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Abstract:

Currently, lung cancer treatment has been developing in several approaches such as; conservative
chemotherapy or novel targeted therapies which increase the overall response rate, survival rate with good
quality of life for the patients. Thus this research project’s goal is to explore the molecular alterations in
Thai lung cancer patients which could be different from the other ethnicities. The result of this research
will lead to targeted drug development in Thailand for Thai lung cancer patients which the investigators
will co-operate with ECDD (Excellence Center of Drug Discovery). This center was established in July
2016 by the co-operation and commitment between Faculty of Science, Mahidol University and Faculty of
Medicine Ramathibodi Hospital, Mahidol University. The preliminary result of molecular alterations in 56
Thai lung cancer patients from this research project by NGS method from both FFPE and fresh frozen
tumor tissue (initial analyzed only the common mutations in lung cancer) showed EGFR mutation 39%,
BRAF mutation 13%, KRAS mutation 20%, and MET mutation 2%. We also found 9 patients (16%)
whom had more than one mutation. These preliminary results were very interesting and different from the
other countries’ results, but we need to wait for the further analysis in larger sample size including deeper
analysis for novel and uncommon mutations in Thai lung cancer patients in the second and third year for
this research project.

Even though we explore the diagnostic technique and the approach for lung cancer treatment as
mentioned above, but the cancer prevention is also very important for the oncology world right now. The
previous literatures reported the role of Metformin (anti-diabetic drug), Aspirin (anti-platelet drug), and
Statins (lipid lowering agents) in decreasing cancer incidence rate, but the results were not homogenous
and most of studies were small population based studies only. These 3 groups of drug involve in the
metabolism of human body, thus cancer metabolism is the important and interesting field which could
lead to cancer prevention in the future. This research project also focuses in cancer metabolism and cancer
prevention by studying the largest and longest follow-up of population based study in Thailand (EGAT

database: Electricity Generating Authority of Thailand). The preliminary results showed Statins had



statistically significant decreased the cancer incidence rate with the hazard ratio of 0.42 (P <0.001).
Aspirin and Metformin also had the trend of lowering the cancer incidence rate but they were not
statistically significant. Although this report is only the initial result, but it is very interesting and
fascinating to explore more in term of cancer prevention and wait for the deeper analysis in the next
report.

In conclusion, the study of molecular alterations in Thai lung cancer patients is very important for
targeted drug development in order to drive the innovative lung cancer treatment. However, the other
important issue and concern is cancer prevention. Nowadays cancer is the most leading cause of death in
Thailand and cancer also causes a lot of burdens in Thailand and Global public health. We believe that
cancer metabolism is one of the key factors for cancer prevention in the future which could probably help

to prevent and decrease the cancer incidence rate and solve the cancer burden in Thailand.
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Molecular Alterations Frequency (%)

EGFR mutation®’

Asian Population 30-70

Caucasian Population 10-12
ALK gene rearrangement™’ 3-7
HER2 mutation™ 2-4
ROS1 fusion gene™ 2
RET fusion gene™™ 1-1.4
MET amplification™*™ 1-5

21

PI3CA mutation™®"’

Adenocarcinoma 2

Squamous cell carcinoma 3.6-6.5
BRAF mutation™® 1-4.9
FGFR1 amplification™

Adenocarcimona 3

Sqguamous cell carcinoma 21
DDR2 mutation®’ 3.8
in squamous cell carcinoma
AKT1 mutation™** 1.1-7

in squamous cell carcinoma
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M3199 1: HEAIANUUVNTUUDI DNA Nana 1aa1n FFPE 1ag fresh frozen tumor tissue

Conc(ng/ml)
sy FFPE . No Tissue Con.(ng/ml)
FF1 S13-22101A 1 45.2 Tl 4995120 58.6
FF2 S13-19615 A 6.1 T2 4529760 31.8
FF3 S13-20669 B 2.78 T3 5078595 4.06
FF4 S13-27934 A 3.2 T4 2629026 5.32
FF5 S13-18158 A 0.162 T5 4865138 17.2
FF6 S14-31800 A 4.14 T6 4755979 85.6
FF7 S13-28482 A 0.95 T7 4712787 50.6
FF8 S14-517 C 62.8 T8 4526832 23.6
FF9 S13-24952 A 1.07 T9 2880019 69.8
FF10 S13-29982 A 0.18 T10 4637183 46.6
FF11 S14-20904 D 13.7 T11 2577166 41.6
FF12 S13-14859 A 1.02 T12 2267126 75.6
FF13 S14-874 B 60.2 T13 5074949 92.6
FF14 S14-2054 A 17 T14 5071068 43
FF15 S13-21172 A 0.638 T15 5085883 324
FF16 14-674 E 65.4 T16 3677696 40.6
FF17 15-29936 A 12.2 T17 3584 16.1
FF18 S13-23643 G 31.8 T18 4051689 7.84
FF19 S13-22387 B 3.78 T19 5030085 32.8
FF20 S13-24993 A 1.52 T20 4356920 28.8
FF21 S13-10662 A 1.19
FF22 S13-11238 G 4.84
FF23 S13-11889 E 3.34
FF24 S13-12974 E 2.18
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FF25 S13-14405 N 2.38
FF26 S13-15327C 2.72
FF27 S13-15681 G 3.48
FF28 S13-17211 G 1.21
FF29 S13-17589 F 0.464
FF30 S13-18073 G 1.28
FF31 S13-18327 F 0.192
FF32 S13-19903 B 1
FF33 S13-20188 F 0.898
FF34 S13-20212G | luiing
FF35 S13-22824 A 2.62
FF36 S13-24335 D 0.468
FF37 S13-26577E 10.6
FF38 S13-27499 M 0.39
FF39 S13-27849 E 2.76
FF40 S13-30108 C 0.578
FF41 S13-31271 D 1.75
FF42 S13-3828 F 21.2
FF43 S13-4970 G 3.48
FF44 S13-5002 D 0.366
FF45 S13-5184 M 0.336
FF46 S13-5614 D 0.514
FF47 S13-6221 D 0.72
FF48 S13-7086 E 0.18
FF49 S13-7479 D T33ing
FF50 S13-7651 G 0.912
FF51 S13-8157 B 8.22
FF52 S13-8895 F 3.86
FF53 S14-11512 D 0.314
FF54 S14-19719 G 0.254
FF55 S14-24655 L 1.44

HINYNA: - FF = FFPE, T = Fresh frozen tumor tissue, Conc = Concentration of DNA
= o ?lll !
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-1 dodIUA Ao NHIUMIATIIAUAINLAZUINT run NGS
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2. Mefing9e1d1aon DNA N1d1A91N Frozen Tissue 41 12 samples tag 910 FFPE 11 44 samples 1io
1191 Next Generation Sequencing analysis Taely library U84 Qaigen Lung Cancer Panel 45 Genes
(AKTI, ALK, APC, ATM, BAI3, BAP1, BRAF, CDKN2A, EGFR, EPHAS5, ERBB2, ERBB4, FBXW7,

FGFRI, FGFR2, GRMS, KDR,KEAPI, KIT, KMT2D, KRAS, LRP1B, MDM2, MET, MLHI, MUCI6,
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MYC, NF1, NFE2L2, NOTCHI, PDGFRA, PIK3CA, PIK3CG, PKHDI, PTEN, RARB, RBI, RET, ROSI,
RUNXITI, SMAD4, SMARCA4, SOX2, STK11, TP53) im31¥n quality nniiuaeu tiietlesiums

a a o 3 i [ . 6”/ 1 o a 4 .
AAnaIa uazkamsans 1zl unumelo Wi quality ‘1/]ﬂ"lluﬂﬂu1Uﬂ15ﬁﬂ$u1N13lﬂ51$ﬂ somatic

g g
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cancer mutations HA91NUUIAS 8N library FoU50ond I UARUIUNT un NGS dandaslugiin 1 uag
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gﬂﬁ 1 uaeq Ion Torrent Workflow
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M13197 2 Incidence of molecular alterations by NGS in Thai lung cancer patients (N=56)

Gene Mutation( N=56) N %
EGFR 22 39.29
BRAF 7 12.5
KRAS 11 19.64
MET 1 1.79
No mutation 15 26.79
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3 1112 Prevalence of molecular alterations in Thai lung cancer patients

Percentage of Gene Mutations

MET
2%

1az9INA13199 3 1Az 31N 3 ueADIwtiaved EGFR mutations 95 W11 common mutations 1A%
9 v
sensitive mutations A081A1U EGER (EGFR exon 19 del 1% exon 21 L858R) WUWUFIDN 76% T4
o {1 1 {3
TndiReanuiinufiarsdszme nazwudnluaulnell EGFR exon 20 T790M Wiy denovo mutation g4
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M13197 3 Prevalence of EGFR mutations by NGS Gene mutation

EGFR Gene Mutation N %
EGFR Exon 19 Deletion 10 40
EGFR Exon 20 Insertion 1 4
EGFR Exon 18 G719X 2 8
EGFR Exon 21 (L858R) 9 36
EGFR Exon20 (T790M) 3 12

gﬂﬁ 3 Prevalence of EGFR mutations

Percentage of EGFR mutations

EGF EGFR Exon 20
18 G719X Insertion
8% 4%

~ g}.: = o ~ EA < a’; <3 A

M13199 4 HunaaanmslasunlaamanugnssunnulugihouziE aleans 56 518 Tagazmiuigile
g‘/ =1 ~ o 1 ~ [ ~ 2 g o A

9319 (16%) HuiMslasumlaanaiugnssuunna 1 ou awaaslumsnan 5 saudusioun
' 9 A A ) =< ' v X < = A A = X
ApUNgAUlaMeunuMsAnEINeUWINY Juwamsmnyinauluiissninwanmsanyiie1nae
U [ < [ 1
daralimsinulsauzSalealuaunelinnuuanasninalszmalusuinn asdossonadsl

g’/ A o = 9 <3 g’/ av o Y A .3
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M151971 4 Mutations detected in EGFR, AKT, BRAF, KRAS, MET in 56 samples by NGS

Sample Amino Acid Change
EGFR AKT BRAF KRAS MET
T2 G719A
T3 G12C

T7 G12D

T10 L858R

TI11 19 Deletion

T12 19 Deletion

FF1 V600E

Splicing

FF14 L858R

FF17 L858R

FF18 L858R G12D

FF19 G12C

FF21 19 Deletion

FF22 G12V

FF23 L858R




FF24 V600E | G12D

FF25 19 Deletion G12D

FF26 L858R

FF27 19 Deletion

FF28 20 Insertion, G12D
T790M

FF30 19 Deletion E17K G12D 14
Splicing
FF31 V600E
FF32 19 Deletion
FF33 Gl12C
FF35 G12D
FF36 19 Deletion, G12D
T790M
FF37 L858R
FF38 T790M, L858R G12D 14
Splicing
FF39
FF40 G12D,
G13S

V600E

FF43 19 Deletion G12D
FF44 V600E

FF45 V600E

FF46 V600E

FF47 E17K G13S
FF48 V600E

FF50 G12D
FF51 L858R

FF52 19 Deletion
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HNENHA): - Lo Ao l13J°I/‘I°]J mutation, ?ﬁ’s\h A9 WU mutations 1NN 1 AUKWUN, TV AD WU 1

AU

- FF fl® FFPE tissue sample, T A9 fresh tumor tissue sample

a Al Aaa v d 1 o v
ATNN S F;!‘iJ’JEI 9918 NUUNYWHTNINAN 1 MUYUS

Sample Amino Acid Change
EGFR AKT BRAF KRAS MET
FF24 V600E | G12D
FF25 19 Deletion G12D
FF28 20 Insertion, G12D
T790M
FF30 19 Deletion E17K G12D 14
Splicing
FF36 19 Deletion, G12D
T790M
FF38 T790M, L858R G12D 14
Splicing
FF43 19 Deletion V600E | G12D
FF47 E17K G138
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6.3 MIANHIUNUINYOIE Metformin, Aspirin, Hazenngy Statins Tumstlosnursoanons
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EGAT EGAT 1/1 | EGAT1/2 | EGAT1/3 | EGAT1/4 | EGAT1/5
Number of population at
follow-up each visit 3499 2967 2360 1958 1609
Year 1985 1997 2002 2007 2012

a o ya A 1A A A ' o
M13190 2 uaﬂammugngmmmmmzmnmamaﬂumimwuﬂmammazma EGAT 2

EGAT EGAT2/1 | EGAT2/2 | EGAT2/3 | EGAT2/4
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Year 1998 2003 2008 2013
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gﬂ‘ﬂ 1 HAHJNUaAINIINALadNH NIV cohort YDIN1IIVY

5,446 patients recruited
EGAT 1/3-1/5
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excluded 504 people from EGAT 2 due to
they had only 1 visit and without interesting
disease and medications.

\ 4
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0.25 0.50 0.75 1.00

0.00

mM31971 3 uaasglinmsamesmsiialsnuzi3elu EGAT 1 1as EGAT 2

Person-year No. of Incidence rate | Incidence rate Median time to

EGAT | No. of subjects at risk cancer (1:1000/year) (95%CI) diagnosis (years)
1 2,040 17,405 201 12 10-13 11.8
2 2,400 20,727 101 5 4-6 11.0
Total 4,440 38,132 302 8 11-12 11.4

317 2 naaslomamsifaazi33 (Probability of cancer diagnosis) 114 EGAT 1 #az EGAT 2 1151

Years

EGAT 1

——— EGAT2

Time EGAT Probability (%) | 95% ClI
5 years 1 3.9% 3.2-49
2 2.3% 1.8-3.0

517 3 uaaslomamsifaazi3a (Probability of cancer diagnosis) 114 EGAT 1 #az EGAT 2 #17)

0.25 0.50 0.75 1.00

0.00

Time EGAT | Probability (%) 95% ClI
7 years 1 6.2 % 51-74
2 3.0% 2.4-38

Years

EGAT 1

——— EGAT2
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317 4 naaslomamsifaazi3a (Probability of cancer diagnosis) 14 EGAT 1 #az EGAT 211101

0.50 0.75 1.00
Il Il Il

0.25
Il

0.00
Il

EGAT 1

——— EGAT2

Time EGAT

Probability (%)

95% ClI

10 years 1

9.9 %

85-114

4.4 %

3.6-53

15137 4 taaaleMansinANISa (Probability of cancer diagnosis) 14 EGAT 1

waz EGAT 29 5,7, uaz 10 1

Time EGAT 1 EGAT 2
Probability (%) 95% CI Probability (%) 95% CI
5- Years 3.9 32-49 2.3 1.8-3.0
7 - Years 6.2 51-74 3.0 24-38
10 - Years 9.9 85-11.4 4.4 36-53
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M151971 5 4AAQ Univariate analysis Y9I 1%81 ASA, Metformin, 1590 Statins ttazéauilso1q Aowa

slli’)\?ﬂTi!fQ]ﬂIﬁﬂNZ!%x‘i
No. of | Incidence rate | Incidence rate
Factors Person-year at risk | cancer | (1:1000/year) (95% CI) HR (95% CI) P- value
ASA
Yes 9,944 71 7 6-9 0.64 (0.47-0.87) 0.004
No 9,398 97 10 8-13 Ref.
Metformin
Yes 4,108 23 6 4-8 0.65(0.42-0.99) | 0.034
No 31,234 247 8 7-9 Ref.
Statin
Yes 9,935 48 5 4-6 0.48 (0.35-0.66) | <0.001
No 28,009 230 8 7-9 Ref.
Sex
Male 27,739 226 8 7-9 0.82(0.62-1.09) | 0.171
Female 10,355 63 6 5-8 Ref.
Age
50-60 16,134 103 6 5-8 0.59 (0.40-0.88) | 0.010
=60 17,601 152 9 7-10 0.68(0.46-1.01) | 0.057
<50 4,387 36 8 6-11 Ref.
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M15190 6 4aA9 Multivariate analysis Y0911 ASA, Metformin, %30 Statins #azfulsvuq Ao

a <
Wﬁﬂl@ﬂﬂ1§!ﬂﬂiiﬂ3~l$!iﬁ

Factors HR P-value 95% CI1
ASA
Yes 0.72 0.06 0.51-1.01
No Ref.
DM and Metformin
DM (taking Metformin) 0.84 0.49 0.51-1.38
DM
(not taking Metformin) 1.78 0.02 1.09 - 2.89
No DM and not taking
Metformin Ref.

DLP and Statins

DLP (taking Statins) 0.42 <0.001 0.27-0.64
DLP ( not taking Statins) 0.56 0.003 0.38-0.82
No DLP and not taking

Statins Ref.

Age
50-60 1.23 0.66 0.48-3.15
= 60 0.77 0.59 0.30 - 1.9
<50 Ref.

Sex
Male 1.24 0.83 0.83-1.86
Female Ref.

Statistical analysis method: Cox’s regression for analysis estimate HR (95% CI) 1ta¢ Kaplan Meier for

analysis estimate rate 95% CI
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PNaIIUUUINaY 3
ﬁgﬂﬂlm!mﬂl web base NSCLC (29 Jul 2016)

Registration form

W“]Jﬂﬂluﬁ1 Primary care under care at oncology unit aqudud il

Primary cancer under care at oncology unit

O 1) Breast

O 2)Lung > NSCLC

Number of disease :

Disease number 1 : 4) Colorectal v
Disease number 2 : 1) Breast v
Baseline

1. gy Smoking TuaIu Please specify number of pack-year voud luiy
Please specify number of pack-year
O Unknown
O Number of pack-year, specify |:|
2. auls Smoking Tueau Please specify number of years to stop smoking voud luilu
Please specify number of years to stop smoking
O Unknown
O Number of years to stop smoking, specify |:|

Medical History

Smoking : O 1. Neve ®

Please spedfy number of years to stop smoking
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Part I
1. gy Histologic subtype of adenocarcinoma (check all that apply)
1.1 1191811 check all that apply 901
= o A S A I
1.2 nlasudnasnannmmagsuilulanay

1.3 wasu@euly IWaunsomenaov ldiisate latonile

2. a5 Site of biopsy / cytology
2.1 Method vetiudndoniy 1. Biopsy
2. Cytology

3. Surgical specimen

3. A9 Is this the first diagnosis of NSCLC?

l3i19z189nn0Y No 30 Yes dod l1/noudo please specify stage at first diagnosis (AJCC edition 7)
. J @ glz Y glz A A A Y ' @ .

Primary Tumor (T) : #io aiainuve ldund luniaesga Ao vernuilse Toamouauaisduls Primary

' Y A . . Y Y A <
Tumor (T) 31 -> 01 T2 LUDIDIN visceral pleural involvement LALNDU <3 cm iaennouilu T2a

Is this the first diagnosis of NSCLC?

® 0. No
If not the first diagnosis, please indicate current disease status (check only one)
O 1. Loco-regional recurrence
O 2. Distant metastasis
O 3.Both
O 4. In remission

please specify stage at first diagnosis (AJCC edition 7)

Primary Tumor (T) : Tx. Primay tumaur cani v
Regional Lymph Nodes (N) : Nx. Regional lymph noc v
Distant Metastasis (M) : MO. No distant metastz v

Stage Grouping (auto) :

4. SUNIUTA Stage Grouping (auto)
TuN5al711890 Distant Metastasis (M) 133192184 M1 50 M1a %158 M1b 9zd0uiu Stage IV 1a10

A dyd o Idg! 1 tg I X2 A Y Ia
Yariinuaouilae Mia nu Mib lidiu Stage IV fiz Uiy UNKNOWN #9ia voldunilu Stage IV

Is this the first diagnosis of NSCLC?
O 0. No
® 1. Yes

please specify stage at first diagnosis (AJCC edition 7)

Primary Tumor (T) : T3. Tumour more than | %
Regional Lymph Nodes (N) : N3. Metastasis in conti %
Distant Metastasis (M) : MO. No distant metastasis

M. Distant metastasis

M1a. Separate tumour nadule(s) in a contralateral lobe; tumour with pleural nodules or malignant pleural or pericardial efusion
M1b_ Distant metastasis

5. [Please, select
3. |Please, select

4, |Please, select

5. | Please, select

Stage Grouping (auto) :

mB
IF Tx or Nx, please specify stage

grouping :
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naauuvyans
NSCLC
@ Disease Form D Follow-up Form
@ NSCLC Form - Part I @ Follow-up No.1
@ NSCLC Form - Part II : Local Treatment X @ Follow-up No.2
@ NSCLC Cancer Form - Part III : Systemic Treatment X
CRF NSCLC (Revision 13 Oct 2012).xls
Part I11

Y
119 HN a9n5u0an ua bivutjuiien

Y d’@' 1 = s A o w 19y Y [ dy Y A A
*119 HN adATuLan Guuﬂmsum HANATDNTNIY X NINUDYATUNMYTA ﬂuuma“lmmaeﬂ LW@iJﬂull‘]J

9 v
NAAUVDYANS
U
NSCLC
@ Disease Form O Follow-up Form
@ NSCLC Form - Part I @ Follow-up No.1
@ NSCLC Form - Part II : Local Treatment % @ Follow-up No.2
@ NSCLC Cancer Form - Part III : Systemic Treatment X
CRF NSCLC (Revision 13 Oct 2012).xks
Part FU

v XK

Y a J 9 ? o Wy o AL 9 A
*FUGIE]\?WilWll'ﬁ’J‘]_J’L!“VIﬂG]ﬂﬂuﬁ@ﬁi@ﬂquﬁuﬂﬂlﬂﬂll!ﬁgﬂﬁﬂvl?ﬁ]&ﬂﬁﬂul@\‘l

A

@135 Status §1189NABY 4.Unknown / Lost to follow up 1187 web base 92173A1 1% asdoyasiuaig

Please specify date of death 7o 9uive 1¥al Please specify date of death 890

Follow Up Form : NSCLC ( FU NSCLC (Revision 04 Sep 2012).xls )

HN: 2571107 Name: aueja waaay ID: 171

Follow-up Form (NSCLC)

Follow-up No.
Date of data entry 2014-07-25

Date of last clinic visit captured in this entry 2014-06-16
Status o1
Oz

[O:N
L

® 4.u
Pl

lease specify

1 9 9 1 1 n v ?z}.l A 1 = o 1 A =
“lieninsaaudeyala ogrusu lu'ldms FU asan 2 swzavedielsdag sinjumiuasaliud

«sianso Edit doya FU la
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Is this the first diagnosis of NSCLC?

no or yes, please check anky one

wscicme: [0 -CI 113

(Site 1D)  {site Nurrber)

@) 0.

1f not the first diagnosis,

{check only one)

@) 1. Loca-regional recurrence**

o] 2. Distant metastasis,
please specify site of distant*~

@] 3. Both
please spedify site of distant*”

Please specify date of
documented recurrence

1.
2
3.
4,
9.

CILQUDE_ather)

@] 4. In remission

(AJCC edition 7)

please specify treament

Primary Tumor (T)**
Regional Lymph Nodes (N)**
Distant Metastasis (M)**

Stage Grouping*”
(Autocalculator)

IF Tx or Nx, please specify stage grouping

¢NF15_1) 0. No

1. Yes
If yes, please specify methog

Surgery’

Q
Q

NF1S, X

Chemotheraphy’ 0. No

1. Yes

If yes, please specify regime

0. No
1. Yes

Q0

Radiation ™" *-**

(0]0]

oo e o)

(AJCC edition 7)

Primary Tumor (T)*?
Regional Lymph Nodes (N)**

Distant Metastasis (M)**

1 Brop (NFIULONELS siber)
2 Dirop d

3 Drop dov

a, 4D down |G the)
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Stage Grouping*”

{Autocalculator )

IF Tx or Nx, please specify stage grouping

Region of primary tumor s Q C34.0 1. Main bronchus(carina, hilus)
(ICD-10) Upper lobe
QO 41 2. Right upper lobe
@] C34.1 3. Left uppper lobe
o C34.2 4. Middle lobe
Lower lobe
9] C34.3 5. Right lower lobe
o €343 6. Left lower lobe
Overlapping lesion of bronchus and lung
O C348 7. Right overlapping lesion of bronchus and lung
o C348 8. Left overlapping lesion of bronchus and lung
bronchus or lung, unspecified
@) C34.9 9. Right bronchus or lung, unspecified
O cae 10. Left bronchus or lung, unspecified
O 11. Other, please specify'™**"-*}
aneadau
*Right hilar
*Left hilar
*Trachea

*Bilobe (1Usas:y wiu RUL + RLL)
Pathology / Cytology number (ramathbod Hospital orly) e (T fia ddnuT N &a duau)

(T Aa drdnus N Ha duan)
Bavla: valifidy add wula

Date of first diagnosis (tate of pathdloay / cytsloay report] inFze)

Age at diagnosis (wuocaicuiate) (Date of pathology report - Date of birth)

-

Biopsy
Cytology

Site of biopsy / cytology e Method ™

K

SiteNFIe.2)

=

. Primary tumor
. Metastalic site, please specify’ |
Unknown ** Drop down list of site of distant

ANFI0_3)

[T-2 V]

=

Biopsy
. Cytology

Details of tumor histology /cytology ™" **' Method "' '+

Adenocarcinoma

Squamous cell carcinoma
Adenosquamous cell carcinoma
Large cell carcinoma

Large cell neurcendocrine

. Others, please specify

Histology ™+

(F31_3)

000000 0O 000 0O

e

FUTEES

Histologic grade (ched orly warst grade] o 1. Well differentiated

) 2. Moderately differentiated
Q 3. Poorly differentiated

o

9. Unknown

54



Histologic subtype of
adenocarcinoma (check ai that appiy)

EGFR mutation status

ALK rearrangement’ "% %

F

BIM expression and polymorphism '™

Other mutaion™"*™

Lung cancer surgery

Other cancer related procedure

# anmldaanasundunidadala dlue e iz vasas: iy

INF3A 1}

00 000000

QQ QQ

Q0

o

NFEZ)
inFady
{nF4B}

teiras)

{NFSYY e
o

(HFs 2

(H¥s4)

1. Lepidic

2. Mucinous

3. Signet ring

4. Mixed lepidic predominant

5. Mixed mucinous predominant

6. Other, please specify ™ *5-%!

0. Not done
1. Done
It done, please specify date “‘" L
Results o 1. No activating mutation
L © 2. activating mutation present
IS5 If activation mutation present, please provide detail
(Check all that apply)
o] 1. Exon 19 deletion
@] 2. LBSBR mutation
0] 3. G719X mutation
o 4. T790M
0] 5. Insertion of exon 20
) 6. Other, please specify
o] 9 unknown
0. Not done
1. Done

(NF4DA_2]

It done, please specify
1. Positive by THC
o] 2. Positive by FISH
o 3. Positive by both IHC and FISH
o 4, Negative

0. Not done

1. Rone
It done, please specify ™ #9523
1. Positive by RT-PCR
@) 2. Positive by THC
o] 3. Positive by both RT-PCR and IHC
o]

4. Negative

0. Not done
1. Done
It done, please specify

{NFSOC_2)

0. No
1 Yes
If yes, please specify (check all that apply)
[ 1. Lobectomy
[J 2. Wedge resection
[ 3. Pneumoectomy
] 4. Other, please specify:
[N 4.1 Tedt
4.2 Text
43 Text
44 Text
45 Te
0. No
1 Yes

If yes, please Specify (chack all that apply|
[ 1. Chest tube drainage +/- pleurodesis

[ 2. Thoracoscope +/- pleurodesis
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iNESS)

3. Endobronchial stenting

{HF5B [ 4. Endoscopic cryotherapy

5. Other, please specify

:-’\FS’?

ihes 5.1
5.2
53
54
54 L
INFBI_x}
Radiotherapy O 0. No
@) 1 Yes
If yes, please specify detail below
ENEGIN] o )
Site No. |[Location Therapy setting Dose (cGy) Start Stop
8 (check only one) Date Date
OIA Adiuvant INFRD_Z 5% (RF6T T 0y N £33
1 o O2. palliative Hibn l O9. Na D2
3. Locally advance :sequental with chemoks {mumerbic box 37uzu % win)
4. Locally advance :conaurert with chemaks (hRe7.8.)
9. Unknawn
Ol. Adiuvant INFS3_2 o} [(NFB3_3_x) “IREES_4_%}
2 2. palliative Og. NA Date
3. Locally advance :sequertai with chemors (rwmierbic box 37U - wAn
4. Locally advance :conarert sith chemaks thispaxl {NFE3.5.)
9. Unknown
1. Aduvant ] TR
3 i Jrop dewn 2. palliative :—_:] O9. NA Date |
i 3. Locally advance :seawental vith chemerx {numerbic box A aiu 4 whn)
Lt 4. Locally advance :conarent with chemeils areL e
Oa. Unknown
Add _ hdaula: natisign add location viu'la

(PSR {Enuran

Systemic treament for NSCLC cancer’

o)

If yes, please provide detail below

No. flao / aase1+.9 Start Date | Stop Date Therapy setting Reason for stopping Is targeted drug being Best
(check only one) {check anly one] given concomittantly? response
o) ST (764,553 =y p— (RTed 170
1 Ten Gowh 1 O1. Adiuvant (post-surgery) O 1. Complete O1.cr
If ather, please specify 2. Neoadjuvant regimen 2./
! Fext 3. Definitve CCRT O2. Toxicity If yes, please specify 03.5p
(NESA_t._otte_x (4. sequential CMT-RT or 3. Disease Start Date 4. p0
RT-CMT progressian Date 9. NA
Os. Palliative 4. Lost to follow up Date T i
1 Therapy setting = adjuvant 18t FJ’:\" NFS4 S % ) o
Ao response maouu CR windu If other, please specify
2B 30 _x)
ot (R [
2 Diop i Dat Cate 1O Adjuvant (post-surgery) 1. Complete 0. No Ot cr
[r other, please specify L KRR OL S 0Oz Neoadjuvant regimen O1. Yes D2.pr
i T 3. Definitve CCRT O2. Toxicity If yes, please specify 03. 50
(NFB3_1_sthws_x) 4. sequential CMT-RT or 3. Disease Name*'® | Start Date Oa.rp
.
RT-CMT progression i Q9. na
s, Palliative 4. Lost to follow up s
7 Therapy setting = adjuvant G 3 dms
A i response Aaatu CR winfu 1f other, please specify o
Tex, 2
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trFGa_t ) I traEeg a4 wy st 5 o) e 5 n ) JorFea_11_x}
3 Drop v 3 ] *Imr Dat 1, Adiuvant (post-surgery) O 1. Complete 0. No O1cr

1f other, please specify e [ Oz, Neoadjuvant regimen O1. Yes O2.pR

O3, Definitve CCRT D2, Toxicity If yes, please specify 03.50
MRS 1, st 4. Sequential CMT-RT or 3. Disease StartDate | Stop Date | O4, pD
RT-CMT progression 9. na

Os. Palliative 4. Lost to follow up Da g r—
41 Therapy setting = adjuvant X} iHFed 3 i s
aa0w5a response diaoilu CR iy i

AT | s g e hon T’Tmi EE¥EY)

4 1. Adiuvant (post-surgery) (1. Complete 00. No O1.cr
2. Necadjuvant regimen 01 Yes O2.pr
3. Definitve CCRT 2. Toxicity If yes, please specify 0O3.50
D4, Sequential CMT-RT or 3. Disease | _Name* | StartDate | StopDate | O4.pp
RT-CMT progression dower: Late e 9. na
s, palliative 4. Lost to follow up _Date [ e
11 Therapy setting = adjuvart NFE3 8 x ) ifF6d %« k)
Aimusa response apsilu CR wivdu If other, please m‘w
—'F?E'—I“ 1oL
Add wWauly: valifiny add 8201 / aeso wn'ld

Drop down list of loco-regional recurrence

1 Main bronchus{carina, hilus) 1
Right upper lobe

Left uppper lobe

Middle lobe

Right lower lobe

Left lower lobe

Right overlapping lesion of bronchus and lung
Left overlapping lesion of bronchus and lung
Right bronchus or lung, unspecified

V0N W s W
(R RN SR Sy )

* primary Tumor (T)

10 Left bronchus or lung, unspecified 10
11 No data ¥
12
13
14
15
16
17
18
19
Tx Primay tumour cannot be assessed, or tumour proven by the presence
of malignant cells in sputum or bronchial washings but not visualized by
imaging or bronchoscopy
T0 No evidence of primay tumour
Tis Carcinoma in situ
T1 Tumour 3 cm or less in greatest dimension, surrounded by lung or
visceral pleura, without bronchoscopic evidence of invasion more proximal
than the lobar bronchus (i.e., not in the main bronchus)
Tla Tumour 2 cm or less in greatest dimension
Tib Tumour more than 2 cm but not more than 3 cm in greatest dimension
T2 Tumour more than 3 cm but not more than 7 cmy; or tumour with any
of the following features:
- Involves main bronchus, 2 ¢m or more distal to the carina
- Invades visceral pleura
- Associated with atelectasis or obstructive pnemonitis that extends to
the hilar region but does not involve the entire lung
T2a Tumour more than 3 cm but not more than 5 cm in greatest dimension
T2b Tumour more than 5 cm but not more than 7 cm in greatest dimension

3 Tumour more than 7 cm or one that directly invades any of the following:

*2 Drop down list of site of distant

Adrenal gland

Bone, please specify

Brain

Liver

Lung

Lymph nodes, distant
Pericardium

Pleura

Skin / Subcutaneous (distant) /
Soft tissue

Other, please specify

Jeat
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T4

= Regional Lymph Nodes (N)

Nx
NO
N1

N2
N3

*+° Distant Metastasis (M)

Mo
M1
Mia
Mlb

*7 *Stage Grouping

[T IRV Y, T S PVR N

chest wall (including superior sulcus tumours), diaphragm, phrenic nerve,
mediastinal pleura, parietal pericardium; or tumour in the main bronchus
less than 2 cm distal to the carina but without involvement of the carina;
or associatd atelectasis or obstructive pneumanitis of the entire lung or
separate tumour nodule(s) in the same lobe as the primary.

Tumour of any size that invades any of the following: mediastinum,
heart, great vessels, trachea, recurrent laryngeal nerve, oesophagus,
vertebral body, carina; separate tumour nodule(s) in a different ipsilateral
lobe to that of the primary.

Regional lymph nodes cannot be assessed

No regignal lymp node metastasis

Metastasis in ipsilateral peribronchial and / or ipsilateral hilar lymph nodes
and intrapulmonary nodes, including involvement by direct extension
Metastasis in ipsilateral mediastinal and / or subcarinal lymph node(s)
Metastasis in contralateral mediastinal, contralateral hilar, ipsilateral or
contralateral scalene, or supraclavicular lymph node(s)

No distant metastasis

Distant metastasis

Separate tumour nodule(s) in a contralateral lobe; tumour with pleural nodules
or malignant pleural or pericardial effusion

Distant metastasis

Stage T N M
0 Tis NO MO
IA Tia, b NO Mo
1B T2a NO Mo
1A T2b NO Mo
1A Tia, b N1 Mo
IIA T2a N1 M0
1B T2b N1 MO
1B T3 NO MO

1A Tia,b, T23,b N2 M0
IIIA T3 N1, N2 MO
A T4 NO, N1 Mo
11e T4 N2 MO
1118 Any T N3 MO
v Any T Any N M1
Unknown T Nx Any M

** Drop down list of radiotherapy location

1

WE~NGWn b W

Adrenal

Bone cervical vertebrae
Bone lumbar vertebrae

Bane sacrum

Bone thoracic vertebrae
Bane, left femur
Baone, left humerus

Bone, Pelvis
Bone, ribs

Bone, right femur
Bone, right humerus

Bone other, please specify

Brain
Liver

Lymph nodes, distant
Lymph nodes, mediastinal / hilar
Lymph nodes,supraclavicular

primary tumor

Skin / subcutaneous (distant) /soft tissue

Other, plase specty
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*° Drop down list 229 Gau / gasun

chemotherapy
1 Docetaxel alone
2 Docetaxel + Carboplatin
3 Docetaxel + Cisplatin
4 Etoposide + Carboplatin
5 Etoposide+ Cisplatin
6 Gemitabine alone
7 Gemcitabine + Carboplatin
8 Gemcitabine+ Cisplatin
El Paclitaxel alone
10 Paclitaxel + Carboplatin
1 Pemetrexed alone
12 Pemetrexed + Carboplatin
13 Pemetrexed + Cisplatin
14 Vinorelbine alone
15 Vinorelbine + Cisplatin
16 other CMT, specify
Targeted treatment

20 Afatinib

21 Alectinib

22 Ceritinib

23 Crizotinib

24 Erlotinib (Tarceva®)
25 Gefitinib (Iressa®)
26 Other targeted treatment, specify

2% prop down list name of targeted durg

1
2
3
4
5
6

«1! +Stage Grouping

B L

Stage
I
1
1II
b4

Bevacizumab (avastin®)
Cetuximab (Erbitux®)

Other targeted treatment, specify
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Variables N (51) %
Age Mean (SD) 62.7 (11.2)
Min : Max 29:90
Gender  Male 20 39.2
Female 31 60.8
Stage
1A 13 255
B 12 23.5
A 4 7.8
1B 1 2.0
A 5 9.8
v 13 255
Unknown 3 5.9
Histologic grade
Well differentiated 12 23.5
Moderately differentiated 17 33.3
Poorly differentiated 2 3.9
Unknown 20 39.2
Histologic subtype of adenocarcinoma
Lepidic 4 7.8
Mucinous 1 2.0
Signet ring 0 0.0
Mixed lepidic predominant 12 23.5
Mixed mucinous predominant 0 0.0
Other, please specify 34 66.7
EGFR mutation status
Not done 29 56.9
Done 22 431
No activating mutation 10 455
Activating mutation present 12 54.5
Exon 19 deletion 5 31.3
L858R mutation 5 31.3
G719X mutation 1 6.3
T790M 0 0.0
Insertion of exon 20 2 12.5
Other, please specify 3 18.8
ALK rearrangement
Not done 42 82.4
Done 9 17.6
Positive by IHC 1 11.1
Negative 8 88.9
Distant metastasis at first diagnosis of NSCLC
Brain 7 13.7
Pleura 6 11.8
Bone 3 5.9
Liver 2 3.9
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Lung 2 3.9
Adrenal gland 1 2.0
Lymph nodes, distant 1 2.0
Pericardium 1 2.0
Spleen 1 2.0

ALK; anaplastic lymphokinase, EGFR; epidermal growth factor receptor, NSCLC; non-small cell lung

cancer
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