[ Introduction

7-23% of EGFR ions are (not Del19 or L858R)*
Around a quarter to a third of EGFRm+ tumours harbour compound mutations!

Increased use of sensitive sequencing-based detection methods and liquid biopsy will increase the frequency of
uncommon mutations detected in real-world clinical practice?

Categories of uncommon EGFR mutations in lung cancer, with illustrative examples
0 Common (sensitive to all TKIs; afatinib approved in this setting)

) Major uncommon (sensitive to TKIs: afatinib approved in
this setting)

@ =x20ins (considered resistant to TKIs but highly heterogeneous)
@B others (ittle data on TKI sensitivity; highly heterogeneous)

@ T790M (resistant to 15- and 2%-gen TKIs)

EGFRm*, receptor 20

ﬁ Methods

UpSwinG: Real-world, non-interventional, global study of consecutive EGFR TKI-naive patients with NSCLC

Patients were categorised
hierarchically according to
tumour mutation

, generation; TKI,

Aims (uncommon mutations cohort) Patients (N=246)

1) Investigate real-world treatmentpattemsin  + All had at least one uncommon mutation
patients with uncommon EGFR mutations All received an EGFR TKI (afatinib, gefitinib,
erlotinib or osimertinib) in 1 or 21¢-line

2) Assess the efficacy of EGFR TKIs in each
uncommon mutation category SREyeAEIS
Treated in a clinical trial

Active brain metastases
Patients with acquired T790M only and
treated with osimertinib

3) Assess how EGFR mutations are detected
in real-world practice

Major uncommon

Primary objective TIF

DoR, duration of response; ORR, overall response rate; OS, overall sunvival; TTF, time-to-reatment failure:

[th, Results

Other

Patients were
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bl Results (cont’d)

Patient characteristics were similar regardless of EGFR TKI received as index therapy

in 36 sites across
nine countries

Afatinib

(

Median age, years (range) 695 (270-930) 705 (420-910) 685 (27.0-930) 710 (56.0-85.0) — Austia n=6
Female, n (%) 138 (56.1) 66 (623) 67 (50.8) 5 (71.4) B} France n=12
Asian, n (%) 206 (83.7) 87 (82.1) 114 (86.4) 5 (71.4) B ey o
Brain metastases, n (%) 17 (6.9) 5 (4.7) 12 (9.1) 0

ECOG PS 22, n (%) 31 (12.6) 14 (13.2) 17 (12.9) 0 “ Italy n=8
Mutation status, n (%) E Japan n=45
" Major uncommon 179 (72.8) 80 (75.5) 94 (71.2) 4(57.1)

8 Es0n 20 insertion 29 (11.8) 10 (9.4) 18 (13.6) 143 South Korea =95
B 1790m 17 (6.9) 438) 11 8.3) 2 (286) 2 spain n=s
@ otner 21 (85) 12 (11.3) 9 (6.8) [ Bl aiwen n=67
8 compound 82 (33.3) 32 (30.2) 46 (34.8) 4 (57.1)

s
S£2 United Kingdom n=6

ECOG PS, Eastern Cooperative Oncology Group performance status

EGFR TKIs were generally the first-line treatment of choice for uncommon mutations

1stline treatment’ 2"d-Jine treatment’ 2nd-line EGFR TKI treatment"
EGFRTKI O ecrra @ Avtinio

@ chemotherapy @ chemotherapy 1.gen EGFR TKI

Other ‘Osimertinib.

2o Index therapy*® Subsequent therapy

- Of patients ECOG PS at start of 15-line (N=246)

received and 2"-line (n=140) treatment

° >1 line of @ ®: ®:2 B uicon
287 Osimertinib therapy

"
“Includes one patient treated with afatiniblgefitinis

Data were originally presented at WCLC 2021. *Corresponding author email address: miusat1118@niigata-cc.jp

b Results (cont’d)

In patients with uncommon EGFR mutations, EGFR TKIs conferred encouraging TTF, OS and ORR

Response to index
EGFR TKI therapy
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Time to index wreatment faure (mos) Time to death (mos)
c, R, months; PR, partial response; PD,
Clinical outcomes varied according to mutation category**
TTF, DoR?, 0s, TTF, DoRY,
mos mos  mos  mos mos mos
Al patients 9.9 10.0 8.8 24.2 44.1 6.0 113 12.0
(| Majoruncommon 113 10.0 98 285 47.3 6.5 14.3 12.0
@ Exon 20insertion 55 193 52 210 167 330 83 55
® T790m 28 60 21 142 0 B 57 6.0
@ other 74 75 73 128 556 45 108 202 286 105
@ compound 123 100 124 313 483 60 126 234 525 100
its from sample size
Activity was also observed in patients with poor risk factors
®os Brain metastases (mos) ECOG PS (mos)
O 257 14.3
Absent 22
107 8.6
339 285
Present <2
17.3 115
Pathology reports on EGFR i are sub-optimal in real-world practice

Mutation testing methodology
(2:-line; N=246)

Mutations were mainly detected from tissue biopsy (86%); liquid biopsies were

1.5% © pcrbased  uncommon (1%)
« Pathology reports varied in quality with many mutations undefined
— Only 28% of ex20ins and 79% of exon 18 mutations were precisely defined
RM: R
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