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EGFR mutation positive rate

10.0%
0.
6.

0.0%
m< -8 -Bam<-6 -6Eam<-4 -4Em<-2 -2 5 m <0
(n=15) [n=17) (n=23) {n=31) (n=33)

O=m= 2 2=m=4 m =4 (n=56G)
(n=78) (n=48)

Time against 1** TKI-PD (mobnth)

EMBNEAT7I0MBYBEF, £45.7%(16/35) Al ERARPDEIEZ CtDNAK I T790M .
NFXEEREMN=16), REEHT790MaIP AR EIHPDEI2.21N A (GEEl: 0.8~6.818),
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CtDNAK N B ER BRI E

ctDNAKN /3% F=ZPCRENGSEER S HRE

Method Approach Mechanism Sensitivity
qPCR Candidate Gene Specific TagMan probes 10%
Scorpion ARMS Candidate Gene Specific Scorpion primer-probe complex 1%

dPCR Candidate Gene Specific TagMan probes; compartmentalization in droplets/wells 0.01%
BEAMing Candidate Gene Magnetic beads—partitioning in water-in-oil emulsion 0.01%

NGS Screening of the genome Parallel sequencing of millions of DNA templates <(.04%

Results : CtDNARRITSZE 3N FESZEB R
Table summarises concordance data.Table:
1331P Sensitivity and specificity of plasma tests using cobas tissue test as the reference

% (95% CI) cobas plasma (n = 240) SuperARMS (n =249) ddPCR (n = 249)
T790M F’F’AI42 (34, 50) 49 (41, 57) 56 (48, 64) I

NPA 83 (72, 91) 78 (67, 86) 73 (62, 83)
L858R PPA 65 (54, 75) NA* 62 (51, 72)

NPA 100 (98, 100) NA* 99 (96, 100)
Exon 19 deletions PPA 86 (80, 92) NA* 66 (58, 74)

NPA 97 (91, 99) NA* 98 (93, 100)

NPA, negative percent agreement (specificity); PPA, positive percent agreement
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T790M blood testing methodology by ARMS, Cobas, Digital PCR & NGS

f
*Advanced
MetastatIC/EGFR Cobas/ARMS/ Dlglta|
Mutation-Positive GtDNA PCR/NGS any one
NSCLC T790M T790M + ___________
testing
- Progressionon (i " A S »ﬂ
Previous EGFR- b|°|?d - I Oral
TKI collect Dlgltal
Collect PCR Nth b||?0d
o
* N=250 tissue collect
Site=6 Collect

Primary objectives:

4 blood tests of T790M concordance Explora’:grg objdegtlv:(asI SeR 4 )

Eff f AZD9291 h and digita ynamic monitoring

asézas(s:?lnc:ent of PFS TECTISIETE 217 T790M and C797S in blood
Secondary objective: y NGS test tissue after PD to explore

e S e . resistant MOA
E?PS'“V'W%Spngﬁzc'ty based f?n CObSS test . To describe the genomic profile of long-
icacy of AZD9291 monotherapy by e SRS

assessment of OS

I 2—% 285
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EGFREETEINSCLCIN SR fh
= 5 E M EGFR-TKIsBY I BRET L

gg@;ﬁé}%}%éﬁ% [""Closimertinib [{'C]AZS104 [''Clrociletinib ['C]gefitinib Ed?;;?-.‘];:h
OISR EESBINRNA T - _
( Osimertinib ) Gefitinib  Rociletinib  Afatinib
Dose (mga/kg) 75 6.25 100 7.5
Plasma Cp,. 0.82 0.82 3.32 0.14

Fain Cmax (umol/L) 2.78" 0.7 BLQ BLQ
Brain/plasma C,,.« ratio 3.441‘> 0.21 =0.08 =0.36

*: FIEEATERERENIGKRTIE
BLQ{EFEEMEE ; Cmax, R AIMIZRE

Ballard P, et al. Clin Cancer Res. 2016 Oct 15;22(20):
5130-5140.



AURA3 53 H o

CNS24178E CNSHI e
(cFAS) (cEFR)
R CNSTI =kt B 21 NI UERCNSHEE
m/ﬁxﬂggzvgﬂscmﬁ AICNSEBEBET

9&%7\2&17)& CNS #EBE >1 AR
RSB ENS CLC a =75 (27%) e (1)
« —4REGFR-TKIAYHES
© HiERMEGFREURSIH
VS A LRRATEIA
T790M+
| ZEESUREI AT e ONS SRS Aol
© BRI EHICNSREEE n=140 n=41 (29%) n=16 (11%)
N = 419 n=116 (28%)
. HRLR: WA :
CNS HRIRERBICRIFME CNS ORR EBICRIT{E R L
CNS DoR CNSHBHBE
BURBILRE: 2016648150 ; *EXNEEAGNAERBEXEBIRIONST; BICRESINETA. CNS PFS cFAS #l cEFR

CFAS: full analysis set ; cEFR :evaluable for response set; BICR: blinded independent central review; BHERECIST v1.14R/E




2017 ASCO——AURA3 #H5CNSTF A S #r
CNS 7 ( AlibLT R E ) FmPABEBFESHIORR

BREEEH80 mg* DCR=93% {¥74E* DCR=63%
“;2 - SEEMAL, BRECREERES L “:; g SHELEL, B REEREN L
60 _ 60 _]
g 40 _| * 40
& 20 | e L R
ﬁ 0 ﬁ 0 l
OB ] il
=@ 20 _| III #0020 _ I I
£ oo -m R ER R RN RN RN L SR PN NP T
%?L 40 _] Complete response E‘% -40 Complete response
Partialresponse Partialresponse
-60 _| Stabledisveas'e -60  _| Stabledis_eas_e
80 _| " Nerembe 80 _| Notowiubie ¢
| | |
-100 -100  _|
L CNSEREXER/N: 16.3 mm(10-60 mm) AR LS CNSEERXEA/N: 16.2 mm (11-56 mm)
FPAICNSEB AL BAEERE S H :-43% (-100% = +20%) AL CNS $Bfikt MEEMEILL:-16% (100% = +20%)

*— AP EBERTREETHEBETNMIAETRS. B TFRAZETEZNE, 3NEFRERENCNSIERMREEBRBOLLTEITR, 2MEEBRTRLT (n=1) NEFHE
BHAF (n=1) mIEiFE




2017 ASCO——AURA3 #f55CNSYF4HPFS

AURA3 CNS2 4 1T8EHICNS PFS AURA3 £33 R&ERIPFS

ZON SN
— R#HE 50 mg {-75) = = BFEIEE (n-136)

= ¥ {=41) — - {k7FIR r=g)

032
015, 0.55]; p~ou00s : 35 0.32 040
(0221, 0.4%); (0.23, 0.53);
[p=0.001 = P20 001
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GFRELD MESNTER: B4 RANO-LM i¥4> | RECISTv1.1 | RECISTV1.1

B, BRESRBAEYD, WNEER

IR e

B HCNSEBEENT/116 =
&= CR PR PR
7PV AR R 4GSR . . “ .
BESKEEIEMR, Heh2 FICR, . :
2 PR e 5 PR sD S
. RS R ER R E B 0 s PR
EHENREICNS R RSGMERAT 2 SD SD SD
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Matwml
Comprehensive NCCN Guidelines Version 9.2017 MCCH Guidelines indes
Cancer Table of Coniengs
T Non-Small Cell Lung Cancer Discyssion
SENSITIZING EGFR MUTATION POSITIVE® SUBSEQUENT THERAPY
+ Consldar local therapy
« Osimertinib (if TT90Ms)[category 1)
Asymptomatic = | or
« Continue erlodinib or afatinib or
gafitinibPF
+ Gonsider local Huruﬁjl
Prograssion on | cogees * Kemantinkx (¥ TTRSNS category 13 _—
erlotinib, afatindb, =, . e Brain®® = |+ Continue ariotinib or afatinib or therapy f..;.rl
gefitini™m fitinib —= Prograssion == | e b lons,
@ NCCHN Guidelines for CHS belaw
Gancers
Symptomatic  Consider local therapy
H'I'I1 = Confinue erlotinib or afatinib
lsolated __ | or gefitinib
lesion or
+ Saa subsaquant tharapy for
multiple lesions, nobed below
Systemic :
T7a0Me——e O aar Soan) — vty e W
o ¥a lesions, noted balow
I.:in:l: See First-line therapy options™
Adenocarcingma (NSCL-26]

TTHOM- Equnmnu:‘. cll can:inurr;a (NSCL-2T)

FI}-I_1 expression positive (2509)
tes Firpt-Ling Therapy (NMSEL-25]

"""Er.".lﬂrr.-ni flara pl'nm:mnnm in subscd -:fpalrunl:. who dsconlinue EGFR TEI If dsease flare occours, restart EGFR TEIL

T ligewe by 9 ral Teastds, plasma biopay ahoukd be coneadenad. Congider rallax o fiRgus-basad tesling, if plaama tesl is regative for fe TS0 mulaticn,
“Cpn=ider pulse eriatinib for carcnomatosis meningias.

PFGr rapid rectolog i prograesion oF threabanad angan finchian, akemate tharapy should Bs neisuiad

MAfatinib + cetuamab may be considered in patients with diseass progresson on EGFR TKI therapy.

Wil A1 e M TS R COREGOTy T e e arire el Inadi e,
Climdeal Trisis: MG EM b bers i Sl T Eosl maragermeand of any pabimst =8 cancer s in g cinical el Padecipsten in clmical rabs S ospecially sncouwespes
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