Case #1




F/65 o AN
C.C: Persistent cough onset> 1MA
Alcohol: Non-alcoholics,

Smo
PMH

<ing: Never smoker

x. DM/HT/TBc/Hepatitis (-/-/-/-)
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C.C: Persistent cough onset> 1MA

Bronchoscopy; Adenocarcinoma, moderately
differentiated

PET-CT; LN/ - suspicious
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What Next ?

1. Proceed to Thoracotomy

2. Concurrent chemoradiotherapy
3. Mediastinal nodal staging

4. Chemotherapy
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VATS mediastinoscopy; LN 7 (+)
NSCLC, ADC, cT2N2MO, RML

EGFR - exon 19 deletion
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Next Management Plan?

1. Proceed to Thoracotomy

2. Neoadjuvant chemotherpy

3. Concurrent chemoradiotherapy
4. EGFR TKI
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Tarceva
for 8 weeks
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Tarceva
for 8 weeks
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* Neoadjuvant Tarceva for 8 weeks
(2009.8.21-2009.10.19)

— RMLobectomy with mediastinal LND
(2009.10.21)
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Pathologic reports— e

* Lung, right middle lobe, RMLobectomy with mediastinal LN dissection
Adenocarcinoma, moderately differentiated, mixed acinar and BAC pattern

lateral segment
(1) Size: 4x3x1.5cm, invasive carcinoma (1.1cm in diameter)
(tumor volume 50%; fibrosis 30%; necrosis and calcification 20%)

(2) Vascular invasion (arteriolar or venous): not identified
(3) Lymphatic invasion: not identified
(4) Perineural invasion: not identified
(5) Margins Bronchial 1.2cm
(6) Pleural/extrapleural : tumor located within the lung parenchyma (PLO)
(7) Lymph nodes included in main specimen

a. Total number examined 6

b. Number involved by tumor 0
Soft tissue labeled “ LN 7", biopsy :
. Dense collagenous tissue with foreign body granuloma (no residual tumor)
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Image (post-Op




Next Management Plan?

1. Observation

2. Adjuvant radiotherapy

3. Adjuvant chemotherapy

4. Adjuvant chemoradiotherapy
5. Adjuvant EGFR TKI
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— Adjuvant Taxol/Carbo x 4
(2009.11.11-2010.1.19)
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2011. 8 ; Pelvic pain for 2 months
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2011. 8 ; Pelvic pain for 2 months

— Recurrence with
lung-to-lung metastasis
bone mets: T6 vertebra,

left iliac bone metastasis
s/p palliative RT 30Gy (2011.8.10-8.19)

— Palliative Gefitinib (2011.9.29-
--> PR > 4 years
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Tumor Response and Toxicity of -Erlotinib in
Patients With Ear on-Small-Cell Lung Cancer —

J Clin Oncol 30:2731-2738. © 2012
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Tumor Response and Toxicity of -Erlotinib in
Patients With Ear on-Small-Cell Lung Cancer —

J Clin Oncol 30:2731-2738. © 2012
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CTONG1103AEMERGING) =

Treatmentnaive
HIA-N2 NSCLC
N2 confirmed by
mediastinoscopy/

EBUS/PET-CT

EGFR activating
mutation

ECOG 0-1

Age =18 yrs
{n=90)

Erlotinib Erlotinib

150 mg/day = > > 150

x6 weeks mg/day

1 year

Gem
1,250 mg/m?
d1,8 + Cis
75 mg/m? di
g3w x2
cycles

Primary endpoint

ORR

Secondary endpoint

Lymph node
downgrade rate
Complete resection
rate

pCR

PF3

0s

QoL

Safety

Exploratory research

24w & 48w DFS rate
Biomarker profile
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Trials colurmn,

Use ref #

Study Stage andfor
design pathologic type

A Ad

Zyear Meadian  2-year
DFs  DFS 08

Reported trials of neoadjuvant and adjuvant therapy

Median
0%

Gold KA ¥ WCLC Il

Rizvi MNA Clin Cancer |l

Res

Janjigian ¥y JTO Re

D'Angelo SP

JTO Re

Waterhouse ASCOT035 |
[ hAg#

Waterhousze

Stage |B-IIl NSCLC

Stage | or I
MNSGLEG (T1-2
MNO-1 or TIMOMOY;
ad enocarcinama,

Stage [-III;

ad enocarcinoma with
EGFR 19 or 21 exon
mutati ons

Stage |-l NSCLG,
adenocarcinoma with
19-axon and 21 -exon
LESER) mutation @@
Staging IB-I1LA*
NSCLGC, any
pathological types

Staging IBAKIA
NECGLE

Staging [I1A-N2
NSGLEG, (19-axon
deficiency or LBSER
POl - rmutation)

Randomized

DOC + DOF
»3 oycles

Erlotinib =1 year

Gefitinib
«%21 days

Gefitinib =2 years (EGFR
mutation+ of with effective
neoadjuyant therapy)
MNone (patients without
affective neoadjuvant
therapy)

21 cases
Gefitinib
=21 days

G/E (median medication
time: 24 maonths)
MNone

GE G/E x2 years
neoadjuvant
therapy

=21 days
Mone CBP AUC =5) + DOGC + BEY
day 1, q21d =4 cycles; then
BEY day 1 + E g21d

=8 aycles

CBP AU =5) + DOC day 1,
q21d x4 oycles

Mone
Mone G x2 years
MNone Flacebo =2 years

PEM + CBP [AUC =5) q3w
x4 aycles then G, 6 months
PEM + CBP [AUC =5) q3w

xd oycles without G

MNahe

MNone

Maintenance traatment

Arm A BEY + erlotinib, q21d =8 aycles

Amm B: CEP (AUCS) + DOC, g3w x4 aycles

Induction treatment: CEP AUCS, DOC, BEY
q21d x4 cycles

2=y ear
DFS:
F7.6%

86.8%

4.2 yaars
MR

398
months
27n
months

92.4%

T7.4%

1-year 3-year

DFS: 78% OS5 B1%
88%0 £3%

5.1 years
MR

4.6
months
326
months
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Estimated )
) Redgistration ) Medication Primary  Secondary Study study anary_ Feparts
Trials FPhaze Stage Selected patients M MAd Ad , . . start . completion
nurmker time endpoint  endpoint i completion about data
time timea
date
FADIANT  MCTo0373425 1l IB-IlA EGFR-positive by 1,252 Mone Erlotini* 2 years OFS 0% DFS and 20069 20166 2013.4 2009
varous tests vs placeba® 05 in EGFR ASCOTE20;
(IHC and/or FISH) mutation+ AEs 2014
ASCOTE0,
7513
SELECT MNCTO0SE7359 I [A-II1A NSCLE, complaete 100 Erotinib Mone 28 days  2-year Safety, OS5 20065 20156 2014.5 2010 ASCO
resection; EGFR [single arm) befora DFS TOTE; 2012
mutation+, PSS 0-2 sUrgeries ASCOTo0;
2014
ASCOTS514
Wl OiEE 4 0L 111 -1l 48, LBSER mutation+, 230 Mone Gefitinik 2 years DOFS 05, safaty, 20919 3 vyears of 2012 ASCD
without T 20 250 mofday vs. patterns of enrolment TRST10
mutation vs MWE + 4 oyoles recurrence and 5 years
DoFP of following
up
ADJNANT NCTo1 405079 |l [-MlA Completely resected 220 Mone Gefitinib 2 years OFS 05, 3-year 2011.7 2018.8 2016.8
(M1-M2) pathological NSCLC vs MVE + s DFS, 5-year
with EGFR exon 19 Cis 4 cycles DFSA0S, safety,
delations and exon Dol AE
21 L858R activating
mutation; PS 0-1
MLZB2B0 NCTO1683175 [I1A 19 LB5BR mutation+ 94 Monea Erlotinik 2 years 2-year DFS, 05, 20128 20193 2019.3
v, NYWE + ws. DFS safety, Col, AE
Cis 4 oyoles SAE




