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Simultaneous Tissue and Liquid Next-generation Sequencing after First-line
EGFR Tyrosine Kinase Inhibitors Resistance in Advanced NSCLC

3 ONTUSs

hy EXERPL

TTH0R tisting & recomrerendied afer resistance bo fiest or second-geraration EGFR Tyosing kinase inhibitors
[TKls|. Hoswsasser, the rode of simultanesss tssud and bguid mal-gensrat e sequending |(NGS| after firs-line
EGFR TK] resistance is s1ill unchar,

W prosgectively enrolled patients with resistance with first-Eng EGFR TE]. Paired Cisss rebiopsy BG5S and
blood call-frise DRA (cfDNA) NGE ware pericemed simuliznscedy,

Tessu rabingsy for NG5
ACT Drug'+

Avanced NSCLC with Farst.sing Disaase

acthvating EGFR mutation I_'m_'[mm pairad] Follu iy
CPONA NES
ACT Monitar Lung

85 patients were ennclled, but 26 of them did not have adeguate tissue for NGS. Among the 25 patiems, 5 had
Tra0rd from ciDMNA. Total 60 patients had pais of tissue and cIDNA NGS wane fartbsr anakzed.

Sl Lt WP ® S| el e dias by Lottt il RIS MRS el

s T IEET

m ™
L1 e
"
Exon 19 del s
BSER T
AR Delsnan T
Al Frey TR )

Mutation landcape of 19 or 2 G EGFR TK] nesktamcs iens (tissue NGS) fn=38)

o | T

C A ammEmmRmEEmEEmE

=== ¥ 9o D.EE'D v o oo -EEF' aih
o EB Lox] o Eb oo
o

Mutation landscage of 1% or 2 G EGFR TEI resistance patients [cIDMA NGE] jn=58]

it

P i . e b SR

B g -
=
e
: o
im
- Lmar [ ekl [P
TR s
e -~
it i

" oy e

24 of T3 patients with TTI0M received seooed-ine caimanin [n=24]

Prodsbliing ol furvivel

foborel Bve (vl Bragieiibas g Bursidl Feasi

Simultaneous Tissue and Liquid Next-generation Sequencing after First-line EGFR Tyrosine Kinase Inhibitors Resistance in Advanced Mon-small Cell Lung Cancer
¥en-Ting Lin;*** Chao-Chi Ha; Wei-Hsun Hsuw;" Wei-Yu Liao:® Ching-Yaa Yang:” Kien Thiam Tan;®* Wen Hsizo:® lin-Yuan Shih®*
“Ciragaate Irulfute of Chrscal Weskcme, hatonal Tawan Unserly College o Medicns, Tage, Tatwar; Degartmen of bl Midcns, Habionl Terwan Uty Foal and Cobege of Med cne, Malional Taman Unrenty,
Rampei, Taswan, 'Dvpartment of Wesione, Betmnal Tarwan Urvenity Cancer Cerler, Taspe, Tatwar; *Department of sl rosarch, Habonal Tawan Uiy Foal 07 Genomes, Tape, Tawan

2401 29 patients with TT90M neceived second-line osimertisd [n=24] {cont’d]

" e

praga

Prababiing of Serdud

il Bl afd (EPM CReskon Feeri

Conclusion

= Siedtaneous TS rebiopsy NGS and kquid BGS at first-lies: first of second geraraticn EGFR
TED prograssion Satect s T90M mutation than thees NGS of Equid BGS only.

= A first-Eni first o seocnd gesaration EGFR TK] progression, patikeats with “no vasiant
detsctad” in cIDNA NGS misy Bave begesr second-Eng asivartind PP and losger 05 after
cIDMA chiechup.

i EIGFA, HERZ amd MIET amplification might coearibube o the: vast majoeity of resistance in
TTI0M ne:gative patents

= MIGS at EGFR TK] progression provides mone indoemation for sequential anticancer thisagny

Disclosure

+ This shudy is sponsceed by ACTGEnoMIC

« Yan-Ting Lin hasreceied speaiing honoraria from ACTGenomics, Astralersca, Boshringer
Ingdl i, Brictiod-Myers Squibib, Chesgad Pharmaceatical, €1 Lllg Lnssen, Manudiphama,
Mk Shanp & Dok, Nowartis, Plizer, Roche, Takeda and TTY Biopharm; anid traeel eepesas
Trcen Pliaec

Reference

= Lin ¥T at al. inr J Conoer. 3019 Jun 1:143{11):2BE7-1396.
= W G et al. Mol Concer. 2018 Fab 15,17[1):38.
= Robo Cetal J Thoroo Oacod. 200E Sep;13(3):1248- 1268

*First authors amail address: ytingEnd@ntu. edu Tw
Presesied ai the ELOC 3002, 30 March - 02 April 2012

Yen-Ting Lin et al; Presented at the ELCC 2022, 30 March — 02 April 2022; Poster #365



Background

EGFR mutations are the most robust predictive biomarkers for
response to EGFR-TKIs

Unfortunately, resistance to TKl’s are inevitable

T790M testing is recommended after resistance to first or second-
generation EGFR tyrosine kinase inhibitors (TKIs)

Several studies supports the use of plasma genotyping as a first line
testing to detect T790M

However, the role of simultaneous tissue and liquid next-
generation sequencing (NGS) after first-line EGFR TKI resistance is
still unclear.



Methodology

e The patients with resistance with first-line EGFR TKI were
prospectively enrolled

e Paired tissue rebiopsy NGS and blood cell-free DNA (cfDNA)
NGS were performed simultaneously.

Tissue rebiopsy for NGS
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Results

86 patients were enrolled
26 out of them did not have adequate tissue for NGS

Among these 26 patients, NGS on cfDNA had revealed T790M
in 05 patients

Total 60 patients had pairs of tissue and cfDNA NGS for
comparison and which were further analyzed.




Patient’s first-line EGFR TKls (n=60) Patient’s baseline EGFR mutations (n=60)
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Mutation landscape of 1st or 2nd G EGFR TKI resistance

patients (tissue NGS) (n=58)

=58)
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Mutation landscape of 1st or 2nd G EGFR TKI

resistance patients (cfDNA NGS) (n=58)

Mutation landscape of 1%t or 2" G EGFR TKI resistance patients (cfDNA NGS) (n=58)
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First-line 1st or 2nd generation EGFR TKI resistant mechanisms (n=58)
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24 of 29 patients with T790M received second-line osimertinib (n=24)
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24 of 29 patients with T790M received second-line osimertinib (n=24) (cont'd)
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Conclusions

Simultaneous tissue rebiopsy NGS and liquid NGS at first-line EGFR TKI
progression (first or second generation) detect more T790M mutation
than tissue NGS or liquid NGS only.

At first-line EGFR TKI progression (first or second generation) , patients
with “no variant detected” in cfDNA NGS may have longer second-line
osimertinib PFS and longer OS after cfDNA checkup.

EGFR, HER2 and MET amplification might contribute to the vast majority
of resistance in T790M negative patients

NGS at EGFR TKI progression provides more information for sequential
anticancer therapy.
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