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Since 2015,

there have been ~13 studies that have

transformed the management of NSCLC
with targeted therapies or iImmunotherapies 2018

KEYNOTE-189: Carbo/Pem/Pern

For NSg-NSCLC
-

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

For Sg-NSCLC

IMPOWER 150:

Carbo/Paclit/Bev/Atezo For NSg-
I NSCLC (EGFR+/ALK+)




Survival with the five most frequent oncogenic drivers

o

o

(e —]

©

o —

s

o

g — = Jgroup=ALK

- group=Doub
= group=EGFR((0)
o — group==EGFR(s)
S group=KRAS
| | | |
o) 1 2 3
YEARS
Altered Gene N Median Survival (95% CI) ' It is key
%\:; UNG EGFR (sensitizing) 140 4.0y
¢+ CANCER EGFR (other) 50 3.3 years (2.2to 6.2)
<} MUTATION ALK 73 4.3 years (3.0 to NA)
fg CONSORTIUM KRAS 231 2.4 years (1.9 to 3.6)
S o Drivers in Two Genes 32 2.0 years (1.6 to 4.6)

Kris and Johnson; JAMA 2014
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EGERISeguencing vs Non-Sequencing

WHEREAREWE RIGHT:NOW? For:'sure... more tx options for patients

Psimertinibo> _ 1 A humble defeat

AELONS O5]ldedn]o? (no data) _!E_J" '

-
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Mok et al ESMO 2008 (Stockholm), Ramalingam et al ESMO 2017 (Madrid)

3
DacomitinibVsiOsimertinib, (7~ _’_“k ‘

Afatinib > Gefitinib (LU)ﬁJ'ﬂ‘/; phase lib,

Dacomitinib > Gefitinib (ARCHER 1050; phase Ill trial)
Gefitinib/Carbo/Pem > Gefitinib (NEJ 009; phase lll trial)

NOW!!! JULY 21, 2018
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First phase lll trials demonstrating OS benefit in EGFR M+ NSCLC
with an EGFR TKI control

ARCHER 1050 (n=452) NEJOQ9 (n=345)

Median f/u31.3 m Median f/u minimum 42 m

1.0 o o o
HH,L‘_\_\-H_&._\_\— .
0 08 N
S 061 T
= o
T 047 T
o
O 024
+ Censored
0.0 T T T T T T T T
0 6 12 18 24 30 36 42 48
Months
Median OS 95% CI Median OS 95% Cl

Gefitinib 26.8 m 23.07=32.1 Gefitinib 38.8m 31.1-50.8
Dacomitinib 34.1m 29.5- 37.7 Gefitinib + PemCh 52.2m 44.0- NR
HR 0.76 (95%C| 0.582 - 0.993) p=0.0219 HR 0.695 (95%Cl 0.520- 0.927) p=0.013

PRESENTED AT: 2018 ASCO L 18 eresenteo 8:  Daniel S.W. TEI.I'1, BSC, MBBS, PhD
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Is overall survival benefit still a relevant endpoint?

« Has traditionally been the gold standard endpoint... together with
quality of life

* Some commonly cited limitations:

- Crossover effect
o Chemotherapy = TKI

- Long duration of follow up required

* RR & PFS have been an acceptable surrogate endpoint in targeted
therapies in NSCLC

- Threshold of surrogacy is highly context dependent e.g. type of intervention

¥ #ASCO18 ; .- . .
PRESENTED AT: 201 8 ASCO .._:_-r\:m melj:mw o Hhe G PRESENTED BY: DEIIHE‘I S . W Tal‘l y Bb(: y MBBB‘ PhD
ired for reuse.
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How does ARCHER 1050 compare with other 1L
trials of 2"d & 3rd Gen EGFR TKI

_ LUX-Lung 7" ARCHER 10502 FLAURA3

Median OS 27.9mv 24.5m 34.1mv 26.8m Immature

Phase lIb (n=319) [l (n=452) [l (n=556)

Arms Afatinib vs gefitinib Dacomitinib vs gefitinib Osimertinib vs gefitinib/erlotinib

RR 70% v 56% 75% v 71.2% 80% v 76%

PFS (all comers) 11 mv 10.9 m (BIRC) 14.7mv 9.2 m (BIRC) [No BM] 17.7m v 9.7 m (BIRC)
HR 0.73 (0.57 - 0.95) p=0.017 HR 0.59 (0.47-0.74) p<0.0001 HR 0.45 (0.36 - 0.57) p<0.001

PFS (no brain mets) 16.6 mv 11.0 (INV) 19.1 mv 10.9 m (INV)
HR 0.62 (0.50-0.78) p<0.0001 HR 0.46 (0.36-0.59) p<0.001

Will sequencing a 3G TKI after failure of dacomitinib > upfront 3G TKI?
Park TLO 2016; Mok ASCO 2018; Soria NEJM 2018

PRESENTED AT: ig’:jg/ﬁ&gg ;“d;ir::w;;r st eresenteo 8v:  Daniel S.W. Tan, BSc, MBBS, PhD 7
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Resistance mechanisms to dacomitinib and subsequent
therapy on ARCHER 1050

Resistance Mechanisms Subsequent Therapies

Clinical studies'

« T790M 60%
mPFS: 9.2 m * CMET 10-15%
mOS: 26.8 m * HER2 4%

KEY TAKEAWAY

« T790M can emerge as a
resistance mechanism
to dacomitinib

— « Subsequent therapies
Prechnical studias? 9.7% 3G TKI were balanced and not

- T790M likely to drive OS
mPFS: 14.7 m « C797S

mOS: 34.1 m

Dacomitinib

Are there potential specific patient subsets that might benefit most from a 2"d Gen TKI?

Yu et al. CCR 2013; Kobayashi JTO 2018

presentep ar: 2018 ASCO e eresenteo 8v: - Daniel S.W. Tan, BSc, MBBS, PhD
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The case for chemotherapy in EGFR M+ NSCLC

. . . Crossover in EGFR M+ phase Il trials
1. Variable proportion of patients

crossover from TKI = chemotherapy

« 28% on TKI arm did not receive subsequent
therapy (NEJ002)'

e iPASS

e WITOG
e NEJOOZ
e EURTAC

e
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o OPTIMAL
LUX-3
o | UX-6

2. EGFR TKI have comparable efficacy
regardless in 15t or 2™ line

TKI>Chemo Chemo->TKI

Randomized upfront?

3. Impact of chemotherapy on survival?

0 6 12 18 24 30 36 42 48 54 60

Inoue et al. Ann Onc 2012; 2Lee CK JNCI 2017 Months afier Randomizaion

e HAC - + C
eresenten ar: 2018 ASCO :._H,J,C,?elfmwo,r,,”um‘,,. eresenteo 8v: - Daniel S.W. Tan, BSc, MBBS, PhD
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Would upfront chemotherapy be a solution?
NEJOO9

99.4% 79.9%
median 4 (1-6) median 16 (1-75)

mOS 52.2 m

i (:ma-iri_:téﬂa_nee’j (44.0- NA)

Lb S0 —— regin

N=172

Stage IV/ recurrent
Non-squamous NSCLC

PS 0-1
Exon 19 del/ L858R

mOS 38.8 m
(31.1 - 50.8)

Oct. 2011 to Sep. 2015

74.4%

80% power to show OS in HR=0.70 at two-sided a=0.05
Hierarchical sequential testing PFS = PFS2 - 0OS

eserenar. 2018 ASCO

AMMUAL EETING eresenten 8v:  Daniel S.W. Tan, BSc, MBBS, PhD
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Sopbosedionithe FLAURA study.....

Should the winner take it all?



2017

PRIMARY ENDPOINT: PFS BY INVESTIGATOR ASSESSMENT

342 events in 556 patients at DCO: 62% maturity; osimertinib: 136 events (49%), SoC: 206 events (74%)

0.8

0.6

0.4

Probability of progression-free survival

0.2

0.0

No. at risk
Osimertinib
SoC

FLAURA data cut-off 12 June 2047
Tick marks indicate censored data;

‘H_\‘\." Median PFS, months (95% CI)
~ A, —— Osimertinib  18.9 (15.2, 21.4)
“‘»-,F — S0C 10.2 (9.6, 11.1)
B HR 0.46
(99% C10.37, 0.57)
p<0.0001
| I I I I I I I |
0 3 6 9 12 15 18 21 24 27
Time from randomisation (months)
279 262 233 210 178 139 71 26 4 0
277 239 197 152 107 78 T 10 2 0

Cl, confidence mbzrval; DCO, data cut-off; HR, hazard rabio; Sol, standard-of-care; PFS, progression-free survival
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OVERALL SURVIVAL INTERIM ANALYSIS

141 deaths in 556 patients at DCO: 25% maturity; osimertinib: 58 deaths (21%), SoC: 83 deaths (30%)]

1.0
0a —
s
2
=
ea
= 06 —
s
L=
g
o
£ 94 -
= : .
- Median overall survival HR 0.63
* g2 - === Osimertinib Notreached (95% CI 0.45, 0.88)
0.0 | | | | | | | | |
0 3 & 9 12 15 18 21 24 30
No. af risk Time from randomisation (months)
Osimertinib 279 276 269 253 243 232 14 a7 29 0
SoC 277 263 232 237 218 200 126 B4 24 0

FLALRA dats cub-off 12 June 2017 Tick marks indicate caracred dats
Cl, confdence infsrvst: OO0, dstn cuboff. HR, hazsed mebic; o0, siandard-of-cas

#A p-value of <00.0015 was required for
stafistical significance at current maturity
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Osimertinib is best first line treatment @
* Symptomatic CNS progression

(3x higher, 15% vs 6%)
Erlotinib/Afatinib/Gefitinib = [T ———
mPFS 11 mo
: : NO EGFR T790M (40%) _
Diagnosis Progression = Chemo +/-10
Clinical Trial
Osimertinib mPFS 19 mo

Always give your best treatments first. Not everyone gets second line treatment

eserenar. 2018 ASCO
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Acquired Resistance to Osimertinib

EGFR TKI Acquired EGFR TKI
Erlotinib Resistance Osimertinib
Afatinib i vz oo

Gefitinib mM:\

smzl;l;ell " — / Achired

o/ Resistance #2

25

MET+ T790M

3%

Acquired EGFR mutations
Acquired alterations
Tumor heterogeneity
Histologic transformation

0
-~

EGFR TKI
Osimertinib

ASCO #asco
#AS Ll
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EGFR C797S and other acquired EGFR mutations

b -4 DEL/T790M - LBSSR/T790M
-@- DELUT790MWCT97S -@- LBSSR/T790MC787S

Ex.19 del 746-750
'

-4
3 o

% of control
% of controd

oY)
O o

0 0001001 01 1 10 0 0001001 01 1 10
AZD8221 concentration (uM) AZD8221 concentraton (uM)

LB56R « 3d-generation EGFR TKIs bind at EGFR C797. Acquired

L858R/T790M . . : e
RERTRR EGFR C797S induces resistance to osimertinib.

possivgboill . Sall series report prevalence of C797S to be 10-40%

R . Other acquired EGFR mutations: G796, L792 (12%,
11/93), L718 (8%, 9/93) seen with osimertinib
T — resistance.

Osimertinib dose (nM)

SRERE

Cell viability (% of control)

Thress Nat Med 2015, Yu JAMA Onc 2015, Ercan CCR 2015, Bersanelli JTO 2016, Yang CCR 2018, Ou Lung Cancer 2017

q HAC 460
ASCO 7scots
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ANNUAL MEETING.  pomiaionrearoa o e "

presenTeD B: Helena Yu




Sequencing of EGFR TKiIs

Erlotinib/Afatinib/ T790M

Gefitinib mmm)  Osimertinib
: e C797S
Osimertinib |

C 7 #AS -

AS O o [ [P Y

" o Halapna Yy
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Sequencing of EGFR TKiIs

Erlotinib/Afatinip/ 1790M EGFR TKI/EGFR antibody
Gefitinib b Osimertinib i.e. Afatinib/Cetuximab
Osimertinib C797S Erlotinib/Afatinib/ EGFR TK’/ other tar (1[4 (1]
' Gefitinib l therapy combinations

EGFR allosteric inhibitors
EGFR C797S inhibitors

presentep ar: 2018 ASCO , i PRESENTED BY: €I
for reuse.
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Sequencing of EGFR TKiIs

Erlotinib/Afatinip/ 1790M EGFR TKI/EGFR antibody
Gefitinib b Osimertinib i.e. Afatinib/Cetuximab
Osimertinib C797S Erlotinib/Afatinib/ EGFR TK’/ other tar geted
' Gefitinib I therapy combinations

- o b EGFR allosteric inhibitors
Osimertinib/EGFR TKI combination EGER C7975S inhibitors

EGFR TKl/other targeted therapy
Osimertinib/bevacizumab

PRESENTED AT: 201 8 ASCO ™ o Hhe G PRESENTED BY: ' YU
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Combination treatment — which combos and when?

Osimertinib +/- other drugs is the first-line treatment of choice

EGFR TKI
Osimertinib

Osimertinib
+ EGFR TKI

EGFR TKI . ..
Combinations  Osimertinib
+ MET-I

Osimertinib +
Bevacizumab

Osimertinib

eserenar. 2018 ASCO
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EGFR
C797S
ACQUiTEd MET
Resistance Amplification
Other
Acquired . R‘?bi":s\'
Resistance jcentity chianges
RB1, TP53

Platinum/Etoposide?

Add in therapies
Based on biopsy at MRD

PRESENTED BY: Helena Yu

Osimertinib
+ EGFR TKI

Osimertinib
+ MET-I

Other combos
Other agents

Other combos
Other agents










Parenthesis....... FINAL RESULTS OF ARCHER 1050
Clinical Trial



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

Tony S. Mok," Ying Cheng,? Xiandong Zhou,3 Ki Hyeong Lee,* Kazuhiko Nakagawa,’
Seiji Niho,® Min Young Lee,’ Rolf Linke,® Rafael Rosell,® Jesus Corral,’® Maria Rita Migliorino,™
Adam Pluzanski,’# Eric I. Sbar,’ Tao Wang,4 Jane Liang White,’*Yi-Long Wu'®

1State Key Laboratory of South China, Department of Clinical Oncology, Chinese University of Hong Kong, Hong Kong,
China; 2Jilin Provincial Cancer Hospital, Changchun, China; 3First Affiliated Hospital of Third Military Medical University,
Chonggqing, China; *Chungbuk National University Hospital, Chungbuk National University College of Medicine, Cheongju,
Korea; °Kindai University Hospital, Osaka, Japan; ®National Cancer Center Hospital East, Kashiwa, Japan; ‘SFJ Asia Pacific,
Singapore; 8SFJ Pharmaceuticals Group, Pleasanton, CA, USA; °Catalan Institute of Oncology, Barcelona, Spain; '"Hospital
Universitario Virgen del Rocio, Seville, Spain; "Pulmonary Oncology Unit, San Camillo-Forlanini Hospital, Rome, Italy; ?The
Maria Sklodowska-Curie Memorial Cancer Centre and Institute of Oncology, Warsaw, Poland; 3Pfizer Inc., Collegeville, PA,
USA; 1*Pfizer Inc., Groton, CT, USA; *Guangdong Lung Cancer Institute, Guangdong General Hospital & Guangdong
Academy of Medical Sciences, Guangzhou, China

PRESENTED AT: 201 8 ASCO ?Arscglriw
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ARCHER 1050: Study Design

* Phase 3 randomized open-label study to evaluate dacomitinib as an

alternative first-line treatment for patients with advanced NSCLC with an
EGFR-activating mutation

Primary endpoint

Dacomitinib 45 mg PFS by blinded independent
PO QD review (IR)

D Target HR <0.667 (50%1)
90% power
1-sided a = 0.025
Assumed median PFS: 14.3
vs 9.5 months

e Advanced NSCLC with EGFR-
activating mutation(s)

e No prior systemic treatment of
advanced NSCLC

e No CNS metastases
e No prior EGFR TKI or other TKI

e ECOGPS of Oor 1

Stratification factors
Race (including Asian vs Secondary endpoints
non-Asian)

EGFR mutation type PFS (investigator assessed),
(exon 19 vs 21) ORR, DOR, TTF, Safety, PROs

ClinicalTrials.gov: hitps://clinicaltrials.gov/ct2/show/NCT01774721.

CNS, central nervous system; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; ORR, objective response rate; PO, orally; PROs, patient-reported outcomes; PS, performance status;
QD, once daily; R, randomized; TTF, time to treatment failure.

presentep ar: 2018 ASCO s presentep By:  1ony S. Mok, MD
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PFS: Blinded Independent Review

(Intention-to-Treat Population)

1.0 1. Dacomitinib Gefitinib
", (n = 227) (n = 225)
g 08 - “"'{ Number of events, n (%) 136 (59.9) 179 (79.6)
al e Median PFS, months 14.7 9.2
y— (95% ClI) (11.1, 16.6) (9.1, 11.0)
g 0.6 e, 0.59 (0.47, 0.74)
= P < 0.0001
=
@ 04-
-8 Data cutoff date: July 29, 2016
o
0.2 -
. ++ Censored
0.0 | | | T | | |
0 6 12 18 24 30 36 42
No. at risk: Months
Dacomitinib 207 154 106 73 20 6 0 0

Wu YL, et al. Lancet Oncol 2017;18(11):1454—-1466

presentep ar: 2018 ASCO FrpAaS presentep By:  1ony S. Mok, MD
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Final OS (Primary Analysis)

1.0
» 08
O
S
0.6
)
=
o 04
o]
o
O o2
0.0

No. at risk:
Dacomitinib

eserenar. 2018 ASCO

Dacomitinib Gefitinib
(n = 227) (n = 225)
T i Number of deaths, n (%) 103 (45.4) 117 (52.0)
’ A
\M‘H Median OS, months 34.1 26.8
‘\\R‘ (95% CI) (29.5, 37.7) (23.7, 32.1)
0.760 (0.582, 0.993)
* 0
M Al V2 2-sided P*=0.0438
a iy OS probability at
W‘—— 30 months, % 262 16.3
} CNS metastases at 1 11
] 2o SO progression, n
* Stratified analysis.
CNS, central nervous system
+Censored
| | | | | | |
0 6 12 18 24 30 36 42 48
Months
221 206 188 167 138 77 14 3 0

ANNUAL MEETING

4 A 19
#ASCO18

Slides are the property of the author,
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Impact of Subsequent Treatment Analysis?

Subsequent Treatment® Dacomitinib (n = 227) Gefitinib (n = 225)
Patients, n (%) 63 (27.8) 80 (35.6)
Deaths, n (%) 35/63 (55.6) 47/80 (58.8)
Median OS, months (95% CI) 29.5 (251, Sf0) 24.6 (21.3, 29.1)
Patients, n (%) 22 (9.7) 25 {1113
Deaths, n (%) 8/22 (36.4)

Median OS, months (95% CI) 36.7 (30.1, NR) )
Patients, n (%) 20 (8.8) 19 (8.4)
Deaths, n (%) 10/20 (50.0) 10/19 (52.6)
Median OS, months (95% CI) 34.7 (15.6, NR) 32.1 (20.5, NR)

3 These are not predefined and randomized subgroups.

bPatients were censored at first subsequent therapy.

¢ Includes pemetrexed, cisplatin, carboplatin, paclitaxel, bevacizumab (given with chemotherapy), nedaplatin, tegafur/gimeracil/oteracil, vinorelbine, bleomyein, carboplatin/pemetrexed,
carboplatin/gemcitabine, capecitabine, cisplatin/paclitaxel, cisplatin/pemetrexed, cis-DDP, custirsen (antisense molecule given with chemotherapy), etoposide, lobaplatin, paclitaxelfcarboplatin,
temozolomide, thalidomide, methotrexate, “chemotherapeutics,” cisplatin/gemcitabine, docetaxel, gemecitabine, TAS-102 (oral thymidine-based nuicleic acid analog and a thymidine phosphorylase
inhibitor) and irinotecan hydrochloride hydrate.

dlncludes osimertinib (AZD9291), olmutinib (HM61713), rociletinib (CO-1686), avitinib (AC0010), TAS-121 and unspecified “EGFR TKI inhibitor.

elncludes gefitinib, erlotinib, icotinib, afatinib and unspecified “EGFR TKI.”

presenten ar: 2018 ASCO ﬂ:‘“nSCngW
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Conclusions

ARCHER 1050 is the first randomized phase 3 study comparing two EGFR
TKils as first-line therapy for EGFR mutation-positive NSCLC that has
demonstrated improvement in OS

Dacomitinib was superior to gefitinib in both PFS and OS

 PFS: 41% lower risk of progressive disease or death (HR, 0.59; P < 0.0001), with an
improvement of 5.5 months in median PFS (14.7 vs 9.2 months, respectively)

 OS: 24% lower risk of death (HR, 0.76; P = 0.0438), with an improvement of 7.3
months in median OS (34.1 vs 26.8 months, respectively)

Evidence of improvement in all prespecified subgroups

Median CS of patients with dacomitinib followed by a third-generation EGFR
TKlIwas 36.7 nonths

Dacomitinib should be considered as a new treatment option for first-

Ii%% mgnagement of patients with EGFR mutation-positive advanced
NSCL

. 208ASCO  7ascos sewreo ov: Tony S. Mok, MD
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North East Japan Study Group
t—

Shasedliistiidy con 9@y bevacizumab plus erlotinib

»

erEreunIbIN patients with untreated NSCLC

~ harboring activating EGFR-mutations:
oG
NEJ 026

Naoki Furuyasseisuro Fukuhara?, Haruhiro Saito®, Kana Watanabe?, Shunichi Sugawara?,
Shunichiro iwasawa®, Yoshio Tsunezuka®, Ou Yamaguchi’, Morihito Okada®, Kouzou Yoshimori?,
Ichiro Nakachil®, Akihiko Ge EKoichi Azumal?, Koichi Hagiwaral®, Toshihiro Nukiwal4, Satoshi Morital®,
Eunihiko Kobayashi’, and Makoto Maemondo?®,

North East Japan Study Group

1St. Marianna University School of Medicine, ?Miyagi Cancer Center, 3Kanagawa Cancer Center, *Sendai Kousei Hospital,
5Chiba University Hospital, éIshikawa Prefectural Central Hospital, ‘Saitama Medical University International Medical Center,
8Hiroshima University, °Fukujuji Hospital, JATA, °Saiseikai Utsunomiya Hospital, 1'Nippon Medical School,
2Kurume University School of Medicine, 13Jichi Medical University, 1#Tohoku University,
15Kyoto University Graduate School of Medicine, 16lwate Medical University.
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ab plus Erletinib combination (2nd line)
d I” S dy) 7T — — Control group (n=317)

_ _ Bevacizumab group — ﬁvgc;ugagb D%;o:é: (n=319)
2nd line setting Erlotinib 150mg qd 97 (0-80-118)
+

Advanced stage Bevacizumab 15mg/kg q3w
NSCLC

All-comers Control group
Age =18 years : Erlotinib 150mg qd T
+

Overall survival rate

PS 0_2 Placebo q3W 1I0 1I2 1!4 1I6 1I8 ZIO ZIZ 2I4 2I6 2I8 3I0 32 3:4

Duration of overall survival (months)

Biomarker-defined subgroups of patients

rE'GFR mutation status
|

Favours bevacizumab Favours control

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

rresenen ;. 2018 ASCG i rresester 8v: NaOKI Furuya Abstract #9006
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Chemotherapy-naive

PS 0-1
Non-squamous
Stage IlIB/IV or

postoperative recurrence

Activating EGFR
mutations*

Exon 19 deletion
Exon 21 L858R

*T790M excluded

A

BE combination

Bevacizumab 15mg/kg q3w
+

Erlotinib 150mg qd
(n =75)

E monotherapy
Erlotinib 150mg qd

(n =75)

Progression-free survival (%)

HR 0.54
BE combination (0.36-0.79)

MPFS : 16.0 m

E monotherapy

_| — Erlotinib plus bevacizumab group
(median 16-0 months [95% Cl 13-9-18-1]; 46 events)
—— Erlotinib alone group
(median 9-7 months [95% Cl 5-7-11-1]; 57 events)
0 — I m—
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Time (months)

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




Overall survival follow-up

» At the primary analysis of JO25567, OS data was immature.

« After primary completion in Mar 2014, we initiated this additional
follow-up to evaluate OS with enough observation period.

» Seventy-five patients were enrolled into this follow-up between June
and October 2014.

* The patients who could not provide written informed consent due to
death or lost to follow-up were also included in this final OS analysis by
using the data collected prior to {b@@Pimary completion of JO25567.

» Sample size of JO25567 was not sutficiently powered to assess the OS
benefit of erlotinib plus bevacizumab.
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Final Overall survival

1.0 1

/P N\ AR
Median (months) 47.0 47.4
Z 08y HR 0.81 (95% Cl: 0.55-1.23)
% P value* 0.3267
0.6

g *log-rank test, two-sided

E 5 year survival rate: 41% (95%CI: 0.29-0.53)

g 0.4 I r e e R T T T PP E R PP EE R R T TR TP AL TTT Y T o v v v P ey

E 35% (95%Cl: 0.24-0.47)

@ 024 —EB

—_—
i Median follow-up: 34.7 months
0 | | | | | | | | | 1 | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Number at nek Survival Time (months)
EB 75 74 71 63 55 43 36 33 29 pd 24 23 0 0
E 77 76 71 59 57 50 38 34 29 23 20 18 11 1 0
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Overall survival by EGFR mutation type

Exon 19 deletion

Median (months) 53 2

HR 0.72 25% Cl: 0.44-1.44)

Survival Probability

1.0 7

0.8 7

0.6 -

0.4

—-—

O4—T T T T T T T T T T T T T T T 11
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Survival Time (months)

Number at risk

EB
=

eserenar. 2018 ASCO

40 40 39 35 32 25 21 19 17 15 14 14 6
40 40 39 33 31 26 20 19 17 13 12 11 6
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Exon 21 L858R
Median (months) 43.6 42.1

HR 0.83 (95% CI: 0.46-1.49)
1.0 =

0.8

0.6 -

0.4 -

Survival Probability

—

O4—T T T T T T T T T T T T 1T 11
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Survival Time (months)

Number at risk

== 35 34 32 28 23 18 151412 1110 9
E 37 36 32 26 26 24 18 1512 10 8 7

o W
o o
o o




SSIUUYARENOUMBESTGNTINEI 026 (Phase Il study)
Chemotherapy-naive

Non-Sg NSCLC

PS 0-2

Stage [IIB/IV

or postoperative recurrence R —

Activating EGFR-mutations’
Ex19 del, Ex21 L858R
Asymptomatic CNS metastases T
allowed

*T790M excluded

Stratification factors

Sex Smoking status
Clinical stage EGFR-mutation subtypes

rresentio s 2018 ASCQ s rresenteR &v: NAOKI Furuya Abstract #9006
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Baseline characteristics

BE
(n=112)

=
(n=112)

Adenocarcinoma

Pathology Large cell carcinoma
Other
_ Ex19 deletion
EGFR-mutation type
Ex21 L858R
1B
Stage at screening \Y

Postoperative recurrence
(+)
CNS metastases 0

Naoki Furuya

110 (98.2%)

1 (0.9%)
1 (0.9%)
56 (50.0%)
56 (50.0%)
8 (7.1%)
82 (73.2%)
22 (19.6%)
36 (32.1%)
76 (67.9%)

112 (100.0%)

0 (0%)

0 (0%)
55 (49.1%)
57 (50.9%)

8 (7.1%)
84 (75.0%)
20 (17.9%)
36 (32.1%)
76 (67.9%)



PFS probability

Primary endpoint : PFES by independent review

The interim analysis : 117 events

100% - -
+ BE BE E
Rt E Median PFS (months) 16.9 13.3
80% - \
Ty HR 0.605
. (95% CI : 0.417-0.877)
0 _
oo e coseees eesenemassneemsmenes somenes s sesemassneemsenessaseneeereMgmespesamener St Pvalue® 0.01573+
?*@ﬂ ; *log-rank test, two-sided
40% - ﬁ ** Nominal significance level : 0.02398
: A
: ig++++% e
20% - ——
13.3 216.9 Median follow up : 12.4 months
0% | | | | | i i | | | | |

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Time (months)

Naoki Furuya



¥

All grades

BE (n=112) E (n=114) BE (n=112) E (n=114)

86.8%) 23 (20.5%) 24 (21.1%)
(41.2%) 6 (5.4%) 2 (1.8%)

10 (8.8%) 25 (22.3%)" 0 (0%)

3 (2.6%) 8 (7.1%)" 0 (0%)

pa .8%) 34 (29.8%) 9 (8.0%) 6 (5.3%)
Pulmonary hen 0 (0%) 0 (0%) 0 (0%)
Hemgrrhage 0 (25.9%)™ 3 (2.6%) 2 (1.8%) 1 (0.9%)
Throrﬁbosis 2 (1.8%) 6 (5.3%) 1 (0.9%) 1 (0.9%)
Interstitial lung disease (ILD) (ﬁO%) 5 (4.4%) 0 (0%) 0 (0%)

*P<0.001 *P<0.01

Naoki Furuya









Other Anti-Angiogenic Combinations: Ongoing trial.

Osimertinib and bevacizumab

Patient population:
Untreated Metastatic EGFR+ LC
No prior EGFR TKI

No contraindications to Bev

| ORR78%
Phase 1: “1 (26/33)
3+3 Dose de-escalation design
Dose level 1: Full doses both drugs

37 ongoing on treatment

Phase 2: Reasonable toxicity profile

MTD from Phase 1_ No CNS progression (mandated interval MRIs)

i:gizzir;dpomt. HA 28 U2 e Pre/post treatment biopsies, serial plasma
Primary endpoint not yet evaluable

Yu PASCO 2017
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EGFR TKI and immunotherapy

Patient with unconventional response (T790M-positive)*

Erlotinib-naive patient SR i

T790m-positive patients Erlotinib + Nivolumab
Prior EGFR TKI pts
N=20

ORR 15%

2,
e
®
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o
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£
o
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£
o

Osimertinib and durvalumab combination therapy with 38% incidence of pneumonitis

Rizvi PASCO 2014, Gettinger JTO in press, Ahn WCLC 2016, Nagasaka Clin Lung Cancer 2018
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EGFR and Immunotherapy — ——

- Arm C: bev + CP
EGFR mutation status Ca rbO/TaXOl/ BeV

Positive , 1.18 (0.69-2.00) | )
Not detected 0.66 (0.51-0.36) +/- Atezo (gsong?b 03.?5'90 -

Not reported ; 0.74 (0.51-1.06)
T 1
2.00 4.00

Nivolumab Better Docetaxel Better
EGFR status
Mutant 70/86 = 179 (0-94-3-42) Median, 6.1 mo Median, 9.7 mo
Wild-type 660/875 —— 0-83(0-71-0-98) (95% CI: 5.7, 8.4) | 1(95% ClI: 6.9, 15.2)
Overall 7781033 —- 0-85(073-0-98)

T ] T T I

2 - 6 10 12 14

i Time (months)
. ’ Median PFS, mg
Favours pembrolzumab Favours docetaxel Populations n (%) ArmB Arm C

ITT (including EGFRIALK+) 800 (100% 061g 8.3 6.8

Lack of benefit with 10 monotherapy as 2" line EGFRIALK+ only® 108 (14%) - 059, 9.7 6.1
1 c 9 0.65

treatment for pts with EGFR+ NSCLC By A e L Shia el ER

. EGFR mutation® 80 (74%) - L 4 10.2 6.9
Largely may be related to low PDL1 expression and low Exon 19 deletion or L858RY 59 (74%) ———24%e. = 102 6.1

TMB TT-WT 692 (87%) 0624 83 68
. . .y 2 9 0.40
IMpower150 first study to show benefit of addition of Liscmptasirnes LDl & =
. No liver metastases 690 (86%) = 8.3 7.0
|0 in EGFR+/ALK+ LCs —
. . . . e amu-:::: T‘i‘rbe;'Gb:-;:::f::n:: h Fm:\vﬂ:?::rnm‘:tl:::i and no livetases out of ITT . .
Larger studies needed to define role of 10 in this e A ot SRR | oA
. evalence % for exon 19 deletion of L83ER out of EGFR ntion (n=80). atezo + bev + CP  be
population

Patients with a sensitizing EGFR mutation or ALK transicon must have disegression or

7 A
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The Case for Using Osimertinib as 1st Line T,

« Superior PFS
» Favorable OS trend (cross-over allowed)
« CNS activity

- Better tolerance
« Overcome key resistance mechanisms

Suresh Ramalingam. Is PFS Still a Relevant Endpoint for 15 Line TKI? European Lung Cancer Congress, April 11-14, 2018

Winship Cancer Institute | Emory University



APPLENal'under EORTC

ARM A Osimertinib until Rebiopsy
RECIST PD i
(optional)

E n=156
Advanced NSCLC
Common mEGFR
Treatment naive

PS 0-2
Stable BM PD (T790M+)

Gefitinib™ Osimertinib until
RECIST PD

Stratification:
-Del19 versus LB5EBR
-Initial T790M + /-

-BM +/ - ARM C

Gefitinib Osimertinib until
Until RECIST RECIST PD
PD

 Primary End Point: PFS rate at 18 months

(cfDMNA using cobas every 4 weeks and CT scan of the brain-thorax-abdomen every 8
weeks all arms
*In case of RECIST progression without T7920M+, patients will be switched

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 Il study; to evaluate

the best strategy of sequencing gefitinib and osimertinib treatment.



Uncommon EGFR Mutations

o
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What about uncommon EGFR mutations and
EGFR exon 20 insertion mutations ?

L=

EGFR mutaticon EGFR TKI [in whro sensifivity and expectad overall response rate (DRRE]]
Approximate frequancy 1% genaration 2™ generation 3™ generatiaon
EGFR THI sensitivity type ) Eefitinit 250 m
I I I " o aratirmDo 40 mg Osimertinib 80 mig

Sensitizing
Exon 19 dalation +++-+ ([ORA =70%5) 4+ [DRR =75%) o4+ [DRR =70%a)
LASER +++-=+ [LHRR =60%
G718x A ++ [ORR =55%) +++ [DORR =65%%%) ++ [ORRE 7]
LEE10] A ++ [DORR >55%) ++ [(DRRF =55%%) ++ [ORR 7]
S5vasl . + [ORAR =25%a) i+ (DORR >55%8) 7T IHORR 7
Exon 18 indel/E7 08X . #=+ [OHRA =55%%6) 4 [DRR =65%6) ++ [ODRRE 7]
Exom 18 insartion . ++ [ORR =55%)] ++ [CRER T} ++ [ORR 7]
ATEE YTeEdinsFOEA +=+ [ORR =55%0] ++ [ORR T} ++ [ORRE 7]
Exon 1825 duplication (EGFR-KDLOY) . +« [ORR =55%:) 44+ [DRR =&85%6]) ++ [ORR 7]
Faarrangemant [EGFR-RADET) <5 +=+ [OMRR =55%4) +++ [CDORRE T} ++ (CIRR 7]
Insansitizirg
Exon 20 insartion =7.0 - [(ORR =5%) = [(DRR =10%a) - [ORR T
TFS0M inherited =1.10 = [ORR ~0%) — (ORR ~0%a) bt DORR =ali%s)
Others =210 TIORR 7) 7T IORR T} T IORR 7]
Acquired resistancs
Tro0M + sans. =50.0 {1*/2" gen. TKI) [ORR ~-0%a) (DRR <5%0]) ++++ [ODRR =&0%:)
CFa7X & TFA0M -+ sans, <500 [o=irmertinily) - [ORR ~0%) — [DFRR ~0%%8] — (DRR ~0%8)
++++, Maximum inhibition; +++. moderate inhibition; =+, adeguata inhibiton;: +, minimal inhibition, — no significant inhibiticon bevond the

therapaeutic window of wild-type EGFR; EGFR, epidermal growth factor recaptor; TH, tyrosine kinase inhibitor; 7, unknown; sens, sensitizing
mutation; gern., genaration.

Costaetal, TLCR 2016




Uncommon EGFR mutations: afatinib 15t line indication
extended (Jan 2018)

o . Number of Confirmed

S . Number OfAfat'n'b umber of Confirme Duration of Response (months)
EGFR Mutation Treated Patients Responses (N=21)

(N=32) (N=21) ;
SThE] 1 1 37.3
S768T and GT19X 5 4 4.1, 13.2, 15.2, 29.54
STOHRI and LESER 2 | 34,5+
719X i § a0+, 81, 9.6, 23,5+, 2532, 3] .84
GT719X and LEa1Q) 3 2 2.+, 6.8
LEA6IC 12 7 28,40 41,83+, 12.9, 152, 20.6
LRGIO and Del 19 | ) NA

Fresponse ongoing at time of censoring

Subset analysis LUX lung 2,3,6 (32pts):
ORR: 66%
DOR > 12m: 52%
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AT67dupASV |

EGFR exon 20 insertion mutations:
no therapeutic efficacy of 1st and 2"d gen. EGFR-TKIs
> poziotinib induces partial response in 73% (8/11)

Retrospective analysis of
Eriotinib/Afatinib

S768dupSVD
N771dupNPH

$768dupSVD
$768del insiL

N771del insGY

Elamin et al. . WCLC 2017 abstract

Bl Erlotinib
Bl Afatinib

Maximum Reasponsa fram Baseling

=0

-4 B

P
T

-2 =

H773ins AH

VT6OIinsGRY
H773dupPR
D770delinaGY

ID 10369

Poziotinib

MNTTiinsHH
D770insG

D770insY H773Y

S7T68dupSVD

Prior Therapy:
P=AP32788
5= ASP 2273

E = Erlotiniib
A = Afatinib

E.A

PT7T2insDNP
ATGTdupASY
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Erlotinib™" (category 1)
EGFR mutation

or
e | Afatinib™ |catagory 1) Progresslon

or
""“'I t“"“"';" Gemtinib™ (category 1)
or

- Moy (NECTie)

Oslmertinib™® (category 1) —* Progression
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EGFR

positive

Complete planned
chemotherapy.
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lokenpIENnessuge:...
promising

8 4 category 1 as therapy (gefitinib, erlotinib, afatinib,

=]

JOsimertinib: S metastases & favorable toxicity profile.

JOS 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)
[NEJOO09]; this trial underscores the role of Carbo/Pem in EGFR + NSCLC.



ising for exon 20 insertion EGFR mutation.

JErlotinib 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 Il and Il studies corroborate that
(JO25567 and NEJ 026).

JIn my opinion, exon 19 EGFR mutation patients have several therapeutic options
(see NCCN guidelines; version 5.2018, June 27, 2018).
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American Association
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Take home message....

JThe treatment for EGFR mutant patients has several choices after what we have
learned in the last 10 months.

J1Good for our patients, more work for us.... the clinicians.

JMore questions than ever.

I need time to digest too
much info.

%

Ny

Lynn Cancer Institute
Boca Raton Regional Hospital
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