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The key challenges in EGFR+ NSCLC

Which is the optimal treatment
sequencing strategy?

Should | keep the agent
that is effective against
resistance mutations in
reserve for later-line
treatment?

Should | use a more
potent new
generation TKI
upfront?

What are the key endpoints?
OS/PFS

OS, overall survival; PFS, progression-free survival.
Girard N. Future Oncol 2018;14(21):1117-32.



FLAURA Study Design

Patients with locally advanced or Osimertinib
metastatic NSCLC

RECIST 1.1 assessment every
6 weeks' until objective PD

(80 mg p.o. qd)

Key inclusion criteria (n=279)
* >18 years*
* WHC Serurmance status /1
» Exon 19 deletion / L858R No prior
SYSteiic anti-cancar /
cGFR-TKI therapy EGFR-TKI SoC# CROSSOVER was allowed
c e - otiants with confirmed BT
- Q d 1 twe. s V)"
table CNS metastases allowe Gle_zzflltl?_l b t()251CE)3 (r)ng p.o. qd)dor R(SE\(IZVIEZ'II('S%.ulna:;s(e;zs_;nci?\fee\égy BICR on SoC, and T790M+, may
Stratification Factors HoHN (_ Mg p.0. 4d) ! begin post-progression open-label
(n=277) osimertinib

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

Primary endpoint Secondary endpoints
* PFS based on investigator assessment according to s IcClivegesponsaiTale * Overall survival
* Duration of response + Patient reported outcomes
RECIST 1.1 - Disease control rate . Safety

(90% powered to detect a hazard ratio of 0.71 at a two-sided alpha-level of 5%) Depth of response

Image used for academic purpose only. AstraZeneca is not responsible for data and copyrights

1. Soria et al. N Engl J Med 2018;378:113-25
*By investigator assessment if disease progression occurred after the primary analysis data cut-of
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Osimertinib demonstrated a significant improvement in PFS
(primary endpoint)

T * PFSis a direct measure of
Median PFS: 18.9 vs. 10.2 months :
HR 0.46 (95% CI 0.37, 0.57) the drugs beneit
o p<0.0001
T *  FLAURA was powered for
: PFS
“qz) 0.6
“g 0.4 —
g
£
0.2 —
— Osimertinib
— Comparator EGFR-TKI
0.0 T T T T T T T T |
0 3 6 9 12 15 18 21 24 27
No. at risk Time from randomisation (months)
Osimertinib 279 262 233 210 178 139 71 26 4 0
Comparator EGFR-TKI 277 239 197 152 107 78 37 10 2 0 Data cut-off: 12 June 2017

Image used for academic purpose only. AstraZeneca is not responsible for data and copyrights

1. Soria et al. N Engl J Med 2018;378:113-25
ctDNA, circulating tumour DNA; NC, not calculable; PH, proportional-hazards



FLAURA: overall survival (final analysis)

1.0 —t= Median OS, months
(95% Cl)
89%
0.9 1 ; _ Osimertinib 38.6 (34.5, 41.8)
0.8 - , ' — Comparator 31.8 (26.6, 36.0)
- 83% "~ 74% EGFR-TKI
> ! T
S 0.7 - | | HR (95.05% Cl) 0.799 (0.641, 0.997);
> | | p=0.0462
— 0.6 l ]
T | 590 54% 321 deaths in 556 patients at DCO: 58% maturity
o I | i
> 0.5 i i i
© _ | i 44%] .
> ; ; ; .+ Median OS >3 years
g 87 | | |
S | ; | . : - .
g 024 i | | OS|mert|n|b_pat|ents
01 - | | | were more likely to be
i i i alive at 2 and 3 year
0.0 T — i i
4

| ' | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 landmarks
Time from randomisation (months)
No. at risk

Osimertinib 279 276 270 254 245 236 217 204 193 180 166 153 138 123 8 50 17 2 0 * First time an EGFR-TKI
EGER-TKI comparator 277 263 252 239 219 205 182 165 148 138 131 121 110 101 72 40 17 2 0
P has translated PFS to a

Image used for academic purpose only. AstraZeneca is not responsible for data and copyrights S|g niﬁcan‘[ OS beneﬁt

FLAURA data cut-off: 25 June 2019
For statistical significance, a p-value of less than 0.0495, determined by O’Brien-Fleming approach, was required
Ramalingam_FLAURA OS_ESMO 2019



ARCHER 1050 vs FLAURA

Study Design — Overview

ARCHER 10350

The ARCHER 1050 trial (NCT01774721) is a Phase 3, randomized,
open-label study evaluating the efficacy and safety of dacomitinib
versus gefitinib as first-line therapy in patients with sensitizing EGFR
mutation—positive, advanced or metastatic NSCLC.?

Primary endpoint
PFS based on masked
IRC review and
RECIST 11

Dacomitinib™ (n=227)

= 45 mg orally once daily

Patients
(N=452) Secondary endpoints
PFS (investigator
assessed)
ORR (investigator
assessed and IRC)
DoR (investigator
assessed and IRC)
0Ss
Safety
Patient-reported
outcomes

*Treaiment continued until disease progression, initiation of new anticancer therapy, unacceptable adverse effects,
noncompliance, withdrawal of consent, or death.

ARCHER 1050 study design and endpoints.?

1:1 randomization, stratified by EGFR
mutation status (exon 19 deletion or
L858R) and race (Japanese vs Chinese
vs other East Asians vs non-Asian)

* Stages |lIB

orlV,
or recurrent
NSCLC

Gefitinib® (n=223)

= 250 mg orally once daily

Ramalingam SS et al N Engl J Med 2019
Mok TS et al. J Clin Oncol. 2018; 36(22):2244-2250.

FLAURA

The FLAURA trial (NCT02296125) is a randomized, multicenter,
double-blind, active-controlled study evaluating the efficacy and safety
of osimertinib versus an EGFR TKI comparator—gefitinib or erlotinib—
in patients with EGFR exon 19 deletion or exon 21 L858R mutation-
positive, metastatic NSCLC, who had not received previous systemic
treatment for metastatic disease .2

Osimertinib™ (n=279)

= 80 mg orally once daily

1:1 randomization, stratified by EGFR Major efficacy outcome

mutation status (exon 19 deletion or measure
exon 21 L858R) and ethnicity (Asian or » PFS as assessed by
non-Asian) investigator

Patients
(N=556)

* Locally
advanced or
metastatic
NSCLC

Additional efficacy
outcome measures
0s

ORR

EGFR TKI comparator™ (n=277)
= Gefrtimb:

— 250 mg orally once daily
= Erotinib:
— 150 mg orally once daily

*Treaiment continued until disease progression or unacceptable toxicity.
FLAURA study design and endpoints.2

This is Cross-Trial comparison without head-to-head comparative studies




Efficacy — PFS by IRC or BICR Efficacy — PFS by Investigator Assessment
ARCHER 1050 FLAURA

Data cutoff:1 Data cutoff:*

July 29, 2016 June 12, 2017 _
Immediate

6 months separation
100 - e -
Median PFS (95% Cl), months G - Median PFS (95% CI), months
80 - Dacomitinib 14.7 (11.1-16.6) M_‘\‘_\ Osimertinib 18.9 (15.2-21.4)
Gefitinib 9.2 (9.1-11.0) o 087 _ EQFR TKI comparator 10.2 (9.6-11.1)
< 60- HR=0.59 (95% CI: 0.47-0.74) = 0.6 - L\qk HR=0.46 (95% CI: 0.37-0.57)
& <0 0001 5 B P<0.0001
[} z -
o 40 £ 04~
Es]
2
. o i .
S Dacomitinib 0.2 4 — Osimertinib
— Gefitinib —— . — EGFR TKI eomparator
0 T ; T : : - | 0.0 T T T T T T T T 1
0 8 12 18 24 30 8 42 0 3 E. 9 12 .15. 18 21 24 27
. L Time from randomization (months)
. Time from randomization (months) Number at risk
Number at risk Osimertinib 279 262 233 210 178 139 71 26 4 0
Dacomitinib 227 154 106 73 20 6 0 0 EGFR TKI comparator 277 239 197 152 107 78 37 10 2 0
Gefitnb 225 155 69 34 7 1 0 0
IRC-reviewed PFS in the intention-to-treat population of the ARCHER 1050 trial.! Investigator-assessed PFS in the full analysis set of the FLAURA trial.?
Ramalingam SS et al N Engl J Med 2019 Direct comparisons between trials cannot be made due to potential differences in design and / or population

Mok TS et al. J Clin Oncol. 2018; 36(22):2244-2250.



ARCHER 1050: OS not statistically significant, FLAURA: First time an EGFR-TKI has
since the formal comparison of ORR was not translated PFS to a significant OS benefit
statistically significant based on the study’s

hierarchical testing rules

" 1.0 -
Overall Survival (May 13, 2019)
Dacomitinit Geftinib 0.9 1
o= 2270 [ o= 235 _
Ewvents, Mo. 133 152 s 0.8 1 , 74%
lledian 05 [58% Ci) 341 4110 S : ;
. — (285 39 8) (244, 31.6) = 0.7 - i !
7 HR [95% CI} 0.748" [0.5591_0.947) n | i
50 B = [ EE (3 iebed — _ ! |
90 o — C_E 0.6 |
80 mOS =34.1 vs 26.8 mts ) ; 0 ,
0 T HIERET Gy s 8 0'5 7 i i i
5 60 O 04+ ; 44%
. S Cansored > | ! !
o) 50 < el R T = 0 3 — | | i
= . o] . 1 1 1
¥ a0 e © ! i |
& o ! I i
30 o o 0.2 : i i
o | | |
4 itficult to i 0.1 - = : :
- Difficult to interpret end of curve - ! | |
) because of low patient numbers 0.0 — 77—
5 .
. - .'J_, . L L 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54
Crvarall Surdival (monts) N ) Time from randomisation (months)
Ho at nskc o.atris
e Osimertinib 279 276 270 254 245 236 217 204 193 180 166 153 138 123 86 50 17 2 0
- o - n ' ' ' - ) ' EGFR}ITKI comparator 277 263 252 239 219 205 182 165 148 138 131 121 110 101 72 40 17 2 O
g Ramalingam SS etal N Engl J Med 2019 Direct comparisons between trials cannot be made due to potential differences in design and / or population

Mok TS et al. J Clin Oncol. 2018; 36(22):2244-2250.



FLAURA: OS with Osimertinib in patients with L858R

OS in patients with L858R in the FLAURA trial'-3

Total population

EGFR-TKI
control group

Osime
rtinib

Median OS, months

21 L858R subgroup in total population

Diff. -
1.0 —
HR 1.00
09 —| (95.05%Cl) (0.71-1.40)
g 08— oy Mortality Risk 0%
. ()
3 e
°
3 06 - N
s .
£ 05 — -
K]
g 04 |
03 i
02 —
— Osimertinib
0.1 —{ — Comparator EGFR-TKI
Ot—rT—T— T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 29 24 27 30 33 36 139 42 45 48 51
No. at risk Time from randomization (months)
Osimertinib 104 102 99 90 84 80 73 69 64 60 52 46 41 35 28 17 4 0
Comparator EGFR-TKI 103 95 91 85 77 72 62 58 53 47 45 4 41 37 29 1N 5 0

The g
SUbgroyps ;- 21 Lg
C . Ps in 5 R
totar =2 COhor g1
0 alpopulat Wnd the
val,-’da anSt th sa nf’e aboy;
pOpu that ’
from, (211ON did o 21 L858
Simery; b;"Eﬁt
Ment,

21 L858R subgroup

Hazard Ratio {95% Cl)

0.79 (0.63-0.98)

0.79 (0.55-1.14)
0.79 (0.60-1.04)

0.72 (0.54-0.97)
0.87 (0.63-1.22)

1.00 (0.75-1.32)
0.54 (0.38-0.77)

0.70 (0.49—1.00)
0.85 (0.64—1.12)

0.83 (0.53-1.30)
0.79 (0.61-1.01)

0.93 (0.63-1.37)
070 (054_091)

0.68 (0.51-0.90)
1.00 (0.71-1.40)

Subgroup No. of Patients
Owverall 556
Sex

Male 206

Female 350
Age

<63 yr 298

=65 yr 258
Race

Asian 347

Non-Asian 209
Smoking history

Yes 199

No 357
CNS metastases at trial entry

Yes 116

No 440
WHO performance status

0 228

1 327
EGFR mutation at randomization

Exon 19 deletion 349

L858R 207
COPRTNUETION detecicd Dy UINATT DIood

Positive 359

Negative 124
Centrally confirmed EGFR mutation

Positive 500

Negative 6

ﬂi it UUHHHU

0.77 (0.60—0.99)
0.72 (0.37-1.36)

0.75 (0.60-0.95)
NC (NC-NC)

T T T
0.10 0.2 0304 06

1.0

2.0

10.0

Osimertinib Better

Comparator EGFR-TKI
Better

1. Ramalingam SS, et al. N Engl J Med. 2020;382(1):41-50. 2. Supplement to: Ramalingam SS, et al. N Engl J Med. 2020;382(1):41-50. 3. Cheng Y, et al. Presented at ESMO 2020. Poster No. 1295P



ARCHER 1050: OS with Dacomitinib vs Gefitinib in the

1 D
L858R population D25t
esa
Suryj Mme
Viva| benefi in
bo e L8sgp
Total population Dacomitinib Gefitinib OS in 21 L858R mutant population . pUIatiOn and g,
Ota/ e
Median OS, months 34.1 27.0 pOPUlatiOn
OS in overall population Diff. 7.1 months Dacomitinib Gefitinib
HR(95.05%Cl) 0.748 (0.591-0.947); (n=93) (n=92)
100 - =
P p=0.0155 Number of Events 60 70
90 Mortality Risk
. 25.2% 23.2
%0 | Reduction 0S (95% Cl), months 325
100 — (25.5, 39.5) (19.6, 28.9)
70 + * .
2_%\ 4+ Censor.e‘.j ' 90 - HR (95% Cl) 0.665 (0.470, 0.941),
g 60 - Dacomitnib 80 | p* = 0.0203 (both sides)
3 50 _| Gefitinib * Unstratified analysis.
= 70 .
w0 <
© \—gj 60 - ++++ Censored
30 4 E 50 Dacomitinib
. . . g 4
20 Patients continue to derive long- a o
7 term benefit from dacomitinib T 40 Gefitinlo
10 3
30
0 T T T T T T T T T T T 20
0 6 12 18 24 30 36 42 48 54 60 66 T
Overall Survival (months) 10 4
No. at risk:
Dacomitinib 227 208 190 169 144 119 95 80 39 15 2 0 : : : : : : : : : :
Gefitinib 225 216 189 147 122 95 76 65 29 4 0 0 6 1 18 2 30 36 18 5 60 66
Number of patients at risk Overall Survival (months)
Dacomitinib 93 86 78 64 57 45 36 14 6 1 0
Gefitinib 92 88 72 54 43 30 22 8 0 0

Tony S. Mok, et al. 2019 ESMO Asia LBA 19



EGFR TKI + VEGF inhibitor




Prolonged PFS with addition of antibodies targeting the VEGF/
VEGFR axis

NEJ02613 RELAY®4> -

Events
100 Tl — Erlotinib plus bevacizumab 1.0 =k, '
(median 16-9 months [95% Cl 14-2-21-0]) o] Median, 19.4 124
g 80 - —— Erlotinib alone 084 S
S yreclaniias months (S5 L4530 N 07— (95% Cl) (15.4-21.6) = (11.0-13.5)
c = 1 yr PFS rates: “—,
2 60+ 2 064 710%vs507% HR (95% 0.591 (0.461, 0.760)
§ A G e e S “’:-\ﬁ cl)
- 5_ 04 | gﬁ'\»‘;\ <
- -l | —
g = w S ‘ “us | P-value <0.0001
2 a 0.3 ! LE
od H-H—ih | =
?2'0 20 +——t 0.2+ I ‘”-‘=u,._nl
a 0.1 l ="
HR 0-605 (95% Cl 0-417-0-877); p=0-016 w
o T T I T T T T T T T T T T 1 OO : l I : I I I , : : I
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 ¢ 2 5 2 B B B8 & % B 80 8 98

Time (months) Time from randomization (months)

Number at risk
(number censored)

Erlotinib plus bevacizumab 112 (0) 100 (6) 83 (7) 64 (17) 34 (35) 10(52) 1(59) 0 (60)
Erlotinib alone 112(0)  94(4)  73(12) 51(15) 18(34) 5(43)  0(47) 0 (47)

Number at risk

— RAM+ERL 224 196 170 154 133 103 69 49 32 20 10 il 0
PBO+ERL 225 196 167 136 99 72 52 37 27 15 4 4 0

Consistent PFS benefit by independent, blinded central review (HR 0.671, 95% CI 0.518-0.869; p=0.0022)

Cl, confidence interval; HR, hazard ratio; m, months.
1. Saito H, et al. Lancet Oncol 2019;20:625-35; 2.Tarceva (erlotinib) Summary of Product Characteristics. Last updated April 2019. Available at: https://www.ema.europa.eu/en/documents/product-information/tarceva-
epar-product-information_en.pdf; 3. Avastin (bevacizumab) Summary of Product Characteristics. Last updated August 2018. Available at: https://www.ema.europa.eu/en/documents/product-information/avastin-epar-
product-information_en.pdf. (All SmPCs accessed August 2019). 4. Nakagawa K, et al. Presented at ASCO 2019, Chicago, USA, 31 May-4 June; 5. Cyramza (ramucirumab) Summary of Product Characteristics. Last _
updated March 2016. Available at: https://www.ema.europa.eu/en/documents/overview/cyramza-epar-summary-public_en.pdf. (All SmPCs accessed August 2019).



https://www.ema.europa.eu/en/documents/product-information/tarceva-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/avastin-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/tarceva-epar-product-information_en.pdf

Final Overall Survival

100%

—  BE n=112
—_— B n=112

80%
60%
40%
20%

0%
24 36
Time (months)

mesenreo . 2020ASCO
ANNUAL MEETING

Median OS (months) 50.7 46.2

= 1.007
(95% CI: 0.681-1.490)

Pvalue* 0.973

"log-rank test

Median follow up : 39.2 months

60




EGFR TKI + Chemotherapy




Progression-free survival (%)

Prolonged PFS with addition of pemetrexed based

chemotherapy

Chemo + gefitinib vs gefitnib!,2

Number of Number of Median PFS
patients events (95% CI)
Arm
8 months
Gefitinib 176 138
— Gefitinib S (7.0t0 9.0)
— Gefitinib + pemetrexed/carboplatin  Gefitinib + . .
pemetrexed/ 174 99 (13 SrT;znltsslS)
1.00 carboplatin ’ ’
1] Hazard ratio for disease progression or death, 0.51; 95% Cl, 0.39 to 0.66
0.75
0.50 :
: |
‘ |
1 |
0.25 : |
‘ -
| |
p<0.0001 : !
0.00 T T T T T ’ T
0 4 6 9 12 15 18

HR, hazard ratio; mo, months; PFSY5184ies&ibire8 Satmannt

1. Noronha V, et al. Presented at ASCO 2019, Chicago, USA, 31 May—4 June; 2. Iressa (gefitinib) Summary of Pro@ﬁﬁ@ﬁﬁ?ﬁ&@%&%@’l‘ upﬁg%d May 2019. Avdllable at: https: /Rfw.ema. europa%&/en/documents/ﬁ%duct informatiof/iressa-
epar-product-information_en.pdf; 1. Nakamura A, et al. Presented at ASCO 2018, Chicago, USA, 1-5 June; 2. Iressa (gefitinib) Summary of Product Characteristics. Last updated May 2019. Available at:

Progression-free survival (%)

100% —

NEJ0Q934

Number at risk

sefitinib Gefitinib+CBDCA+PEM
Median 11.2m 209 m
80% (95%CI) 9.0-13.4 18.0-24.0
HR 0.494
(95%Cl) 0.391-0.625
60% '“uh\ p<0.001
‘L'i “
%
40% .
B
20% —
o, yh;’}'ﬁuwﬁ. :
0% T T T T - T
0 12 24 36 48 60
Months
78 29 11 2 0

Gefitinib 172

https://www.ema.europa.eu/en/documents/product-information/iressa-epar-product-information_en.pdf; 3. Saito H, et al. Lancet Oncol 2019;20:625-35; 4. Tarceva (erlotinib) Summary of Product Characteristics. Last updated April 2019. Avallable

at: https://www.ema.europa.eu/en/documents/product-information/tarceva-epar-product-information_en.pdf; 5. Avastin (bevacizumab) Summary of Product Characteristics. Last updated August 2018. Available at:

https://www.ema.europa.eu/en/documents/product-information/avastin-epar-product-information_en.pdf. (All SmPCs accessed August 2019).
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https://www.ema.europa.eu/en/documents/product-information/iressa-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/iressa-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/tarceva-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/avastin-epar-product-information_en.pdf

A + T prolonged PFS significantly compared with TKI monotherapy in
patients with L858R mutations, but which did not translate into OS benefit

194

11.2

RELAY*5

HR=0.618
(95% Cl 0.437-0.874)

E EGFR TKIs + anti-angiogenic agents EGFR TKI
25
19.5
20
17.4
m
=
S 15 13.7 13.9
£
i 9.7
a- 10
s 7.1
=
(7]
= s
0
NEJO26? 10255673 CTONG 1509
HR 0-67
HR=0.57 [95% C1 0.38-1.18]; HR=0.51
(95% Cl 0.33-0-97) p=0.1653 (95%Cl: 0.33,0.79)

* 21 L858R Mutation subgroup is pre-defined in RELAY trial

Final Overall Survival

Survival

10 — e [T

— E ¥R g0t 507 462

&% w0
(95% C1: 0.681-1.4%0)

0973

Median folow up : 39.2 months

% % 60
Time (months)

Exon21 L858R
Median OS (months) 50.7 38.18

0.79

R
o (95% CI : 0.46-1.36)

— BE n=56
—E n=57

12 24 36 48 60
Time (months)

The above research data is from various studies and should be interpreted with caution.

OS in 21 L858R patients

Survival Probability

Number at risk

2]

NEJO2612 JO0255673 = i

Final Overall survival

Median (months)  47.0 414
HR 0.81 (95% C1: 0.53-1.23)
Pvalue* 0.3267

ogrank e twosided

18 24 30 36 42 48 54 60 66 72 78 84
Survival Time (months)

AT 63 65 4 B B B B AU B Y
6 7 69 67 60 B M B 2B 20 18 1

Exon 21 L858R

Median (months) 43.6 2.1
_HR 0.83 (95% Cl: 0.46-1.49)
1.0
08

08

0 6 12182430 384248540068 7278 84
Survival Time (months)

181514121110 9
2418151210 8 7

]
7]

n 21 L858R patients

A +T: EGFR TKls + anti-angiogenic agents

Saito H, et al. Lancet Oncol. 2019;20(5):625-635. 2. Noboru Yamamoto, et al. ASCO 2018 Slides. Presented on Monday, June 4, 2018. 3. Seto T, et al. Lancet Oncol. 2014;15(11):1236-1244. 4. Zhou Q, et al, 2019ESMO 14800 5. Kazuhiko Nakagawa, et al. ASCO 2019. Abstract
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FLAURA: Osimertinib demonstrated a superior systemic PFS2 benefit

regardless of CNS disease status at study entry vs EGFR-TKI comparator?!~

1.0
s
c
-+ 0.8
@
&
5 06
w
o
>
£ 04
k=l
£
= 0.2
3
e
“ o0
No. at risk
Osimertinib
S0C

With known/treated CNS metastases (n=116)

Median PFS, months (95% CI)

e Osimertinib 150.2(12.1, 24 4)
— SoC 96(7.0,124)

HR 0.47
(95% C10.30, 0.74)
p=0.0009

53
63

51
57

40
40

15 18 21 24

Time from randomisation (months)

9 12
37 32
33 24

22 9 4 1
13 6 2 1

1.0

0.8

0.6

04

0.2

0.0

Without known/treated CNS metastases (n=440)

Median PFS, months (95% CI)
e Osimertinib 19.1(15.2, 23.9)
- S0C 109(96,12.3)

HR 0.46
(95% CI10.36, 0.59)
p<0.0001

| = Osimertinib

— S0C
I | I | I I | I |
0 3 6 9 12 15 18 21 24 27
Time from randomisation (months)
226 211 193 173 146 117 62 22 3 0
214 182 157 119 83 65 31 8 1 0

» CNS progression events occurred in 17 (6%) vs 42 (15%0) patients receiving osimertinib vs SoC (all patients)

Soria J-C, Ohe Y, Vansteenkiste J, et al. N Engl J Med. 2018 Jan 11;378(2):113-25.

Image used for academic purpose only. AstraZeneca is not responsible for data and copyrights
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Intracranial (CNS) PES: CNS Full Analysis Set

1.0

=

2

>

S 08

(7]

Q

g

%

& 06

2

o

(oT+]

o

2 o4

(=]

Z

E

‘0.2

2

a.
0.0

No. at risk
Osimertinib
SoC

— Osimertinib (n=61)

Osimertinib
(n=61)
Median CNS
PFS, months NR (16.5, NC) 13.9 (8.3, NC)
(95% Cl)
HR*
0.48

o, o0 e
(95% C1); p (0.26, 0.86); p=0.014
value

Median follow

up, months 12.4 7.0

+ CNS PFS was statistically significant
with Osimertinib vs comparator

— So0C (n=67)
I I I I I I I I
0 3 6 9 12 15 18 21 27
Time from randomisation (months)
61 54 44 40 34 21 8 4 0
67 50 37 31 21 13 4 1 0

FLAURA data cut-off: 12 June 2017

*HR was calculated from a Cox proportional hazards model with a factor for treatment; Cl was calculated using profile likelihood. HR <1 favours osimertinib.

Cl, confidence interval; CNS, central nervous system; HR, hazard ratio; NC, not calculable; NR, not reached; NS, not significant; OS, overall survival; PFS, progression-free survival; SoC, standard-of-care
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