Nanagement of NCSLC with
EGFR Mutations

Dr. Hemant Malhotra
MD, FRCP (London), FRCP (Edinburgh), FACP (USA), MNAMS, FUICC, FICP, FIMSA

Professor & Head, Dept. of Medical Oncology,
Mahatma Gandhi Medical College & Hospital, Jaipur.

Email; drmalhotrahemant@gmail.com

www.free-power-point-templates.com


mailto:drmalhotrahemant@gmail.com

“\\ore than 50% of Stage IV
NSCLC have biomarkers

ictive biomarkers are indicative of Prognostic biomarkers are indicative of patient

1\ '\

therapeutic efficacy, because there is an survival independent of treatment received because
ction between the biomarker and the the biomarker is an indicator of the innate tumour
therapy on patient outcome aggressiveness

Testing for several genetic mutations and for PD-L1 status is recommended for patients with advanced
NSCLC to determine whether they can receive treatment with targeted agents.3

%1% 1% .
gy 20 1012 12 No mutation
ALK rearrangements
are predictive of
response to ALK
inhibitors?
m KRAS
EGFR mutations are predictive mEGFR
of response to EGFR-TKIs?
KRAS mutations may be prognostic® 2
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landscape for Stage IV NSCLC

. Targeted therapy
' Immunotherapy

2015: Nivolumab 2L for 2016:Atezolizumab 2L for
non-squamous disease metastatic disease

: 2017: P li +
2001: Platinum- 2008: Pemetrexed 20;_6;p?n1bro||zuma 0 peer;nek::z;zg;nab
i i - 1L for PD-L1- .
based + cisplatin fqr non sitive disease carboplatin 1L for
chemotherapy squamous disease P non-squamous disease
EU: g . . . .
2006: Gefitinib E?I(c))(t)iaib 2013: 2015 2015: Osimertinib
2003: Gefitinib Bevacizumab + EGFR 1L for 1L for Afatinib 1L Gefitinib 1L 2L for T790M+,

for EGFRm+ for EGFRm+ EGFR-TKI
disease disease resistant disease

3L in UST chemotherapy 1L
for non-squamous
disease

EGFRm EGFRm+
+ disease

2014: Ceritinib 2L for 2015: Alectinib 2L for
2013: Crizotinib 1L crizotinib- crizotinib-
for ALK+ disease intolerant/resistant ALK+ intolerant/resistant
disease ALK+ disease

2017: Alectinib
1L for ALK+
disease

AL IDELIRVETID < 2016: Crizotinib 1L

Other molecular tran:/e(ition(;téjlaifsoeraieRAF for ROS1+ disease
subtypes
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Metastatic Disease

Molecular and PD-L1 testing

+
2L

Depending on above, either continue therapy, alternate therapy
from 1L list, proceed to chemotherapy or continue local therapyt-+

Erlotinib, afatinib
Gefitinib osimertinib
dacometinib
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Management of EGFR +ve
Stage IV NSCLC patients
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-activating mutations result in
constant signaling by the EGFR

EGFR WT EGFRm

hway is “on” only when EGF is bound the receptor. Pathway is “on” even when EGF is not bound

to the receptor
'I / Ege  ECTRLE8R EGER ExLodel EGFR L858R
factor g T790M
bindi/ng,/*
A Fte) )
......................... ) 4 n
@ Y ®
No pathway P e Pathway ) Pa;hwgy
activation ° Pathway activation @ Activation
activation L l
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Anti-EGFR TKI

« 1stgeneration:
— Gefitinib
— Erlotinib

« 2nd generation:
— Afatinib
— Dacomitinib

« 3rd generation:
— Osimertinib
— Rociletinib
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EGFR binding
EGFRVT
EGFRDel19/L858R
EGERT790M
ErbB2

ErbB4

BBB penetration
Agent

First-Generation
EGFR-TKIs

Reversible
+

+

+

Gefitinib, erlotinib,
icotinib

Second-Generation
EGFR-TKIs

Irreversible
+

+ +

n

+

n

+

Afatinib,
dacomitinib

tive evaluation of EGFR-TKIs

Third-Generation
EGFR-TKIs

Irreversible

Osimertinib, rociletinib,

HM61713, EGF816, ASP8273
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Relative potency of TKIs

T790M

T790M

T790M

Gefitinib

Erlotinib

Afatinib

Osimertinib
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Mational

comprehensive NCCN Guidelines Version 6.2020

Wieleh'l Cancer -
Network® Non-Small Cell Lung Cancer

SENSITIZING EGFR MUTATION POSITIVE]
FIRST-LINE THERAPY®?

Prefer
OsimertinibPP (category 1)

* Progression

Other Recommended
ErlotinibPP (category 1)

EGFR mutation or AfatinibPP (category 1)
d'?CD:G;?dt i ____ . |or GefitinibPP (category 1)
prior to first-line or DacomitinibPP (category 1) .
systemic therapy or Erlotinib + ramucirumab Progression
- Useful in Certain Circumstances
gzr;:séu:mg Erlotinib + bevacizumab™*3s
mutation (category 2B)
positive Complete planned systemic

therapy,99 including
maintenance therapy,

EGFR mutation or interrupt, followed by

discovered during osimertinib (preferred) * Progression
first-line systemic or

therapy erlotinib or afatinib or gefitinib

or dacomitinib or erlotinib +
ramucirumab or erlotinib +
bevacizumab™** (category 2B)

Progression
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1st Gen. TKI v/s chemotherapy
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IPASS trial (Gefitinib)

IS related to EGFRm status in
gefitinib-treated patients

=== Gefitinib EGFRm (G+, n=132)
. === Gefitinib EGFRm negative (G-, n=91)
% T e === Carboplatin / paclitaxel EGFRm (C / P+, n=129)
o ' === Carboplatin / paclitaxel EGFRm negative (C / P-, n=85)
; 0.6 ‘ HR <1 implies lower risk of progression in EGFRm group vs.
= i EGFRm negative group
3 k!
8 0.4= 'L__
& Median PFS of
.,
0.2+ 9.5 vs. 6.3 months
LY
0.0 I UO ----.I IIIIIIIIIIIII
0 4 8 12 16 20 24
Time from randomisation (months)
Patients at risk:
G+ 132 108 71 31 11 3 0
C/P+ 129 103 37 7 2 1 0
G- 91 21 4 2 1 0 0
C/P- 85 58 14 1 0 0 0
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ENSURE (Erlotinib)

standard Chemotherapy.

— Erlotinib (n=110)
— GP (n=107)

_ HR, 0.34 (95% CI, 0.22-0.51)
E Log-rank test P<.0001
= 0.8
=
w Erlotinib (n=110)
E 0.6 -
|': ____________________________ Chemotherapy(n=107)
]
‘w 0.4
i
2
& 0.2

0 I I I I I I I

2 4 6 8 10 12 14

Time (months)
Number at risk
Erlotinib 110 89 74 42 38 21 5 0
GP 107 75 &5 25 22 7 1 0

Significantly longer PFS with Erlotinib v/s

Median PFS
(months)

11.0

515

HR (95% Cl)

0.33
(0.23-0.47)
p-value < 0.0001
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n. TKI vs Chemotherapy - PFS

Mo. of events/No. of patients
Trial EGFR-TKI Chemotherapy HR (95%Cl)
" ENSURE 93/109 90/107 - 0.36 (0.26 to 0.49)
T Chemotherapy
% ----- EGFR-TKI EURTAC 71/86 62/87 - 034 (0.23t0 0.49)
%‘E . IPASS 113/160 117/138 = 0.45 (0.34 to 0.59)
§ P 001 NEJ002 93/109 97/106 - 0.30 (0.22 to 0.42)
ﬂ- ' OPTIMAL 49/82 63/72 = 0.16 (0.10 to 0.26)
el WJTOG 3405 74/86 82/86 - 0.54 (0.39 to 0.74)
8 —zzoo Overall 493/632 511/596 ¢ 0.37(0.32 to 0.42)
0 6 12 18 24 30 35 42 48
_ Time from random assignment, mo I 1 1 |
Chemotherapy 595 250 35 16 7 4 2 1 0 001 01 1 10 100
EGFR-TKIG32 473 247 93 37 19 9 4 1

Favors EGFR-TKI Favors chemotherapy

Study Design:- Meta-analysis of 6 trials (N=1,231) comparing efficacy of Gefitinib or
Erlotinib vs Chemotherapy in patients with Exon 19 deletion or L858R mutation

Lee CK, Davies L, et al: J Natl Cancer Inst. 2017 01;109(6).
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eration TKI vs Chemotherapy - OS

MNo. of events/No. of patients

Trial EGFR-TKI Chemotherapy HR (95%CI)
y = Chemotherapy ENSURE 571109  57/107 0.89 (0.62 to 1.29)
Lg EGFR-TKI EURTAC 55/86 53/87 0.93 (0.64 to 1.36)
%‘E IPASS 125/160  98/138 1.08 (0.83to0 1.41)
'é NEJ002 64/109  65/109 0.84 (0.60 to 1.19)
L -

g e =y i

0.25
T
i
R

1.23 (0.85 to 1.76)

Overall Survival Advantage notseen 114 (0.75 t0 1.75)

E__ Overall 413/632 367/599 1.01(0.88t0 1.17)
® % & 12 18 24 30 36 42 48 51 60 : :

Time from random assignment, mo .

No. at risk 0.01 0.1 1 10 100
Chemotherapy 509 548 475 384 272 172 88 47 12 5 1

EGFR-TKIG32 594 524 418 297 191 98 43 16 5 2 Favors EGFR-TKI Favors chemotherapy

Study Design:- Meta-analysis of 6 trials (N=1,231) comparing efficacy of Gefitinib or Erlotinib
vs Chemotherapy in patients with Exon 19 deletion or L858R mutation

Lee CK, Davies L, et al: J Natl Cancer Inst. 2017 01;109(6).
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LUX LUNG 3 (Afatinib)
Afatinib - significantly Prolonged PFS v/s

standard Chemotherapy.

1.04 Afatinib Cisplatin/pemetrexed
= ! (n =230 (n=115)
= Events, n (%) 152 (66) 69 (60)
s 0.8 - Median (months) 11.14 6.90
=
m —
=y
L= 0.6-
= O
L @©
e
c
D E 0.4 =
=
3 == Afatinib
=3 0.2 Cisplatin/pemetrexed
DE_ HR, 0.58; 95% Cl, 0.43 to 0.78; P < .001
1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27
_ Time (months)
No. atrisk
Afatinib 230 180 151 120 17 50 3 10 3 0
Cisplatin/pemetrexed 115 72 41 21 1 7 3 2 0 0

Sequist et al., J Clin Oncol 2013;DOI: 10.1200/JC0.2012.44.2806
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en. TKI vs Chemotherapy: PFS

Treatments N* Hazard Ratio Median PFS
LUX LUNG 3 ' Afatinib vs Cis/Pem 308 . B 0.47 [0.34, 0.65] 13.6 vs 6.9
LUX LUNG 6 & Afatinib vs Cis/Gem 324 - 0.25[0.18, 0.35] 11.0vs 5.6
Total (95% CI) @ 0.34 [0.27, 0.43]
[ T T ]
0.01 0.1 1 10 100

Favors TKI Favors chemotherapy

Treatment naive EGFR +ve stage IlIB or IV lung adenocarcinoma enrolled in LUX-
Lung 3 (n=345) and LUX-Lung 6 (n=364).

Randomly assigned in a 2:1 ratio to receive afatinib or chemotherapy (pemetrexed-
cisplatin [LUX-Lung 3] or gemcitabine-cisplatin [LUX-Lung 6]),stratified by EGFR
mutation (exon 19 deletion [del19], Leu858Arg, or other) and ethnic origin (LUX-
Lung 3 only).
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Afatinib Pemetrexed-cisplatin
(n=230) (n=115)
100 Median, months (95% Cl) 28.2 (24-6-33.6) 28-2 (20-7-33-2) L U X- L U N G -6
HR (95% CI) 0-88 (0-66-1-17)
pvalue 0-39 |-
0] B LUX-Lung 6
-Lun
9 Afatinib Gemcitabine-cisplatin
§ 60— 100 — (n=242) (n=122)
s Median, months (95% ClI) 23-1(20-4-27-3) 23-5(18-0-25.6)
E HR (95% CI) 0-93 (0-72-1-22)
g 40 80 - p value 0.61
S
Overall Survival Advantage notseen
—— Afatinib >
—— Pemetrexed-cisplatin E
o T T T T T T T T T T T =
(o] 3 6 [a] 12 15 18 21 24 27 30 33 @ 40—
Number at risk 3
Afatinib 230 219 206 196 186 175 154 141 129 114 107 95
Pemetrexed- 115 109 102 95 89 79 71 62 59 53 46 41
cisplatin 20 —
| —— Afatinib
—— Gemcitabine-cisplatin
0 T T T T T T T T T T T T T T 1

o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number at risk

Afatinib 242 239 225 212 191 176 154 128 113 101 87 54 20 Q
Gemcitabine- 122 113 104 97 91 79 70 63 56 43 36 21 10 4 (o] 0
cisplatin
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LUXLUNG 3 &6
OS according to mutation analysis

. . L858R
E combined analysis Del 19 F combined analysis
100 Afatinib Chemotherapy Afatinib Chemotherapy
(n=236) {n=119) (n=183) (n=03)
Median, months 317 (28-1-35-1) 207 (16-3-25.6) Median, months 22.1(19-6-25.4) 26-9(232-317)
801 (95% CI) (95% CI)
: .| |OS Advantage among Del 19 patients only when
g
compared to Chemothera
§ 40_ . — —
D
- M‘«_’ |
— Afatinib — Afatinib
— Chemaotherapy —— Chemotherapy
0 T T T T T T T T T T T T T T T T 1 T T T T T T T T T I T T T T I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 17 15 18 21 24 27 30 33 36 30 42 45 48 561
Time {months) Time {months)
Mumber at risk
Afatinib 236 230 223 217 202 192 173 160145 131 117 90 50 38 22 6 1 O 163181167 154 141128 111 91 80 70 64 51 27 20 11 2 0 O
Chemotherapy 119 113103 95 87 72 63 55 51 43 38 7 14 9 1 1 0 © 93 86 B2 78 70 69 61 G0 SO 40 32 2520 14 9 4 1 0
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1st Gen. v/s 2" Gen. TKI
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Estimated probakility of being on treatrnent (%)

O OS Advantage seen

LUXLUNG -7

—— Afatinib
— Gefitinib

HR 072 (95% (1 0.58-0-92); p=0.0073

gression Free survival

Overall Survival

A 1.0 »
—— Afatinib (n = 160)
2 — Gefitinib (n = 159)
2 0.8 HR 0.86 (95% CI 0.66-1.12)
S Log-rank P = 0.2580
(=%
g
2 06+
=

Number at risk
Afatinib 160
Gefitinib 159

148
144

132
120

13
103

01
74

68
59

T T
18 n 24

Time (months)

56 48 40
43 30 21

@

0.2 1

Estimatec

T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)
Number at risk

Afatinib 160 156 153 148 139 125 111 104 94 81 74 61 50 36 30 12 2 0
Gefitinib 159 153 148 142 133 119 105 90 80 71 62 56 48 44 27 7 0 O
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LUX LUNG -7

L858R

Patients with exon 19 deletion B 1.0
£ — Afatinib (n = 93) Patients with L858R mutation
2 08 — Gefitinib (7= 93) 2 — Adatinib (n = 67)
B 2 08 — Gefitinib (7 = 66)
CEL HR 0.83 (95% CI 0.58-1.17) o .
a Log-rank P — 0.2841 e HR 0.01 (05% C1 0.62-1.36)
ENTE - Log-rank P = 0.6585
s ¥ § 06
@ =
5 2
2 044 [} 04
o g 4+
o o
Q gl
= &
E 024 £ 02
-— =
uf i
04 04
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 H 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months) Time (months)
Number at risk Number &t risk
Afatinib 93 01 88 88 82 74 68 63 B1 54 B0 41 35 24 20 9 1 0 Afatinib 67 65 65 60 57 61 43 41 33 27 24 20 15 12 10 3 1 0
Gefitinib 03 B8 B6 82 79 72 66 57 52 46 39 36 20 28 17 5 O O Gefitinib 66 65 62 60 H4 47 30 33 28 25 23 20 19 16 10 2 0 0

NO OS Advantage seen as per mutation analysis also
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ment for patients with advanced NSCLC with an EGFR-activating mutation

~

N=452

Key eligibility criteria:

Advanced NSCLC with EGFR-
activating mutation(s)

Measurable lesion(s) as per
RECIST criteriavl.1

No prior systemic treatment of
advanced NSCLC

No CNS metastasis

Primary endpoints:

Dacomitinib .
— PFS by blinded IRC
45 mg PO QD inthe ITT

(N=227) population

Secondary endpoints:

No prior EGFR TKI or other TKI PES (investigator
ECOG PS 0-1 assessed), ORR,
\- y, DOR, TTF, RMST,

OS and OS at 30
Stratification factors:

Race (incl. Asian vs non-Asian) monthS
EGFR mutation type (exon 19 deletion vs L858R k Safety and PROS

mutation)
www.free-power-point-templates.com




— TN ARCHER 1050:

PFS by Independent Review — ITT Population

Daco Gef
N=227 (N=225)
136 179

Number of Events, n (%) (59.9%) (79.6%)

14.7 9.2
(11.1-16.6) (9.1-11.0)

0.59 (0.47-0.74)
P<0.0001

Median PFS (95% Cl)

00}
o
1

HR (95% ClI)

PES rate
30.6% vs 9.6%

18 24
No. at risk Months

Dacomitinib 73 20
Gefitinib 34 7

survival (%)

o H
|

(D)
(<))
S
e
c
=
»
0
b
S
o
o
S
o

++ Censored

o
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ER 1050: Overall Survival -
Intention-to-Treat Population

Overall Survival (Feb. 17, 2017) Overall Survival (May 13, 2019)

Dacomitinib Gefitinib Dacomitinib Gefitinib
pRp (n=225) (n =227) (n=225)
pe— pres e Events, No. 133 152
Ve — e Median OS (95% CI), 341 27.0
100 = Median OS (95% 341 268 months (29.5, 39 8) (24 4,31.6)
Cl), months (29.5_37.7) (237,32.1) 100 - HR (95% OO, 0745 (D501 0.947).
ap HR (85% CI) 0.760" (0.582, 0.993). 0 B* = 0.0155 (2-sided)
P* = 0.0438 (2-sided) - o 55
80 * Stratified analysis. 80 085, (95% Cl). % (34.3. 47 6) (27.2, 40.0)
70d 70 * Stratified analysis.
= =
= 60 - = 60 o
§ 50 B Gensoljed = a=iepele Censored
3 = Dacomitinib @ 90+ m— Dacomitinib
o 40 J Gefitinib g 0 nib
8 S 7
L 21 @ X ]
30 o 30 4
L 11X ]
20 = 20 o
10 10 o
0
T T T T T T T T o T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48 54 &0 66
Mo at risk: Overall Sunival (months) Mo st moke Overall Survival (months)
Dacomilinib 227 206 188 deT 38 77 M43 0 Dacomitinib 227 208 180 169 144 113 95 80 33 15 2 0
Gefitinib 225 23 e a4 115 83 12 3 o Gefitinib 225 216 183 147 122 95 76 65 29 4 ] 0

Mok TS et al. J Cilin Oncol. 2015.36(22):22442250.

Mok TS, et al. presented at ESMO Asia 2019. 22-24 November, Singapore.
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Overall Survival —
EGFR Mutational Status

EGFR exon 19 deletion EGFR exon 21 L858R

Dacomitinib Gefitinib Dacomitinib Gefitinib
(n=134) (n=133) (n=93) (n=92)
Events, No. 73 82 Events, No. &0 T0
100 - Median OS (85% CI), 36.7 308 100 = Median OS (95% CI), 325 232
_months (30.2, 44.3) (252 4232) months (25.5, 39.5) (19.6.28.9)
90+ HR (95% CI) 0.847* (0,618, 1.161); 90 4 HR (95% CI) 0665 (0.470, 0.941);
a0 P* = 0.3021 (2-sided) 0 P* = 0.0203 (2-sided)
* Unstratified analysis. * Unstratified analysis_
70 70
g 60 o =344 Censored g 80
= Dacomitinib = #4+ Censored
g 50 —— Gefilinib = 50 Dacomitinib
3 2 —— Gefilinib
8 40 4 5 40 J
3 3
30 30 o
20 - 20 4
10 4 10 4
0 1 I 1 I L] | 1 I 1 1 I 0 1 I L] | I 1 1 I 1 I I
0 5] 12 18 24 30 38 42 48 54 60 86 4] 5] 12 18 24 30 36 42 48 54 60 66
Owerall Survival (months) Overall Survival (months)
No. af risk: No. at risk:
Dacomifinib 134 122 112 105 a7 74 59 49 25 9 1 0 Dacomitinib 93 86 78 64 57 45 36 31 14 ] 1 0
Gefitinib 133 128 117 93 79 65 54 49 21 4 0 0 Gefitinib g2 88 72 54 43 30 22 16 8 0 0 0

Mok TS, et al. presented at ESMO Asia 2019. 22-24 November, Singapore.
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ARCHER 1050:
Serious Adverse Events

Total incidence Treatment-related Permanent discontinuation Death related
of SAEs SAEs due to treatment-related AEs to treatment
EEIIlle 62 (27%) 21 (9%) 22 (10%) 2 (0.9%)
(n=227) 0 0 0 . 0
Gefitinib 0 0 0 0
(n=224) 50 (22%) 10 (4%) 15 (7%) 1 (0.4%)

Causes of death related to treatment:

— Dacomitinib: 2 (one related to untreated diarrhea, one related to untreated
cholelithases/liver disease)

— Gefitinib: 1 (related to sigmoid colon diverticulitis/rupture complicated by pneumonia)
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R 1050: Dose Modification

Dacomitinib
— First dose reduction: 30 mg/day
— Second reduction: 15 mg/day

*  Gefitinib
— 250 mg every two days

Total number of

Meqllan L 112 Median duration of Reduction to Reduction to 15 . .
IS EIEe dose reduction 30 mg dail mg dail patients with dose
reduction 9 y 9 y modification
Dacomitinib 2.8 months 11.3 months
0, 0, 0,
(n=227) (IQR 1.3-4.2) (IQR 4.8-18.9) 87 (38%) 63 (28%) 150 (66%)
Gefitinib 3.3 months 5.2 months 0
(n=224) (IQR 2.4-4.2) (IQR 2.5-7.9) NA NA 18 (8%)
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‘ls plateaued with approved 1st/2nd
~ generation EGFR-TKIs

Gefitinib (IRESSA) Erlotinib (Tarceva) Afatinib (Giotrif) Dacomitinib
: I! l! I! L'A l! i_! 111 ! 11.0 11.0
0.0
n=261 n=42 n=228 n=172 n=154 n=173 n=217 n=39 n=345 n=364 n=319 n=452
Pts with EGFRm:  IPASS"t First-SIGNAL2t  NEJ 00231 WJTOG 34054 OPTIMALS® EURTACS ENSURE’ TORCH?® LUX-Lung 3° LUX-Lung 6 LUX-Lung 7° ARCHER 1050°
Study population: East Asian Korean Japanese Japanese Chinese French, Italian, Chinese, Malaysian, Italian, Asian, European, Asian Asian, European, Asian, European,
Spanish Philipino Canadian North/South North/South North/South
American, Australian American, Australian American, Australian

B Gefitinib Erlotinib Afatinib  ®m Dacomitinib B Chemotherapy*

Consistently PFS of 9-12 months have been reported with currently approved EGFR-
TKis in global studies since IPASS

www.free-power-point-templates.com



V/ __“Ierabnhty still remains an
“uissue with 2"d gen EGFR TKIls

EGFR TKiIs Grade 3 | Treatment- AE leading to AE leading to Most common
or 4 AE | related SAE dose discontinuatio | grade 3 or 4 AE
modification n
Erlotinib 40-50% 2-6% ~20% 5-6% Rash, fatigue,
elevation of ALT
Gefitinib ~30% 2-4% 11-15% 4-6% Rash,
diarrhoea,
elevation of ALT
Afatinib 26-79% 6-12% 27-70% 6-29% Rash, diarrhoea
Dacomitinib | 27-44% 9% 66% 10% Diarrhoea
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Schematic representation - Adverse Events associated with EGFR TKI
Gefitinib (G), Erlotinib (E), Afatinib (A), Osimertinib (O)

it 1

INTERSTITIAL LUNG DISEASE HEPATIC FUNCTION ABNORMAL INTESTINAL OBSTRUCTION
SKIN RASH PARONYCHIA DRY EYE
- Significant ROR = Mo significant ROR
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34 Gen. TKI
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‘-.~;‘i=,~'

Patients with locally advanced
or metastatic NSCLC

Key inclusion criteria
» 218 years*
* WHO performance status 0/ 1

» Exon 19 deletion/ L858R No prior
systemic anti-cancer/
EGFR-TKI therapy

» Stable CNS metastases allowed

Stratification Factors
« Exon 19 deletion / L858R
* Race (Asian / non-Asian)

FLAURA

ase III,‘:doubIe-innd, study conducted across 132 sites in 29 countries

Osimertinib

RECIST 1.1 assessment
every 6 weeks'" until
objective PD

(80 mg p.o. qd)
(n=279)

Randomised 1:1

CROSSOVER was allowed
Patients with confirmed PD by
— BICR on SoC, and T790M+,
may begin post-progression

open-label osimertinib

EGFR-TKI SoC#
Gefitinib (250 mg p.o. qd) or
Erlotinib (150 mg p.o. qd)
(n=277)

RECIST 1.1 assessment
every 6 weeks'" until
objective PD

Primary endpoint

Secondary endpoints

5%)

*+ PFSbased on investigator assessment according to RECIST 1.1
(90% powered to detect a hazard ratio of 0.71 at a two-sided alpha-level of

Objective response rate .
Duration of response .
Disease control rate .
Depth of response

Overall survival
Patient reported outcomes
Safety
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Osimertinib (FLAURA)
longer mPFS than current SoC EGFR TKils

MPFS (months) (95% CI) with Osimertinib vs gefitinib and erlotinib 1?2

1.0
0.8 ; -
Osimertinib
& 18.9 months 0/~ REDUCTION
LL
o
< 064 @522 54% IN RISK
2z & of progression or death
=
_c.g 0.4 4 SoC
a 10.2 months HR 0.46
(95% CI: 0.37, 0.57); P<0.0001
0.2 1
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Osimertinib 279 262 233 210 178 139 71 26 4 0
SoC 277 239 197 152 107 78 37 10 2 0

Clinically meaningful and statistically significant mPFS improvement
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REDUCTION
l 37% Fhex

of death
0 HR 0.63
o (95% CI: 0.45, 0.88); P<0.0068 (NS)t
o 0.6
2
2
& Osimertinib EGFR-TKI SoC
e (N=279) (N=277)
oo = SoC Number of deaths 58 83
"0 é é glg 1‘2 1‘5 1I8 2‘1 2‘4 2‘7 3‘0 Survival at 6 months (%) 98.2 93.4
NO. AT RISK Time from randomization (months) Survival at 12 months (%) 89.1 82.5
Osimertinib 279 276 269 253 243 232 154 87 29 4 0 Survival at 18 months (%) 82.8 70.9

SoC 277 263 252 237 218 200 126 64 24 1 0

Interim analysis of OS demonstrated a HR of 0.63 in favor of Osimertinib vs SoC;
OS data has not fully matured
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Probability of PFS

it for Osimertinib vs SoC is maintained in

atients with CNS metastases in FLAURA

MPFS in patients with CNS metastases (n=116)

Osimertinib
15.2 0/ REDUCTION
months 53% nrisk
(12.1, 24.4) of progression or death

HR 0.47
(95% CI: 0.30, 0.74);
P<0.0009

SoC

9.6 months
(7.0, 12.4)

Time from randomization (months)

51 40 37 32 22 9 4 1 0
57 40 33 24 13 6 2

Clinically meaningful and statistically significant mPFS improvement
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Subgroup

Favors osimertinib

F 3

Overall (n=556)
Log Rank (primary)
Cox PH

Sex
Male (n=208)
Female (n=350)
Age at screening
<65 (n=298)
=65 (n=258)
Race
Asian (n=347)
MNon-Asian (n=209)
Smoking history
Yes (n=199)
Mo (n=357)
CNS metastases
Yes (n=116)
Nao (n=440)
WHO performance status
0 (n=228)
1(n=32T7)
EGFR mutation at randomization®
Exon 19 deletion (n=349)
LB38R (n=207)
EGFR mutation by ctDNA*®
Positive (n=359)
MNegative (n=124)
Centrally confirmed EGFR mutation®
Positive (n=500)
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acy: PFS across subgroups

HR (95% CI)

0.46 (0.37, 0.57)
0.46 (0.37, 0.57)
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= n

0.
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0.44 (0.33, 0.58)
0.49 (0.35, 0.67)

Negative (n=6)% I
0.1

0.2

1
0.3

n.'4 ' n.'s ' n.'a '1.0 2.'0
PFS hazard ratio and 95% confidence interval

A consistent benefit of osimertinib over standard EGFR-TKIs with respect to
progression-free survival was shown across all predefined subgroups
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The NEW ENGLAND JOURNAL of MEDICINE

| ORIGINAL ARTICLE

Overall Survival with Osimertinib in Untreated,
EGFR-Mutated Advanced NSCLC
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K.H. Lee, P. Cheema, M. Tiseo, T. John, M.-C. Lin, F. Imamura, T. Kurata,
A. Todd, R. Hodge, M. Saggese, Y. Rukazenkov, and ].-C. Soria,
for the FLAURA Investigators®
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Osimertinib 279 276 270 254
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Months since Randomization

245 236 217 204 193 180 166 153 138 123 & 50 17 2 0
219 205 182 1e5 148 138 131 121 110 101 72 40 17 2 0
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e . Subsequent treatment

~40% patients did not receive 2L treatment in both arms

‘ o Osimertinib EGFR-TKI SoC .
(o)
Characteristic, % (n=279) (n=277) Significance
PFS

HR 0.46

18.9 mts (95% 15.2-21.4) 102mts (95% 9.6-11.0)  gcoe 1. .37, 0.57): P<0.0001

% of patients continuing assigned

0 0
treatment 141 (51%) 64(23%)
First subsequent Anticancer treatment 82 (29%) 129 (47%)
% (n)
Chemotherapy 53 (71%) 32 (25%)
EGFR-Tki therapy 29 (21%) 97 (46%) "
TFST (Time to first subsequent 23.5 mts 13.8 mts HR: 0.51 [95% CIl 0.40 to
treatment) (95% CI1 22.0 - [NC]) (95% Cl 12.3to 15.7) 0.64], p<0.001
PES?2 NC 20.0 mts HR 0.58 (95% CI 0.44 to
(95% CI 23.7 to NC) (95% CI 18.2to NC) 0.78; P<0.001)
TSST (Time to second subsequent NC 25.9 monts HR 0.60 (95% CI 0.45 to
treatment) (95% CI NC-NC) (95% CI1 20.0 to NC) 0.80; P<0.001)

* 48 patients received Osimertinib on cross-over in SOC arm
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Sequencing of TKI
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: Phase Ill EGFR TKI trials
3 of patients receive a second therapy after progression

IPASS IFUM NEJ002 W;I(%G EURTAC OPTIMAL ENSURE NP]L%)NG?\IQ_O]_]'% LL3 LL6 LL7
n=132 N=106 N=114 N=86 N=86 N=82 N=110 B B N=230 N=242 N=160 N=159
TKI Gefitinib Gefitinib Gefitinib Gefitinib Erlotinib Erlotinib Erlotinib Gefitinib Erlotinib Afatinib Afatinib Afatinib Gefitinib

OS, months  21.6 19.2 27.7 34.8 19.3 22.8 26.3 20.1 22.9 28.2 23.1 27.9 245

Post-TKI

. 76% 49% 72% 88% 68% 63% 66% 55% 51% 71% 57% 73% 7%
treatment
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Real-world scenario

[ Mon-squamous, age <73y ]

(n=2,466)
Any 1% line
{n=2,025; 82.1%)
| 1
— ) N (F— )
1%line platinum chemo h 1™ line non-platinum chema 1% line TKI
(n=1,20%; 59.7%) {n=252; 12.4%) (n=564; 27.9%)

CBOCA=PEMEBEV (n=520; 43.0%) DTX (n=73; 25.0%) Geftinib{n=270; 47.9%)

CBOCA+PTX+BEV (n=285; 23.6%) PEM (n=56; 74.2%) Erlotinib{ n=150; 26.6%)

CDDP+PEMBEV (n=274; 22.7%) y, \ BEV combination {33; 13.1%) . 'L_ ﬂﬁﬁnibin-lﬁiz 14.5%) Y

- - - - . -
Any 2™ line Any 2 ™ fina Any 7™ line
(n=B40; 69_5%) ) (n=169; 67.1%) ) (n=297; 52.7%)
| | | | | |

. Mon- . Mon- : MNon-
Platinum | o Flatinum | o Platinum " on
chema platinum TEI chemo plaonum TKI chema platinum TKI
(n=314; chema (n=193; (n=28; chemo (n=46; (n=130; chemao (n=133;
37.4%) (n=333; 23.0%)° 16.6%)° (n=93: 27 2% e (n=34; 44 8%)"

: 39.6%) o 56.2%)" ) 11.4%)

Wang F, Mishina S, Takai S, Le TK, Ochi K, Funato K, et al. Systemic Treatment Patterns With Advanced or Recurrent Non—small Cell Lung Cancer in Japan: A Retrospective Hospital
Administrative Database Study. Clinical Therapeutics [Internet]. 2017 Jun 1;39(6):1146—-60. Available from: http://www.sciencedirect.com/science/article/pii/S014929181730245X
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Osimertinib upfront
or reserve it for later line?

% patients in each treatment category

Osimertnib Osimertinib 1L — Chemo., ALL patients
first 18.9 months etc.

~1/3 patients T790M+

> Osimertinib 2L — >> Chemo.,>

10.1 months? etc.
SoC EGFR SoC EGFR Tlfl ~1/3 patients Iﬁﬁﬂ'(\)"wr’,z
TKI .I:”.St 10.2 months etc.
No 2L ~1/3 patients No 2L th?“?‘pys
e.g. death / palliative care
5 10 15 20 25
Months PFS i
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Sit-at-home Messages!

Proven benefit of all generation of EGFR TKIs vs Chemotherapy
No OS benefit seen with 15t or 2" gen TKI till date, OS benefit with osimertinib
= Safety concerns arises from first to second generation TKls

= 3rd Generations TKIs (Osimertinib) have shown significant improvement in PFS over SoC

= Consistent benefit in patients with and without CNS metastases at study entry
® Interim OS results showed promising survival favoring Osimertinib vs SoC
= Significant fraction of patients do not receive 2L treatment after progressing on 1L TKI.

= Should consider this while deciding for 1L treatment for EGFRm metastatic NSCLC
patient

= Cost of Rx remains major factor in decision making
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Thank Youl!Y

Stay Positive, Stay Alert & Stay Safe!!



