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Studies of EGFR-TKIs in EGFR
sensitising mutation-positive NSCLC

Study EGFR-TKI  n Line  mPES (M) HR
IPASS!?2 Gefitinib 132 First 9.5 0.48
WJTOG 34058 Gefitinib 86 First 9.2 0.49
NEJGSG 00245 Gefitinib 114 First 10.8 0.36
First-Signal® Gefitinib 42 First 8.4 0.61
OPTIMAL"8 Erlotinib 82 First 13.1 0.16
EURTAC? Erlotinib 86 First 9.7 0.37
ENSURE?® Erlotinib 110 First 11.0 0.34

LUX-Lung 3% Afatinib 230 First 11.1 0.58

LUX-Lung 62 Afatinib 242 First 11.0 0.28

1. Mok et al. N Engl J Med 2009;361:947-957; 2. Fukuoka et al. J Clin Oncol 2011;29(21):2866-2874; 3. Mitsudomi et al. Lancet Oncol 2010;11:121-128;
4. Maemondo et al. N Engl J Med 2010;362:2380-2388; 5. Inoue et al. Ann Oncol 2013;24:54-59; 6. Han et al. JCO 2012; 7. Zhou et al. Lancet Oncol
2011;12:735-742; 8. Zhou et al. ASCO 2012 poster. Abs 7520; 9. Rosell et al. Lancet Oncol 2012;13:239-246; 10. Wu et al WCLC 2013; 11.Sequist et al.
J Clin Oncol 2013 epub ahead of print; 12. Wu et al. Lancet Oncol 2014
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Advanced NSCLC: EGFR
mutation treatment strategy

3'd /4th line
therapy
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Studies of EGFR-TKIs in EGFR
sensitising mutation-positive NSCLC

Study EGFR-TKI n Line MRS (N) mOS (M)
IPASS!?2 Gefitinib 132 First 9.5 21.6
WJTOG 34058 Gefitinib 86 First 9.2 30.9
NEJGSG 00245 Gefitinib 114 First 10.8 27.7
First-Signal® Gefitinib 42 First 8.4 30.6
OPTIMAL"8 Erlotinib 82 First 13.1 22.7
EURTAC? Erlotinib 86 First 9.7 19.3
ENSURE?® Erlotinib 110 First NR
LUX-Lung 3% Afatinib 230 First NR
LUX-Lung 62 Afatinib 242 First NR

1. Mok et al. N Engl J Med 2009;361:947-957; 2. Fukuoka et al. J Clin Oncol 2011;29(21):2866-2874; 3. Mitsu i et al. Lancet Oncol 2010;11:121-128;
4. Maemondo et al. N Engl J Med 2010;362:2380-2388; 5. Inoue et al. Ann Oncol 2013;24:54-59; 6. Han et al. JCO 2012; 7. Zhou et al. Lancet Oncol
2011;12:735-742; 8. Zhou et al. ASCO 2012 poster. Abs 7520; 9. Rosell et al. Lancet Oncol 2012;13:239-246; 10. Wu et al WCLC 2013; 11.Sequist et al.
J Clin Oncol 2013 epub ahead of print; 12. Wu et al. Lancet Oncol 2014
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IPASS PFS

Gefitinib EGFR M+ (n=132)
Probability 1.0 —-‘_* ------ Gefitinib EGFR M- (n=91)

of PES : Carboplatin / paclitaxel EGFR M+ (n=129)
d Carboplatin / paclitaxel EGFR M- (n=85)
08 | *
. Gefitinib, HR=0.19,
: 95% CI 0.13, 0.26, p<0.0001
0.6 No. events M+ = 97 (73.5%)

. No. events M- = 88 (96.7%)

, HR=0.78,
0.4 d F 95% Cl 0.57, 1.06, p=0.1103
0.2

No. events M+ = 111 (86.0%)
No. events M- = 70 (82.4%)
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0.0 et PPy —
Time from randomisation (months)

Mok T, et al.NELM,2009
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Advanced NSCLC: EGFR
mutation treatment strategy

31 /4th line
therapy

Concurrent
> Induction and maintenance
Intercalated
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Combination with platinum doublet
4 failures

Chemo RR TTP 0sS
Regimen (%) (months) (months)

GEM/CIS 47.2 6 10.9
INTACT 1 GEMICIS/G250 51.2 5.8 9.9
GEMI/CIS/G500 50.3 5.5 9.9

CAR/PAC 28.7 5 9.9
INTACT 2 CAR/PACI/G250 304 5.3 9.8
CAR/PACI/G500 30 4.6 8.7

GEM/CIS 28.2 5.6 101

ML GEMICIS/E150 30 54 9.9

CAR/PAC 19.3 4.9 10.6

R CAR/PAC/E150 21.5 5.1 10.8

Gandara DR et al, Clinical Lung Cancer 2006, 7(6): 385-388.
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Maintenance treatment INFORM (CTONG 0804)
THE LANCET Oncology 2013

Gefitinib versus placebo as maintenance therapy in patients with
locally advanced or metastatic non-small-cell lung cancer (INFORM;

C-TONG 0804): a multicentre, double-blind randomised phase 3
trial

Prof Li Zhang MD 2 == Shenglin Ma MD B, Xianggun Song MSc £, Bachui Han MD £, Ying Cheng MSc £, Cheng Huang MD I,

‘Onrerall
100 Gefitinib (n=148)
Placeb
acebio (n=148) A EGFR mutation positive
= =0 HR= 0-42 {95% C1 0-33-0-55); p<0-0001 100 Gefitinib (n=15)
= Flacebo (n=15)
=
% 50 = 80 HR 0-17 {95% Ol 0-07-0-42)
z =
k= o
; “ = 60
3 £
E— =
E ELE
o T T T T T T T T T T T T T 1 g-‘
o 8 16 24 32 40 48 56 64 72 BO BE 96 104 112 = 204
- Time [weeks)
MNumbeer at risk
Placebo 148 82 46 26 16 10 [ 4 E 2 2 2 o o o L.
Gefitinib 148 100 82 70 65 56 49 242 3IB 31 20 15 6 1 o T T T T T T T T T T T T T 1
o ] 16 24 32 40 48 c6 &4 72 B0 BE 96 104 112
Mumber at risk
1000 — — Gefitinib (n=108) Placsho 15 9 5 3 3 2 1 1 1 1 1 1 o o o
k Placebo (n=104) Gefitinib 15 15 14 14 13 11 10 18 7 7 [ 3 1 0 ]
:;' g0 HE 0-40 {95% C1 0-29-0-54) B EGFR mutation negative
— L0 — Gefitinib (n=25)
E —— Placebo (n=24)
3 B0
i F 804 HR 0-85 {95% (1 0-48-1-51)
2 a0 3 6o
g =z
il -
E 20— E 40 2.7m
=
2
T 20—
0 I 1 T I I I T I T T — I 1 1 m
0 4 16 24 32 40 48 56 (¥ ] 72 20 E8 96 104 112 o 5 1
T T T T T T T T T T T T T T 1
. Time (weaks) o B 16 24 32 40 4B 56 64 72 Bo 822 06 104 112
Number at risk Mumber at risk
Placebo 100 64 36 20 11 ] g 3 2 1 1 1 o o o Placebo 24 9 [ 3 2 o o o o o o a o o o
Gefitinib 108 B0 62 53 49 44 30 34 31 12 15 12 g 1 o Gefitinib 25 14 & 3 1 o o o o o o o o o
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Sequence paclitaxel and Gefitinib: T—G

A
H1975
T-G G-T 1.0 - TG
T 0.8 Sel(ce !
= —~— T+G
K=l
E 0.6+ — T
= e
X -~ 0.4
=
o
o 0.2
0.0
paclitaxel 0.2 0.4 0.8 1.6 3.2 64 nM
gefitinib 1 2 4 8 16 32 uM
L * TG
1.01
B G-T
J
i 0.8+ s TG
2
S 06
£
£
g 0.4+
S 0.2
o
0.0-
paclitaxel 0.2 0.4 0.8 1.6 32 64 M
gefitinib 1 2 4 8 16 32 uM
PTG L
CONTROL
) 2.
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1st line treatment

FASTACT-Il (CTONG0902)
THE LANCET Oncology 2013

Intercalated combination of chemotherapy and erlotinib for

patients with advanced stage non-small-cell lung cancer (FASTACT-
2): a randomised, double-blind trial
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FASTACT-Il (MO22201; CTONG0902) study design
Screening _ Maintenance phase

Gemcitabine 1,250mg/m?2 (d1, 8) +
carboplatin AUC=5 or cisplatin Erlotinib
75mg/m?2(d1) + erlotinib 150mg/day = = PD

(d15-28); g4wks x 6 cycles 150mg/day
Previously GC-erlotinib (n=226)
untreated stage 1:1; stratified by stage,
HIB/IV NSCLC, R histology, smoking status
PS 0/1 and chemo regimen

(n=451) Gemcitabine 1,250mg/m?2 (d1, 8) +
carboplatin AUC=5 or cisplatin
75mgim2(d1) + placebo (d15-28): =» Placebo =% PD

qdwks x 6 cycles g
GC-placebo (n=225) -
Progression-free survival (PFS) Erlotinib

150mg/day
subgroup analyses, overall survival (OS) in all patients and

subgroups, objective response rate (ORR), duration of response, time to disease
progression (TTP), non-progression rate (NPR) at 16 weeks, safety, quality of life (QoL)



NVALT-10:Design

Squamous

Erlotinib 150mg p.o. day 2-16

+ Docetaxel 75 mg/m? day 1 g3 weeks
Combination

therapy . .
Primary endpoint: PFS
Non- Squamous
Erlotinib 150mg p.o. day 2-16
+ Pemetrexed 500 mg/m? day 1 q3 weeks
Squamous and Non Squamous
Mono
therapy Erlotinib 150mg p.o. daily
Chemotherapy planned 4 cycles
Erlotinib until disease progression Aerts et al ESMO 2012

PAAEEHTE Q) AEAAR B
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PFS and OS

PFS
o
~ — Erlo
— Ero+Chemeo
Q]
o
= o |
S O
o
s < |
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Adjusted for stratification factors:
g 1 p=0.09, HR=0.78 (0.59-1.04)
| | | | | | |
O 2 4 6 8 10 12
Time (mths)
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Probability

1.0

02 04 06 08

0.0

0S

— Erlo
— Erlo+Chemo

Adjusted for stratification factors:
p=0.02, HR=0.67 (0.50 — 0.93)
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0 2 4 6 &8 10 12

Time (mths)
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S103 Study Design: ESMO abstract

Multicenter, Open-label, Parallel, Phase Il Study
Eligibility:
Locally advanced or

metastatic nonsquamous
NSCLC

Never-smokers*
ECOG PS 0-2

Failed one prior
chemotherapy regimen

Pem (500 mg/m?, d1)* +
Erl (150mg, d2-d14), q21d

Erl (150mg, d1-d21), q21d

Randomization

Pem (500 mg/m?, d1)*, g21d
Stratification Factors:

ECOG PS: 0-1vs 2

Tumor histology:
Adenocarcinoma vs non-
adenocarcinoma

*Patients having smoked <100 cigarettes in their lifetime

@) 4K ek [AARTHIR Q) REAAGRE
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Cycles continued until one of the
criteria for discontinuation was met.

"Vitamin B,,, folate, and dexamethasone given
in both Pem containing arms




Primary Analysis: PFS (Q-ITT Population)

Global p=0.003
HR(95% Cl): Median (95% CI) Months
Pem+Erl vs. Erl p=0.002 0.57 (0.40-0.81) 7.4 (4.4-12.9)
Pem+Erl vs. Pem p=0.005 0.58 (0.39-0.85) 3.8 (2.7-6.3)
Pem vs. Erl p=0.959 0.99 (0.70-1.40) 4.4 (3.0-6.0)

Femeieied + Efofinib
= Eraiinlo
r Pemelnexed

Pem+Erl significantly improved PFS
compared to either Erl or Pem alone

=
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—
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Progression-ree Survival { Months )




Treatment strategies of EGFR
mutation for advanced NSCLC

« IPASS, OPTIMAL, ENSURE, LUX LUNGG6
strategy
— Preferred

 INFORM strategy
— Option

« FASTACT?2 strategy
— Selected

@ LLA kb [AARTHSH @RS LARRN
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OPTIMAL: most benefits from TKI and chemotherapy

Events Median

1.
0 n n (%) (months) 95% CI
O—0 Received
| chemo only* 21 17 (81) 11.70 7.29-22.87
0.8 ©®—® Received EGFR
' TKI only# 33 22 (67) 20.67 16.62-28.32
Received EGFR
TKl and
chemo$ 94 50 (53) 30.39  25.99-NR
0.6
0.4
Patients receiving EGFR TKI and chemo vs 1—1
0.2 patients receiving chemo only p=0.0001 1
Patients receiving EGFR TKI only vs patients o0
receiving chemo only p=0.057
0 Log-rank p value <0.0001

0 5 10 15 20 25 30 35 40

Patients at risk
Patients receiving

chemo only* 21 17 12 8 6 4 3 0
Patients receiving

EGFR TKI only* 33 32 27 24 17 12 7 0
Patients receiving

EGFR TKI and chemo§ 94 94 89 80

FAAEEHFE @) RAAARER
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GuUANgBONG Lung Cancer Inatitute Zhou, et al. ASCO 2012, abstr 7520




OPEN 8 ACCESS Freely available online
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Combination of EGFR-TKIs and Chemotherapy as First-
Line Therapy for Advanced NSCLC: A Meta-Analysis

Pu-¥Y un OuYang-"z", Zhen Su'?*7, Yan-Ping Mao' >, Wuguo Deng'*, Fang-Yun Xie ' =*

1 State Key Laboratory of Oncology in South China, Collaborative Innowvation Center for Cancer Medicine, Guangzhou, China, 2 Department of Radiation Cncology, Sun

Yat-sen University Cancer Center, Guangzhou, China

A Hazard Ratio Hazard Ratio
_Study or Subgroup log[Hazard Ratio]  SE Weight IV, Random. 95% CI 1V, Random, 95% Cl

CALGB 30406(2012) 02107 01793  9.4% 0.81 [0.57, 1.15] — PES

FASTACT(2009) -0.7472 0.1844  9.2% 0.47 [0.33, 0.68]

FASTACT-I(2013) -0.563 0.098 13.8% 0.57 [0.47, 0.69]

Hirsch et al.(2011) -0.0305 0.2202  7.7% 0.97 [0.63, 1.49]

INTACT 1(2004) -0.0513 0.0877 14.4% 0.95 [0.80, 1.13] b

INTACT 2 (2004) -0.1508 0.0836 14.6% 0.86 [0.73, 1.01] e |

TALENT(2007) -0.0202 0.0666 15.5% 0.98 [0.86, 1.12] —r

TRIBUTE(2005) -0.0651 0.0705 15.3% 0.94 [0.82, 1.08] —

Total (95% Cl) 100.0% 0.81 [0.69, 0.95] <

Heterogeneity: Tau? = 0.04; Chi? = 35.17, df = 7 (P < 0.0001); I2 = 80% ofs 0f7 ! 1f5 2

Test for overall effect: Z = 2.58 (P = 0.010)

3.4%
2.9%
11.8%
1.9%
16.2%
16.5%
20.9%
26.4%

Hazard Ratio

Favours TKls plus CT Favours CT or TKls alone

Hazard Ratio

1.11 [0.74, 1.67]
1.09 [0.70, 1.70]
0.80 [0.64, 0.99]
1.31 [0.76, 2.26]
1.06 [0.88, 1.28]
1.01[0.84, 1.21]
1.06 [0.90, 1.25]
1.00 [0.86, 1.15]

B
—Study or Subgroup __log[Hazard Ratio]  SE Weight IV, Fixed, 95% ClI

CALGB 30406(2012) 0.1044 0.2069
FASTACT(2009) 0.0862 0.2259
FASTACT-II(2013) -0.2282 0.1113
Hirsch et al.(2011) 0.27 0.2778
INTACT 1(2004) 0.0583 0.095
INTACT 2 (2004) 0.01 0.094
TALENT(2007) 0.0583 0.0835
TRIBUTE(2005) -0.005 0.0744
Total (95% CI)

Heterogeneity: Chi? = 6.40, df =7 (P = 0.49); I? = 0%
Test for overall effect: Z = 0.16 (P = 0.87)

100.0%

1.01 [0.93, 1.08]

IV, Fixed, 95% CI

— ”
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0.5 0.7 15 2
Favours TKls plus CT Favours CT or TKls alone



4 strategies for EGFR M in 15t setting

IPASS PFS OS
IPASS 9.5 21.6
SATURN. INFORM OPTIMAL 13.1 30.4
FAST-ACT SATURN 56 weeks
Chemo first INFOIRN | 8
FAST-ACT 16.8 31.4
i ] Chemo 6.3 21.9
Which is the best?
1. Chemo
For PFS: IPASS strategy 2. EAST-ACT
3. INFORM
For OS: my suggestion 4. IPASS
5. OPTIMAL

L uis Role: NO | 6. SATURN

alphabetical rule !

@) A At 5y TAKETHTR QY REAARRE
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Advanced NSCLC: EGFR
mutation treatment strategy

3'd /4th line
therapy
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Acquired Resistant: Clinical
Perspectives

« How do we define progressive disease?

« EGFR-TKI continuation in combination
with or sequential chemotherapy

 When should we switch from
monotherapy to combination?

(@) #A f5 & 5 Ry [AAETHEIR Q) REAARBRE

nnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnn Genenal dlospital



How do we define progressive disease?

 RECIST & JACKMAN criteria

 China criteria

OIEVEEPLL TAA8THTE QAASARRD
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Problem with RECIST Criteria as

5cm

EGFR TKI ::

1cm

EGFR TKI

Defining resistance by RECIST may
lead to premature termination of TKI

@) _AA 1A 5 By
e® Guangdong Lung Cancer Institute

definition of resistance

1.3cm

{}

EGFR TKI
Resistance
by RECIST

Slide from Mok
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Contents lists available at SciVerse ScienceDirect

Lung Cancer

journal homepage: www.elsevier.com/locate/lungcan

Clinical modes of EGFR tyrosine kinase inhibitor failure and subsequent
management in advanced non-small cell lung cancer

Group Group
O Dramatic B O Dramatic
/\ & Gradual /\ & Gradual
m Local m Local
30
4
25
L 4
L 4
20 ¢ ¢ 2
e, o :
15— L 23 f}:» X 4 & Y é
& =
10 9 E
0}

: Based on Clinical factors:

93609150

035
91215 112‘17”33“” % 3

D"mlonord:::; U27303335 4 - ss‘wecom Duratiop of ase cont, \’ro?, score)
oy " oy e Tumor burden
_ Target lesions
120 trials Pts, 107 non-trial Pts non-target lesions
training set validating set EGFR TKI exposure time

Yang JJ, Chen HJ, Wu YL ,et al. Lung Cancer 2013 Sym ptom
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EGFR TKI failure in NSCLC

Dramatic progression

Disease conirol =3 months;

Compared with prewvious assessment,

rapid increment of tumor burden:
Symptom deterioration.

Gradual progression Local progression
Diisease control =6 months; Disease control =3 months;
Compared with previous assessment, Solitary extracranial progression
minor increment of tumor burden; or intfracranial progression;
Symptom benefit. Symptom benefit.

Continuation of TKIs

Chemotherapy Continuation of TKIs
plus local intervention
D .
p— . Group N Median P
— Group N Median P _IN Dramatic 130  17.1
I Chemo 2‘-‘2 02 80— J1 Gradual 42 39.4 << .001
80— 1 TKI Local 55  23.1
Ei\’ B0—i 13 60—
Z o 2w
g g
5 >
20 S 204
. _‘-—1_I
T T T T T T 0=
[+] 10 20 0 40 50 7o T T T T T T

Time (months)

OO AA IR A A

Yan§3)t] Chen'HJ,"WuYL etal: Lung Cancer 2013

0 20 40 60 80 100
Time (months)
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EGFR-TKI continuation in combination
with or sequential chemotherapy

: B

Chemotherapy,
no TKI
o0
Progression NoTKI :: @  Add TKI ,©
.. ® “Acqmred Re-growth @ o ‘Re-response”
resistance”
EGFtIZ;:(\)l:tant Chemotherapy
with TKI
0380
© 2011 American Association for Cancer Research
CCR New Strategies AR

Standard chemotherapy regimens may target EGFR-TKI-resistant tumor cells,
while EGFR-TKI continuation may prevent repopulation by cells with residual
EGFR-TKI sensitivity

fﬁxﬁ‘&ﬂ%'? GDEMS/\%%F%

/’ A A TP A A 5 F _
==+ Guangaonag Lung Cancer Inatitute Oxnard, Clin Cancer ReS, 2011 angdong Academy of Medical Sci Guangdong Genenal Jrospital



Iressa Mutation Positive Multicenter Treatment Beyond

ProgRESsion Study (IMPRESS: NCT01544179)

Pl: Soria & Mok

@GFR mutation- \

positive patients
receiving first-
line gefitinib who
have responded
or had durable
stable disease

\for =6 months j

PN P A F i B
(0 A A 5 E
' 3 ur 3 &

R S

. A 5C FT

Time from progressive
disease to
randomization <4

weeks

<+

<6 cycles

P

l Progressive
-g *
disease

Randomizatio
n(1:1)

*Progressive disease based on radiological evaluation (modified Jackman’s criteria®) to define
patients with acquired resistance to prior gefitinib
**Primary data cut-off for analysis estimated to occur 11 months after the last patient randomized
(~190 PFS events, 125 OS events)

After primary PFS analysis, patients will be followed until final data cut-off (70% OS maturity)
EQ-5D, EuroQol 5-Dimensions questionnaire; IV, intravenous; OS, overall survival; PFS,
progression-free survival; QD, once daily

Wu et al. ISMO 2012

250 mg oral QD

Cisplatin
75 mg/m? IV
+

emetrexed
500 mg/m? IV
+

Gefitinib

J

P

\_

250 mg oral QD

Cisplatin
75 mg/m? IV
+

emetrexed
500 mg/m? IV
+

Placebo

(o

J

f@f&%ﬂ%m

QG &

Gu

angdong Academy of Medical Sci

bjectives

Primary**

PFS

Secondary

oS
Objective
response rate

Disease control

rate
Health-related
quality of life
Safety
Tolerability

Exploratory

~

* Biomarkers
* Health
economics
(EQ-5D)
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PREFER: Post pRogression Erlotinib For Erlotinib

N =180 Chemotherapy x 4 Maintenance
) cycles chemotherapy
+ — + —
® Stage IV/recurrent Erlotinib (Tarceva) Erlotinib (Tarceva)
NSCLC
® EGFR activating Stratification
mutation R EGFR mutation type (exon 19 del vs. exon 21 L858R)
® Progression on 1st-line ECOGPS (Ovs. 1vs. 2)
erlotinib (Tarceva)
e ECOGPSO0-2
Chemotherapy x 4 . Maintenance
cycles chemotherapy

Primary endpoint
Progression free survival ’)

. 7 Chemotherapy:

. . i C 5 0r 6) + pemetrg===

Secondary endpoints
Objective response rate Continue
Non-progression rate at 12 weeks > | EGFRTKI??
Overall survival

Safety Erlotinib (Tarceva):
. Exploratory biomgrkers Given daily at 150 mg or at preV|ou tolerated dose
(Y7 AA 12 40 5 AAETHFL Q) REAAR B
——d” Guangdong LungCancer Institute Guangdong Academy of Medical Sci Guangdong Genenal JHospital




RE-treatment with EGFR TKI

Table 4 Tumor response to Z2nd EGFR-TKI vs.

chemotherapy
Characteristics 274 TKI group Control group P
QS from 17 gefitinib
Median 215 123 Qo7
5% | 14456 - 284 04 - 152
Response to 279 TKl or chemotherapy
PR 1 0
SO r 1
PO 3 =1
PFS to 2™ TKI ar chemaotherapy
Median 34 . oA
Q5% | 2 -52 1.5 - 24
OS5 from 2™ TKl or chemaotherapy
Median ;.3 2.2 12
5% | 27 -13 22 - 28

DCR: 73% (8/11)

Watanabe et al. BMC Cancer 2011, 11:1 . .
@Litntnrs [AARTHTE W ALELRED
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Re-treatment with same EGFR TKI

Author Cases DCR of 1st gefitinib  DCR of 2"d gefitib
Yokouchi et al (2007) 0 o) 8

Yoshimoto et al 1 1 1

(2007)

Yano et al (2005) 3 3 2

Hashimoto et al 1 1 0

(2006)

Kurata et al (2004) 1 1 1

Watanabe et al 11 11 8

(2011)

Oh et al (2012) 23 23 15

Sum 49 49 100% 35 71.4%



Re-treatment with different EGFR TKI

Response to Response to
gefitinib erlotinib
Author Mo. of CR/PR/ PD CR/PR/ PD DCR
patients sSD sD (%)

152 113 74.3% 53 34.9%

Sim SH et al. 15 11 5 4 12 25
Chang JW et al. 1 1 O 1 O 100

Patients who showed SD during 15t gefitinib
treatment had better survival with 2nd EGFR-TKI;

Those who had PD to 1st gefitinib rarely
responded to 2"4 EGFR-TKI.

(Wataiiatie & 51 BMC Cariéer 2011 [AARTHIR Q) REAAGRE

uangdong Academy of Medical Sciences wangdong Genenal JHospital



Chemotherapy +/- Ongoing EGFR TKI for
Acquired Resistance, with Retreatment

Pl. Leora Horn (Vanderbilt)

Advanced NSCLC
Activating EGFR TKI )
Resp to EGFR TKI>4 mo

No prior chemotherapy -
Ef fé%) Bl Cis or Carbo/Pemetrexed
Stratification by: l
EGFR mut'n exon 19 vs. exon 21

Time to progression on EGFR TKI <1 yr vs. >1 yr
PSOvs. 1 Erlotinib re-treatment

@ Lakrmns JAAEEHEL QALIARERE




CTONG1304 Study Design

fPatient Enrollment A oD 4 Second line: 0 * 4 A
D IEEIFR S : : Doublet platinum PD IRESSA 250mg/day
*IRESSA used in 1stline _
: based chemo (N=43)
and disease control over
6 mos
\_ J - J A J
Test 1: Test 2: Test 3: Test 4:
EGFR mutation test EGFR mutation test EGFR mutation test EGFR mutation test
T790M+/- T790M+/- T790M+/- T790M+/-
plasma essential plasma essential plasma essential plasma essential
biopsy optional biopsy optional biopsy optional biopsy optional

Primary End point: DCR
Secondary Endpoints: ORR, PFS, OS, QoL
Exploratory Endpoint: EGFR mutation status, T7/90M mutation status

sign informed consent form

@97 AA kv A 5 b [AAEFHFR ) KA AAR B
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When should we switch from
monotherapy to combination?

NCCN criteria

China criteria

@) 44 Ipha TAAESHER @) RAAAR B
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Frinded by su Juan on 12732013 5:40:44 PM. For personal use only. Mot approved Tor distribution.  Copyright @ 2013 National Comprehenshve Cancer Metwork, Inc., Al Rights R=semed,

MNarional

Comprehensive
T | -

NCCN geftiee:

MNetwork™

NCCN Guidelines Version 2.2014
Non-Small Cell Lung Cancer

MCCH Guidelines Index
MSCLC Table of Contents
Discussion

ADENOCARCINOMA, LARGE CELL, NSCLC NOS: SENSITIZING EGFR MUTATION POSITIVE®

FIRST-LINE THERAPYbb SECOMND-LINE THERAPY bb,mm
Consider local therapy
sa_lahd —| and continue erlotinibhh
sion .
. oo hh or afatinib
EGFR mutation F“‘t’t'“"’“ﬂ Brain'"
. . ca .
discovered prio or egary Mutiple ’Cﬂns_nd-nr WEF;T_am:l
i —* . —| confinue erlotinib
to first-line Afatinib lesions
annt or afatinib
chemotherapy (category 1)
Sensitizing .
EGFR Isolated ’Cﬂnsmr_hﬂal tha_ra_p;-,Lh
mutation Interrupt lete —| and continue erlotinib
nierrupt or comp .
or afatinib
positive planned " Systemic
2 kk
EGFR mutation chemotherapy, start Progressionit Multiol Consider platinum
) erotinib"" or afatinib UHP'® .| doublet + bevacizumab B
discovered o lesions . . hh
during firstdine May add erotinibhhi * erlotinib
chematherapy or afatinib to current As . . Continue erlotinibhh
ymptomatic * o
chemotherapy or afatinib
(category 2B)

§Biopsy on progression to determine mechanism of acquired mesistance, because
proporion of patients will transfom to SCLC at progression.

kX Bpware of flare phenomenon in subset of patients who discontinue EGFR TKL If
disease flare occurs, restat EGFR TKL

IConsider pulse edotinib for carcinomatosis meningitis.

™M Afatinib appears to have some afficacy in patients who progressed on EGFR
therapy. Miller VA, Hirsh v, Cadrenal J, et al. Afatinib versus placebo for patients
with advanced, metastatic non-small-cell lung cancer after failure of edotinib,
gefitinib, or both, and one or two lines of chemotherapy (LUX-Lung 1): a phase 2bi3
randomised tial. Lancet Oncol 2012,13:528-38.

4 E‘..&& F‘rmmd&s ﬁf F‘ath-l}h-ﬂn: F!&w&w rNSEL M _

9'9 Fﬂ-r p-m‘nn'nanc& status 04

hh |0 areas of the world whene gefitinib is available, it may be used in place of
erlotinib.

“Janne P&, Wang X, Socinski MA, &t al. Randomized phase | tial of edotinit
alona or with carboplatin and paclitaxel in patients who ame never or light fommer
smokers with advanced lung adenccandnoma: CALGE 30406 trial. J Clin Onool
2012;30:2063-2069.

Mote: All recommen dations are category 24 unless otherwise indicabed.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical frial. Participation in clinical tfials is espedally encouraged.

NSCL-17
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[ EGFR TKI failure in NSCLC J

Dramatic

progression
*Disease control 23 months
*Compared with previous
assessment, rapid increment
of tumour burden
*Symptom deterioration

Chemotherapy
or
EGFR TKI plus
Chemo ??

"5 1’* “T rL"r

LK |
’aU:f

4 )

Gradual

progression
*Disease control 26 months
*Compared with previous
assessment, minor increment

*Symptom benefit

of tumour burden
\ J

-

N

Local

progression
*Disease control 23 months
*Solitary extracranial
progression or intracranial
progression
*Symptom benefit

~

_/

Continuation of
EGFR-TKIs

Continuation of
EGFR-TKIs plus
local intervention

Continuation of

EGFR-TKIs plus
Chemo
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In summary

Either 15t line or 2"d line or beyond, targeted
sequential chemotherapy is always preferred

The question is
Does FASTACT strategy belong to sequential or

combined?

One thing Is:
FASTACT is only used special circumstances

GIIYTTELL TARETHTL @ ALALRRD




Hi, Luis, Do you agree?
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