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# # 6370130230 : MAJOR MEDICINE
KEYWORD: Epidermal growth factor receptor mutation, Tyrosine kinase inhibitor, Circulating tumor DNA
Pronwasun Simseekeaw : The role of EGFR mutation abundance on response to EGFR TKis in

patients with EGFR mutant Advanced NSCLC . Advisor: PIYADA SITTHIDEATPHAIBOON

Background: Epidermal growth factor receptor (EGFR) tyrosine kinase inhibitors (TKis) are effective
therapies for non—-small cell lung cancer (NSCLC) patients with EGFR-activating mutations. However, responses
vary with individuals. Intratumor heterogeneity and the relative abundance of EGFR mutations might be

capable of predicting the benefit of EGFR-TKIs therapy in patients with advanced NSCLC.

Objective: The aim of this study was to explore the correlation between the abundance of EGFR

mutations and response to EGFR TKIs in NSCLC patients with EGFR mutations.

Methods: A prospective cohort of patients with advanced NSCLC and EGFR-activating mutations
treated with first-generation EGFR-TKIs at The King Chulalongkorn Memorial Hospital. Paired pre-and post-
treatment samples of plasma will be obtained for determine the correlation between EGFR-mutant abundance

and clinical response in patients with advanced NSCLC treated with EGFR-TKIs.

Result: A total of 83 patients with advanced EGFR mutated NSCLC who received EGFR TKIs and had
baseline blood samples available for EGFR mutation testing using Idylla™ ctEGFR assay. Patients who had
undetectable ctEGFR mutation at baseline had a significantly better PFS than patients who had
detectable(median PFS was 13.9 and 9.4 months, respectively; p=0.038). For patients with ctEGFR mutations
detected at baseline, the semi-quantitative EGFR mutation analysis using ACq with cutoff values of 4.31
demonstrated patients with high ACq revealed significantly better PFS (median PFS was 10.9 and 6.9 months,
respectively; p=0.035) than the patients who had low ACq

Conclusion: This study concluded that ctDNA detected at baseline was a worse prognostic factor
than ctDNA not detected before treatment with first-generation EGFR TKis in non-small cell lung cancer
patients with EGFR mutations. The ACq value may be a predictive factor for treatment response to first-

generation EGFR TKis.

Field of Study: Medicine Student's Signature ......cooevecevinences

Academic Year: 2021 Advisor's Signature ..........ccvvceecus
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1.5 nsaUANNAATUIIUARY (Conceptual framework)

Advanced EGFR mutant NSCLC

treated with EGFR TKIs
Patient factors Treatment factors
- Age - Type of EGFR TKIs
-ECOG PS - Dose interruption or modification
- Smoking status - Concomitant drugs (eg. PPI, BB)

Disease factors .
Biomarker factors

- Tumor size

- EGFR mutation abundance

- Number of metastatic sites

- Intratumor heterogeneity

- Presence of brain metastasis

- Presence of liver metastasis

- EGFR mutation subtypes

Outcome: Response to treatment

in terms of ORR and PFS
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f199: ARMS: amplification refractory mutation system, PCR: polymerase chain reaction, PFS:

progression free survival
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n= (Zu,«z + Z;s)

pazl_

=2 Y (J '

W ldvnadieda N=77

MUUASAIININOIa@inT09n1n 1ATINTINENAAY (dropout rate) F08aL 10
[ a v J A Aan J Y

HAZBATINNVAANAIAINMIATINYTINAMINaeiuFueIaudIeN01s Sosaz 15

9
[ Y Y

9
@Quu%u1@ﬂﬂﬂﬂ1ﬂﬁluﬂ1iﬁﬂ‘]ﬂ’ﬁ]Eﬂj ﬁ’é] 100 518

3.2 N1359usUdaya (Data Collection)
.
- VETINNS
4 9
- NUNMIMITIUNITNINITOY
J av [~ a
- e 1T NNUITY LAZYOANUIH U VINAVLNTTUAITITOTITU AL

UNNEANAAS MNAINTRINIINGIEY
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- 409YnA1¥A29613910 Biobank 31NFB1L0M5 15aNETLIAYWIAINT D] ADY

FUAUUUNIT
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- YUAUUUMS

o 4

a A 9 < A 12 A )
1ﬂ1§']“’l]85]$5'31]3leliVJ"]f@@ﬂ]ﬂj\lgﬁﬂﬂ@ﬂﬂfu@]!cﬁaaﬂlﬂlaﬂ‘ﬂllﬂ1iﬂfﬂﬂwu‘ﬁ

E]

[

1
eEQ

vosgud ooy uaz lasumsinumdlsenjuiingu EGFR TKIs lu
Tsaneunagiaenssl s lumsAadenetaiainsing
TA39M13398 (Inclusion criteria) HAZINUH IUMIAAADABIENANATOBNIIN
TA39M5398 (Exclusion criteria) AanNa1I919A1

[

o a o < @
M50 TIMTNVIIVI VoAU UANTOYA (case record
form)
Y v 1 y 1 Y Aa oA A =
- 900U 19979819910 Biobank dansI9n1aviealliamsienSumnis
o 4
NAeNUFUDIEUDEW15 (EGFR mutation abundance) Taa 14 1dyllaT™
ctEGFR assay (Biocartis)
3 o [l A 9y @ @ @ 9y oA A
- NUAIPIINARANINAIBWEININTUNMITNYIAI881 EGFR-TKIs U9 1 71 8-
o Jd o [ @
12 dlamMnaInnsumssnu
a 1 [ J (% a J
- AAMIUNITABUAUBIADMIITNHIAIA NI TADLNAABS YN 9 2-3 1ADY
MUNIATFIUVDINITNHINUDELAY
9 2 Y Y o = = v KX Y
- U0YANIMUAYBIAIITUMIANEI AT UNNAUULUTUNNTOYA (case
v Y a s A o 9 a 4
record form) HazdanugszuuneuNanesiNozihtoya s
1 o ao I
Joyane 11 Taedinmsiseazilugsiusu

- UHUALEAIITMIANHUGINIVY (Study flow chart) AILLEAAS
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)
Patient with

advanced
EGFR mutant
NSCLC

who met the
inclusion and
exclusion

criteria

~——

.\
Blood for
cfEGFR

mutation

(baseline with
routine lab

testing)

1 generation
EGFR TKIs
(gefitinib,

erlotinib)
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Evaluation of
response by

RECIST vl.1

with CT every
2-3 months

until PD

3.3 M3AAszvidayauazaianliiinsnzsi (Data analytic and statistics)

9 =
- Ypyant

Tudanls continuous azshmsazideyaluzilues median oz

o v 1 (Y a
interquartile (IQ) range HATNATOUANNTUNUTILHIIANT continuous 1A8IT

. Y !
t test 1’7%@ Mann-Whitney U test 4R ILUAANUIHNIETY

9

A d (% o .
- doyamiludunls categorical vzvhimsagildoyalugived proportion W50

v o Jo ant
percent HazNAAOUANNTUWUTAILS categorical 1ae7s Chi-square W30 Fisher

exact LLZ%}’JLW]Iﬂ’NiJmiJWﬁM

1 [ 1 a 4
- Nﬁﬂﬁﬁ@‘ﬂﬁu@ﬂﬁ@ﬂ”ﬁ3ﬂ191$5911’388134\‘llﬂ1 wlsziliumunum Response

Evaluation Criteria in Solid Tumors version 1.1 (RECIST v1.1) Taguaianis

AV ‘LJENL“TJ“LA progressive disease (PD), complete response (CR), a partial response

(PR), ¥3© stable disease (SD) LLaLIAANNANVBINITAOUAUOI (depth of response)

- szeznaseadn laeds11n 15A (progression free survival, PFS) 11ag 52821901

a 4 A
F9AFN 1R8I (overall survival, OS) 2215129 ool survival analyses #1875

o 7 v J 1 (Y 1 v @
Kaplan-Meier L101¢ log-rank test MUIUANUTURUTIZHINA WU SUAazAINDY

L N .
outcome (multivariate analysis) #38 Cox proportional hazards

v
Y

- Hmuamanu¥euniesas 95 wwdeninnuuanaedliiedAgyneana

A 1 a s Y Y .
(af1 p < 0.05 AATIZHVBYA IAen13 141151051 SPSS version 22
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v
1% a

q

AUIUAUEN

1A59n15 (Timeline)
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v 9
522NN IVIALAADUNNTIAY N.f. 2564 ﬁmﬁaummau N.f. 2565

o

3.5 ga1ufivn3se (Venue of the study)

{ g a a I a a
anwinutaz s ziveya: awin Isauzi59iner malnergsamdns

AmguNnoman ynansalnIneas

= o J A A J .
ﬁi‘ﬂu%@]i’ﬁ]‘]ﬁiﬂmﬂﬁﬂaifJWH‘ﬁfU’ENEJu?Ji]L?J‘V\IE]ﬁ (EGFR mutation

4 a an 4 4
abundance): AUIIW GenePro MAIFINYITINGT AUSUWNYAITAT JWIAINT 8

YNNG Y

A13199 2 MIVUTHITNINIVENazAI5 195 UJUAIIY (Tabulation of Research Activities and

Timeline)
szezIa
(Y] d a v A d' A d' A d' n& U A
Tngiszasn UAUNUIDEY 1n0UN [ 1A UTN [ 1A UN ¥o1inIae
1-3 | 4-10 | 10-24 nSuRarey
= I o (%3
L Appuasonay | L1 nunmiuissaunssy | <> I9eMan
HAZUDITITITUMNT | MDD
awﬂ o v =KX 9
1.2 ¥iannuuutiunnveyd
Aq ¥
1.3 5705uenas e
luMTU9A385974N1TINE
o a = 9 o [ Y a o
2. AN 2.1 52U5MLaZITUND «—> devian/ dye3de
9
AALABNANRNANAT foyaitugve nnmu
018181AT
3. udeyaunas 3.1 AAMUNANMITNYI «
S AL 1A ANATUADLTY
3.2 52u5mdoyans
FAYIvoRIAIANASUAAY
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318

4. wlawadoya 4.1 hdoyaasly
Tisunsunaada
4.2 wilawadoyah laan

mMyastoyanana

3.6 9uUszu1u (Budget)

A151991 3 A1TUINUATIVUTENEY

319N1T

TIUIUEY (VIN)

® wvuamldaoy
A1M3579 EGFR mutation abundance 119 IdyllaTM ctEGFR assay

(Biocartis) 185 UM aiUayu91nNN Biocartis

4 A

AYNIANIZIADA

1w 9

® AdaadNinaIl
ANTLAY
1A 4 1 1
AMNUNLAZADIDNTT

AANITIONT

01U

12,000 11N

4,000 LN

3,000 UM

3,000 UM

Yy 9
v A

FAINEUNIE

22,000 11N
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unil 4

NaN1578

Advanced NSCLC patient
with EGFR mutation N=96

Received 2" and 3™ generation
EGFR TKlIs N=7

Received 1° generation
EGFR TKls N=88

Excluded

- Induction therapy N=2

Available for plasma
EGFR mutation testing

- Not evaluate disease N=2

N=83

gllm‘wﬁ 11 Flowchart of the study

[
=1

4.1 %’agawuﬁ'}u (Baseline characteristics)

&9

o [

Mgl sinululsmeruiagmiainsalanimanalnenausiun 1 unseu
WNSANIIY 2563 UHA 31 FuIIAN WNSANIIY 2564 TEtheviaun 96 A Ailasunsitasy
= af a "2 o Y 1% v o e o A
Tlulsauswensiawadliidnssesiiliaunsosnulimelaniinmsnateiusvedusy
waneshavenanadas 83 Au Nnssiunaeilun1sAatianida (Inclusion criteria) neluiu
auannisiiudaya Tui 31 JuiAy wnsAns Y 2565 T5zEeiiaIn1siamunsinw 26 ey
(95% Cl, 10.3-13.3) uazonanadns 58 au (69.9%) lsAanauuinTu 31 AW37.31%) L&@eT3n
U aAa ! aa Cd 5 =
AINANNITTONTINLALAINANNITTRNTININEUTIFINNLsATEIR aNATIASILARAD 13.5
Ao (95% CI, 13.2-16.2) uag 10.3 1oy (95% Cl, 10.2-13.2) uagiloraaiing 25 au

(30.1%) falasunissnumeenyadisiedusinenessun 1 og

ToyaugIUveIfidnTINaideRuandlunsed 4 lngAnaiioneveenanalns

Y

agjﬁ 68 U ( [IQR] 59-74) lasdionaadasineanegs 66.3%, ECOG performance status 7 0 to

'
a

1 84.3% Jungunliguuns 77.1% lneundulsassozunsnszanenunsaiiady 95.2% 1
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FAINTALNTNTZAeV0LTA 1-2 HIWAUS 71.1% SnwaenianegnSaruunnidusiasay

92.8% Way 60.2% WUN1INAENUUDITUDILENDITUUL deletion 19 aranadas 41 AY

(49.4%) asaalinunsnaneiuguesdudiIuenorsludennaususnm

M990 4 anvassugIu

ANy nguUTEYINg A nguUTEYINT
(N=83) (N=83)
LNF T Stage
o udi 55 (66.3%) ® T12 38 (45.8%)
e 28 (33.7%) ¢ T34 a5 (54.2%)
218 N Stage
o <60 22 (26.5%) =01 12 (14.5%)
e >60 61 (73.5%) L 71 (85.5%)
ECOG ATAUINITHNINTZANY
* 01 70 (84.3%) o 128%ve 59 (71.1%)
° =22 13 (15.7%) o >3y 24 (28.9%)
Uszﬁ'ﬁmigqu‘% finsnszangluiiauss
3 Lﬂﬂguqvﬁ' 64 (77.1%) o i 20 (24.1%)
LABULAZVEATULED 14 (16.9%) o i 63 (75.9%)
g
feguyvidey 5 (6%)
¥invauzise finsnszaneludisu
Adenocarcinoma 77 (92.8%) o lsid 19 (22.9%)
NSCLC NOS 4 (4.8%) o i 64 (77.1%)
Adeno-Squamous %(24%)
ylinvaINIINALWLS N13MAUAUDIYDILSA
Exon 19 deletion 50 (60.2%) PR 67 (80.7%)
L858R 30 (36.1%) sD 11 (13.3.9)
Other 3 (3.6%) " 5 (6%)
sz94l3n nsnaneugluten
WnsSnIEANY 79 (95.2%) —— a1 (49.4%)
szoglIANAU 4 (4.8%) AN 37 (44.6%)
nsnsaaliiauysel 5 (6%)

EGFR: epidermal growth factor receptor, TKis; tyrosine kinase inhibitor, PR: partial

response, SD: stable disease, PD: progressive disease




27

4.2 HAYINIINTIINTINANUTVIEUDINaWDTSTwLGaRsBN1InaUALRd EGFR TKIs

lududugeanisidvenanadasiasialinunisnateiuguesdudiveronsludonsisus

feuusuMIINWEsrezaINTIendInlaglsnaau (PFSy1IUIUNIINGUNATIANUMTNANY

a ! aa

WugvesudinenesludenagaiitudAyneadia Ananssesiiainssontinlaglsaacy
(MPFS) 12.8 1iou [95% CI 10.8-16.0], waz 9.0 WAou [95% Cl 8.5-12.4], p =0.04, HR 0.57).
p1anadinIninnszevedlse 1-2 dunidisseviininissentinlaelsaasusndy

o w a

o ! d‘d ! o I ! a v a
E]’]ﬁ’]ﬁllﬂ’iﬂfjuvmﬂ’]iLLWiﬂi%’iﬂﬁJ“U@ﬂIiﬂ >3 AULNUIBYNUUYAIAYNNEDRN MPFS 11.4

o [95% Cl 10.9-14.8] uaz 9.4 1hou [95% Cl 6.9-11.0]; p =0.002, HR 0.52) 31AA1T1

LLEmY remained as independent prognostic factors for PFS. A15199 5

M15199 5 Univariate and multivariate Cox-regression analysis of PFS

Factors Univariate P-value | Factors Multivariate P-value
HR (95%Cl) HR (95%CI)

Female vs Male 1.16 (0.67-2.01) | 0.57

Age <60 vs =60 0.86 (0.48-1.53) | 0.6

ECOG 0-1 vs ECOG = 2 0.65 (0.33-1.26) | 0.21

Smoker vs non-smoker 1.11 (0.59-2.07) | 0.73

T 1-2 vs T3-4 0.69 (0.41-1.18) | 0.18

N1-2 vs N3-4 0.42 (0.18-1.00) | 0.05 N1-2 vs N3-4 0.55(0.21-1.48) | 0.21

Metastasis 1-2 site vs =3 sites 0.41 (0.24-0.71) | 0.002 Metastasis 1-2 site vs =3 sites | 0.52(0.28-0.95) | 0.034

No Liver metastasis vs present 0.52 (0.29-0.94) | 0.03 No Liver metastasis vs present 0.64 (0.02-18.3) 0.79

No Brain metastasis vs present 0.48 (0.27-0.86) | 0.014 No Brain metastasis vs present 1.23(0.42-35.6) 0.9

L858R vs Del19 1.11 (0.64-1.94) | 0.71

CtDNA undetected vs detected 0.57 (0.34-0.97) | 0.04 CtDNA undetected vs detected | 0.74 (0.42-1.32) | 031

EGFR: epidermal growth factor receptor, ctDNA: circulating tumor DNA

4.3 Uadeiingadasiun1snsianunisnatenusvasdudiuavanslubannauizunising

5

dawSeuiisuteyaiiugruvesananainsnduinsianuiasasialinunisnateiug

3

a A [

2990 UDLBNDISIULADANDUNITTNYY AILAAIIUAITIN 6 WUIINITATITNUNITNANENUS

]

vaagudInaranslufennausumssnuduiusivssesvawandmas S suWisuiungud

Y [y

A9 lUnURg19TNyEAN19En A

o




M19197 6 MTNANvEUgINYeLliatenTislunguInTIINULaYATIRlnUNTNae UGy

=
taen
ANWU ctDNA not detected(N=37) | ctDNA detected (N=41) Total (N=78) p-value
LA
Wil 26 (50.9%) 25 (49.1%) 51 (65.4%) 039
%38 11 (40.7%) 16 (59.3%) 27 (34.6%)
21¢
<60 8 (38%) 13 (61.9%) 21 (26.9%) 0.32
=60 29 (50.8%) 28 (49.2%) 57 (73.1%)
ECOG
0-1 31 (47.6%) 36 (52.3%) 65 (83.3%) 091
=2
= 6 (46.1%) 7 (53.9%) 13 (16.7%)
YTUAVDINLIS
Adenocarcinoma 36 (36.7%) 38 (63.3%) 60 (76.9%) 0.55
NSCLC NOS 1 (333%) 2 (66.7%) 13 (16.7%)
Adeno-Squamus

9 0o (0%) 1 (100%) 5 (6.4%)
UsziAnsguyns
' o 29 (48.33%) 31 (51.67%) 60 (76.9%) 0.68
lineguuns

o ¥ 5 (38.46%) 8  (61.54%) 13 (16.7%)
LABLAZUYAFULA?
o S 3 (60%) 2 (a0%) 5 (6.4%)
BeguynIY
a Y2 L3
YUAYDINTNABNUS
L858R 15 (53.6%) 13 (46.4%) 28 (35.9%) 051
Exon 19 deletion 20 (42.5%) 27 (57.5%) 47 (60.3%)
Other 2 (66.67%) 1 (33.33%) 3 (3.8%)
ALARUINTITUNINSZRANY
12 9389 30 (52.63%) 27 (47.37%) 57 (73%) 0.13
>3 5387z 7 (333%) 14 (66.7%) 21 (27%)
fin1snsyaneluneauas
s 31 (50.8%) 30 (49.2%) 61 (78.2%) 0.25
gl 6 (353%) 11 (64.7%) 17 (21.8%)
fin1snszanglunau
s 32 (47.5%) 29 (52.5%) 61 (78.29%) 0.09
gl 5 (29.4%) 12 (70.6%) 17 (21.8%)
T stage
T1-2 18 (48.65%) 19 (51.35%) 37 (47.4%) 08

T34
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19 (46.35%)

22 (53.65%)

41 (52.6%)

N Stage

N 0-1 9 (75%) 3 (25%) 12 (15.4%) 0.038
N23 28 (42.4) 38 (57.6) 66 (84.6%)
N13ABUAUDIADNNT

Zhen 28 (79.5%) 30 (20.5%) 62 (79.5%) 0.49
PR 7 (63.6%) a4 (39.3%) 11 (14.1%)

SD 2 (a0%) 3 (60%) 5 (6.4%)

PD

Impact of plasma semi-quantitative EGFR mutation using delta Cq on response

to EGFR-TKIs

a9t 7 Demographic data for EGFR mutation detected by ctDNA

High Acq (N=26) | Low Acq (N=15) | Total population (N=41) | P-value
LNE
e 14 (56%) 11 (aa%) 25 (61%) 0.22
. 12 (75%) a  (25%) 16 (39%)
21¢
<60 10 (76.9%) 3 (23.1%) 13 (31.7%) 0.22
=60 16 (57.1%) 12 (42.9%) 28 (68.3%)
ECOG
0-1 23 (67.6%) 11 (32.4%) 30 (82.9%) 0.21
=2
= 3 (85.7%) 4 (14.3%) 7 (17.1%)
UszdRn1sguuvs
: = 16 (51.6% 15 (48.4% 31 (75.6%
131LﬂEJ§jUL‘WIi ( 0) ( 0) ( 0)
0.02
ALASHEAE LS 8 (100%) 0 (0%) 8 (19.5%)
9 Y
w S 2 (100%) 0 (0%) 2 (4.9%)
g9guynIY
YUAVBINITNAENUG
L858R 6 (46.2%) 7 (53.8%) 13 (31.7%)
) 0.25
Exon 19 deletion 19 (70.3%) 8  (29.7%) 27 (65.9%)
Other
1 (100%) 0 (0%) 1 (24%)
ALNUINITUNGNSZRANY
o 12838 21 (77.78%) 6 (22.22%) 27 (65.9%) 0.008
e >33y7 5 (35.72%) 9 (64.28%) 14 (34.1%)
finsnszaneluiauas 0.5
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o i 18 (60%) 12 (40%) 30 (73.2%)
¢ d 8 (72.7%) 3 (27.3%) 11 (26.8%)
a a o 0.78
finsnszanelunau
o 3 18 (62%) 11 (37.9%) 29 (70.7%)
e 8 (66.67%) 4 (33.33%) 12 (29.3%)
T stage
* Ti2 15 (78.9%) 4 (21.1%) 19 (46.3%) 0.055
¢ T4 11 (50%) 11 (50%) 22 (53.7%)
N stage
0.9
e NO-1
2 (66.67%) 1 (33.33%) 3 (7.3%)
e N23
24 (63.1%) 14 (36.9%) 38 (92.7%)
N1SABUANDIRBANITSNE
Partial response 23 (67.65%) 11 (32.35%) 34 (82.9%) 0.45
Stable disease 2 (50%) 2 (50%) 4 (9.8%)
Progressive disease
$ 1 (33.33%) 2 (66.67%) 3 (7.3%)

EGFR: epidermal growth factor receptor, TKIs; tyrosine kinase inhibitor, NSCLC: non-

small cell lung cancer

1
av

- o ¢ S Ao [ =% a a Yo g Y
\999INN1IRTIaN1snNaneRuguestuddenerslun Teliduiuuiagausunm §33esly
A1 ACq LieuanIUSInaduinsveInIsnatenuguessudionensludeniouiuns
a a  aa s 4 a a aa ¢ IS ¥ a

wanseanUnivesdudienens lngldnsuanseanunivesdudiievansiludue1eds uagain

a ¢ = = L Aoy oy sy A o ! v A =
NTIATINSUTUIgUNUAALEULAS (ROC curve) tilefmunrafnilvisngauiigaves
ACq Arunaiiunlaidulas (AUC) winfiu 70.5 (95% Cl, 0.52-0.88) Adinuas ACq Lile
AaMsainsnavauswieenyuidiierensuiini 1 lagldedan 4.31 avinnuliuay

ANUIUNIYINAU 72.7% Wag 75% auaau sUnwi 9

o ° [ Y Y v ' I3 = | oaa
Ma\‘iﬁlﬂﬂﬂﬂﬁumﬂ%}ﬂmwmaﬂ ACq LA ﬁ\J}‘LJ%EJ%QﬂLLUG@@ﬂL‘LJH 2 ﬂfjllﬂ@ ﬂﬁjlﬁ/]llﬁ']

ACq gefiesnnniwisewiiu 4.31 wagnguitdian ACqen Aeilen ACqtiesnin 4.32 Famsly

iaA1 ACq 71 4.31 Mndeyaitugiuns 2nquilanuwansaiuluisesdiuvedefersidl

5

nsunsnszaneveslsa Felundiar ACq i dnsunsnszaneveseiaunnninminiu 3

o w Aa

ol wnndngu ACq geegaiidvddny waglungunden ACq ge TAnansszuziiainis

<
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o w

sanTnlaalsnasug1IuuNINg ACqin egralitudAyn1aada 10.4 wou [95% CI 6.9-

<

6

14.7] ety 6.9 1o [95% Cl 4.8-10.2, p=0.035, HR 2.1) UAIWil 10 91nNF3AT1

'
v v

voyannimuUalinuinddadenensallsanadiniduiussonissendnlagusannlsa

o w a = 1

pg1liduaRsana samdea ACq (HR 2.05; 95% Cl, 0.93-4.51, P =0.07) A15199 8.

o

as19fi 8 Multivariate Cox-regression analysis clinical factor revealed ACq for

PFS

Factors Univariate P-value | Factors Multivariate P-value
HR (95%CI) HR (95%Cl)
Smoker vs non-smoker 1.0 (0.45-2.28) | 0.9
T 3-4vs T1-2 1.73 (0.8 -3.35) 0.12
N2-3 vs N1-2 1.20 (0.28-5.2) 0.79
Metastasis =3 sites vs 1-2 site 1.89 (0.9- 3.8) 0.07 Metastasis 1-2 site vs =3 sites 1.37 (0.65-2.92) 0.41
Liver metastasis vs None 1.93 (0.9-3.99) | 0.07 Liver metastasis vs None 4.1 (0.46-36.9) | 0.20
Brain metastasis vs none 1.73 (0.85-3.63) | 0.15 Brain metastasis vs none 0.49 (0.05-4.44) 0.51
L858R vs Del 19 1.84 (0.85-4.0) 0.12
ACq-Low and ACq-high 2.12 (1.03-4.3) 0.04 ACq—low and ACq—high 2.05 (0.93-4.51) 0.07
1.0 |
10 ROC Curve . ACqg>431  ACq< 431
os . ‘ mPFS  10.9 months 6.9 months
08 w |
2z |
£
3 08 |
w
Q + |
:E. 06 % L
% -% 04 ]
5 ;
oo g R
o
02 \_‘_
02
——  ACq>431
00 -
U.UDD 02 0 08 08 10 Julv) 20000 400.00 600.00 800.00
1 - Specificity Days
' =]
SUNTWN 12 ROC curve of ACq g‘Uﬂ"IW‘VI 13 Kaplan-Meier curve of PFS used ACq cut-off
Y

4.4 nsAnaansitaguuasvainsnatenugluiien
PnFUIeTiavan 41 AuninsInuAIINateiugludionnausunssny) dtheviaonun 37 Ay

lgsunismsrafamunsnateiudluidennaaniniunissnwi 8-12 dUanv Anidusesas
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90.2 wagdlithe 29 eudinsralimunisnanefiugludeavdaaniEuinu uazlifiae 8 Aud
fangrannmsnaneiusuesdenegvdsaniilssumsinufmesgatiui 1 uazile
Wisuidisugtheisaesngunuingihefinseinunsnaneiusudsanladiunisinuni
mnliuifdnansseznainssendnlaglsnauiionuuninguidmmanunsnaneiug
luidenlagiliAmnanassezain1ssendnlaglsnasu 9.5 ey [95% CI 7.9-11.0] uag 7.9

WWou [95% Cl 6.2-9.5] muanau p=0.33 uadslifinudiAeyisaia g‘dmwﬁ 11

undetected detected

mPFS 9.5 months 7.9 months

Progression Free Survival

T Undetected

.00 500 10.00 15.00 2000 25.00 30.00

months

E‘Uﬂ’]‘wﬁ 11 Kaplan-Meier curve of PFS in ctDNA follow up group
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Uni 5
a a o 1724
U318 d3UNANITIY LAz UBLEUDIUY
nsAnwdunsAnwkuu Uit iiemauduiusuaInIsnsIanunIsNans
Wugvedudlenesluiensonisnauaustenisinwimeeyadiddenonigun 1 lu
Q’ﬂwmL%qﬂamﬁ@hjLﬁﬂiwumiﬂssma lnggUreiinnsAnwinauilnaduiileduduin
& < a 2 aa v & A aa L X A aa
Junzisweosvliawadiidnfdnisnareiiuguesduddievonslugullonaslagituinsgu
(Cobas PCR methods) wagdUleidniiunsanwmnauazlasunisaizdeaitomnisnaiy

a aa

v ¢ 2 = A Qj' ' 1y & !
WUﬁGUQQEJUE]"\]LaW@WﬂULﬁE]@ I@EJGLUﬂ'ﬁﬁﬂH']W‘U’J'WIZ\IJU'JEJV]@TJ?]VLNWUﬂ'ﬁﬂa'lﬁlWUﬁ:‘IULﬁaﬁﬂ@u

o

'
a v =

M3EuSNTIETInssendnlalsnawienuuningiiefinsenunsnaneiiuguesdiien
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ANANUIN
wuuduiindayagidnsaulasaniside (case record form)
The role of EGFR mutation abundance on response to EGFR TKiIs in patients with

EGFR mutant Advanced NSCL

1. Personal information

Date of enrollment:.....ccoeeeveveeecveein. EGFRID i oo
Date of birth: ..o S T Gender: () Male ()
Female

Age of Diagnosis luNg cancer: .........cocoovveerrnnnenee

Reimburse system:
(1) universal coverage () Social security () Government officer () State enterprises
() Private insurance () Self-pay () Unknown

2. Dermographic data
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Pathologic type : () Histology () Cytology () Not done

Patho-number
Tumor histology .., Histologic subtype @...ccoveevricee
AJCC 8™ edition staging v T stager............ N stage:............ M stager..............

Modality of imaging at diagnosis

() CT chest/abdomen () PET scan () Bone scan () CT/MRI brain () CXR

4. Molecular Characteristic

How many EGFR mutations had been testing:.................. Date of first EGFR examination:

First EGFR mutation material: EGFR mutation material: () Tissue () Plasma

EGFR mutation subtype
Date of EGFR mutation testing after 1°' generation EGFR TKIs :................. How many
Testi.

EGFR mutation material: () Tissue () Plasma

EGFR mutation
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Material: () Tissue () Plasma Technique: () IHC () FISH () NGS Result: () Positive (

) Negative

Material: () Tissue () Plasma Technique: () IHC () FISH () NGS Result: () Positive (

) Negative

Material: () Tissue () Plasma Result: () V60OE () non V600E () Negative

5. Primary Treatment Localized stage

Surgical treatment: ... Type Of SUrGEry e

Date of Surgery f..veecevceneene, surgical patho-number @i
Maximum diameter of tuMOr:......cccoerivvieienncines Nodal status:......cccoueuenee.

HistologY: .o histologic subtype :....cccovevvicnicricee

Margin status:.......ccccevevicnicinnnees Visceral pleural invasion:........cccceeveuneenee.

AdJUVANT TrEATMENT ...

Date of stop adjuvant treatmenti......cnnn. Reason for stop
treatment:......cccoce.

Total cycle of treatmenti....eivenne. Any dose reduction and
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Radiotherapy for localized
ISEASEI s

First date of radiation:.....nnces Last date of radiation
Dose of radiation ettt Technique
Response of treatment

6. Recurrence or Metastasis Disease
Patient status : () Recurrence Disease () Metastasis Disease

Site of metastasis : () Lung () Adrenal ( ) Bone () Liver () Brain () Pleura ()

Pericardium
() Distant lymph node () Leptomeninges

Method of investigation : () Clinical () CT chest/abdomen () PET scan () Bone scan (

) CT/MRI brain -~ () CXR () Cytology/pathology

ECOG at recurrent or metastasis

7. Systemic therapy for Recurrence or metastasis

Total regimen for recurrence or metastasis



41

first-line systemic therapy

EGFR TKIS e not EGFR TKls
Total cycle............. cycles Last date of treatment................ Response of
treatment...................

First  date  of  EGFR  TKISiieeeeeen Last date of  EGFR
TKIS e

Dose reduction and interruption: ... Reason to stop EGFR TKis
Respone of first-line RGFR TKls
Date of disease progression after 1° line EGFR TKls
Patient received radiation:....c.cccoevuee. DOSE: v
lOCAtION et

2" line treatment : ( ) EGFR TKis () Other systemic
treatment: .o

EGFR TKIS: oo, First date of EGFR TKisi...cccceuvinneene. First date of EGFR
TKIS o

Total cycle:.............. cycles Last date of treatment............. Response of
treatment:.................

Dose reduction and interruption: ... Reason to stop
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Date of disease progression after 2° line therapy
Patient received radiation:......ccccceeeee. DOSE: i
lOCAtION: e

8. Secondary malignancy
Patient had secondary malignancy : () Yes () NO

Date of diagnosis: i site of second primary CA

Stage of second primary CA

Most recent status (last visit)

Status :
Alive : () Alive with disease () Alive with out disease () Loss follow up () Unknown

Death : () Cancer related () Other () Unknown

10. EGFR TKiIs treatment

Date  of baseline imaging before start 1% generation EGFR  TKis

Method of baseline imaging before start 1% generation EGFR TKis
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Date of follow-up imaging maximum response of 1% generation EGFR TKis

Method of imaging defines the progression of 1% generation EGFR TKIs

Type of progression : () Systemic PD () Oligo PD () CNS PD

Continue treatment beyond progression: () yes () No
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