (80) 3.0 6.8 ——— : 0.68 (0.56-0.82)
TCO and I1CO 338 (49) 7.1 6.9 — 0.77 (0.61-0.99)
Teff subgroups (in the WT population) :
High gene-signature expression 284 (43) 3 6.8 — E 0.51 (0.38-0.68)
Low gene-signature expression 374 (57) 7.3 7.0 —— 0.76 (0.60-0.96)
O.IZS l.IOO 1.I25
ABCP Better BCP Better
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ABCP, carboplatin/paclitaxel/bevacizumab/atezolizumab; BCP, carboplatin/paclitaxel/bevacizumab;
NSCLC, non-small cell cancer Socinski et al. NEJM 2018



Second-line treatment of EGFR mutant NSCLC — Summary

EGFR TKI should be stopped when patient starts chemotherapy treatment for EGFR
Inhibitor resistance

All tumours with clinical evidence of resistance, not previously treated with
osimertinib, should be tested for EGFR T790M

Testing for EGFR T790M can be from a liquid biopsy; if negative a tumour biopsy
should be performed

Osimertinib is the standard of care for patients with EGFR T790M detected either
from a liquid or tissue biopsy

Platinum based doublet chemotherapy is the standard of care for patients who are
EGFR T790M negative from tissue biopsy (or liquid biopsy when tissue biopsy not
feasible)

Combination of carboplatin/paclitaxel/bevacizumab/atezolizumab is a potential
treatment option once all targeted therapies have been exhausted

ST mcongress
2018 NSCLC, non-small cell cancer

ESMO Guidelines 2018, Planchard et al. Ann Oncol 2018



Progression after osimertinib

Chemotherapy alone or combination of carboplatin/paclitaxel/bevacizumab/atezolizumab
are potential treatment options following progression of second-line osimertinib

Clinical trials underway to evaluate optimal strategy for osimertinib resistance including
resistance based on a specific molecular alteration
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