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The distinctive feature of Japanese Lung Cancer

Center for Cancer Control and Information Services,
National Cancer Center, Japan
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The rate of Elderly patients is much higher.
Median age 75years
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1933: Dr Evarts A. Graham first succeeded left

4| pneumonectomy (CA Cancer J Clin. 1974 ,JAMA. 1984)
®| Evarts A. Graham and the First Pneumonectomy for
Lung Cancer (JTO 2008)

i

Drs Graham and Gilmore, arm in arm.

1960: Dr Willam G. Cahan. Radical lobectomy.
(J Thorac Cardiovasc Surg 1960)

Shimkin MB et al :A comparison of end results of
the Overholt and Ochsner clinics. (JTCVS 1962)

Jensik RJ et al: Segmental resection for lung cancer. A
fifteen-year experience. (JTCVS1973, AT51979)

1982: The North American Lung Cancer Study Group initiated
ctomy vs Limited resection for TINOMO NSCLC.
1995: Ginsberg RJ, Lung Cancer Study Group, (AT51995) .Q

National Cancer Center Hospital East, Kashiwa, Chiba, Japan

FEELDRR vs #f/ )\l
for TINO NCLC; Lung Cancer Study Group

Time to Recurrence (p=0.016)

Time to Death (p=0.088)

H
iw' g S—
2 — Lobectomy
g 4o}~ Limited Resection
H ogrank p=0.016 (one-taed)
[ Number [ Number
20 atisk 2 arfisk
Lobectomy: 90 a7 2 obeclomy:
Ud. Resect: 83 Q 11 oo % b 7
P T S S S
12 24 3 48 60 72 84 9 T % @ W T W%
Time in Morihs Time in Months

[ | Limited Resection | _Lobectomy |
Locoregional 18% 6%
Recurrence (21/122) (8/125)

Ann Thorac Surg 1995; 60: 615-23

LCSG trial D8R

& i/ N\ F AT IC X I DR CBRIALDER (32.8%)
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MROFLETE (%)
Gl TNMag  EARE  ERRE mERNM mEem

(1994) (2004) (1994) (2004)
IA T1NOMO 72.1 82.0 79.5 86.8
1B T2NOMO 49.9 66.1 60.1 73.9
IIA TiN1MO 48.7 54.5 59.9 61.6
T2N1MO
IIB 40.6 46.4 42.2 49.8
T3NOMO
T3N1MO
IITIA 35.8 42.8 29.8 40.9
TanyN2MO
TanyN3MO
IIIB 28.0 40.3 19.3 27.8
T4NanyMO N
IV |TanyNamyMi| 20.8 31.4 20.0 279 |

EERIEIINE LIZDD ?

¢ CTRREZHRBMD A=INELHN A (2cm
M) DEN
+JDASRAEFZE2T DN A
+IROVAK, M (GEEES)
88 a1stagingDIEEZ R DG =
+HRCT, MRI, (PET)
NRIRFMFER G OBA. FHE
@i (B0 PEEEDORIE
FMRMBEMERERE— Kk
(-P 7; a National Cancer Center Hospital East, Kashiwa, Chiba, Japan

#8/\FAfi7: Sublobar resection
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D AFIM ("945F vs. "115F)

Japanese Thoracic Surgery Registry

2011 MT5E MBHEFE  1994F

EBIE  (G0BIANEL) FEBIET AEBIE
i A 34,228 0.4 12,079 13,344

. 59 | 703
MR (o) 28 3 (5.3%)
s 24,929 ] 10892
MERGDERI (75 50n) 04 83%  (81.6%)
xusinpsis %81 0.1 129 ST e . o
oz G @I\ FirDEvidenceZE119 D
I s 4,564
BRUREDIRIG 13750, 0.2 0z (7.1%) .
Reports of Japanese Thoracic Surgery Registry
by The Japanese Association for Thoracic Surgery, 2013 CQ:) CQ:)
National Cancer Center Hospital East, Kashiwa, Chiba, Japan * National Cancer Center Hospital East, Kashiwa, Chiba, Japan *
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One-arm, wide
wedge resection

0%<Solid<25%

(phase II)
JCOG0804/
WJO0G4507L

~ 25%<Sol|d< 100%

Lobectomy vs.

Limited (Seg)
— (phase III)
JCOG0802/
WJ0G4607L

Natlonal Cancer Center Hospital East, Kashiwa, Chiba, Japan

Phase II Study of Limited Surgical Resection for Peripheral Early Lung
Cancer Defined with Thoracic Thin-section Computed Tomography
Abbreviation : early NSCLC LR P2

HRAKRE WHIES (BULART Y5 —REk)
SH B (FEAD
HRELD fEART (IRRZAE)

IERA (FROALYS-)

Primary endpoint: Disease Free Survival

Secondary endpoints: Overall survival, Postoperative lung function,
locoregional recurrence, complication,
completion of WWR

Courtesy of Dr. Suzuki K.

=) | - ¢ A [—) DFS

Sy

National Cancer Center Hospital East, Kashiwa, Chiba, Japan

JCOG0802/WJ0OG4607L; Phase III Randomized Trial
between Lobectomy and Limited Resection for Part-
solid GGO — Solid T1a disease

Non-inferiority design

m _
Peripheral a8}
carcinoma, a
<=2cm Ealle) Since Aug. 2009
Negative hilar 3
N
@D
Stratified factors; Endpoints:

Institute, Gender,
Histology (Ad vs, Non-ad),
Solid or non-solid

Primary: OS
Secondary: pulmonary function
Sample size: 1,100

JQOG PI: Asamura H. (JCOG) & Okada M (WJOG) g‘&

CALGB140503-Intergroup; Phase lll Randomized Trial
between Lobectomy and Sublobar Resection for Small-
sized carcinoma

PI: Altorki N

Non-inferiority design

Peripheral g;? LObeCtomy
carcinoma, <=2 >
cm Q Since Sep. 2007
Negative hilar %
node :
Without pure GGO I~k Sublobar resection
4] (segmentectomy/ wedge)

Stratified factors;
Tumor size

- ’ Endpoints
Histology, Primary: DFS

Smoking status Secondary: OS, Rate of loco-regional and systemic

recurrence, pulmonary function

Sample size: 908=$692 (current accrual: 510 cases)




Asamura H. et al.J Thorac Cardiovasc Surg. 2013;146: 24-30.

JCOG0201DFET —H

National Cancer Center Hospital East, Kashiwa, Chiba, Japan

Survival of radiological non-invasive lung
adenocarcinoma (cT1a with C/T < 0.25; N = 35)

vs. radiological invasive cT1a (C/T > 0.25; N =254)

Overall survival
5yr-0S: 97%

Relapse free survival
5yr-RFS: 97%

mm-.--;
87.7%

92.4%

== Radiological
non-invasive adeno
(cT1a, C/T £0.25)

== Radiological invasive cT1al

Radiological non-invasive lung adenocarcinoma
One death due to unknown cause but no relapse
during 7.5yr follow-up
Netlog@h A ! &P AR HTIORPHAl e St 26 1A 24286 (j

[tion of survival

Survival of predefined radiological non-invasive
lung adeno (cT1 with C/T £ 0.5; N = 121)
vs. radiological invasive cT1 (C/T > 0.5; N = 424)

Relapse free survival
5yr-RFS: 95.8%

Overall survival

81.5%
Outcome

Pre-op C/T p-stage Relapse
size ratio
1 25cm 0.44 pT1aN2 1.1Y (med LN, lung) 1.5Y

(cT1b) (death)
2 21cm O pT1aNO 1.1Y (lung*) 6.1Y
(cT1b) *second primary? (alive)

Years after enroliment

Years after enrollmen‘ﬂ':ﬂi
Natiopal 7a68r e aNieHoRsPHal FARsEarhivs £1iba. Japgn

RAENEUIEICXT I D584

C/T ratio
0 0.25 0.5
FRIEAR) R hHS DEHREIIER R
v 0G03804
N JCOG0802
¢ ngle‘c,lvg;ge PIII Lobectomy vs
r et Segmentectomy
o
E
'—
3.0cm NSDEN SR
Standard procedure
Lobectomy
GO
G National Cancer Center Hospital East, Kashiwa, Chiba, Japan

upan Climical Oncology Group.

FMA TSR, FMIESDRES I AR
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@ EURSIRIcE (SRT)
¢ DY FRBREERE (RFA)
¢ BRRREEZE (PMCT)
@ RIGEA

& RIEYEHR DS

National Cancer Center Hospital East, Kashiwa, Chiba, Japan

7543: YR OAEER RS HATARAIT AR C BT DEMEHR A&
(Stereotactic body radiotherapy) &ML
Propensity Score matchingZ U \/Z il EERERSAER DERIT
(JCOG1313-A) — Eba J et al

¢ Study objective
— A combined analysis of two prospective studies to evaluate the effects of
stereotactic body radiotherapy (SBRT) vs lobectomy on survival in patients with
operable early stage NSCLC

JCOG 0403 Key patient inclusion i3 PD
(n=169) criteria

» Operable NSCLC

scocozo1 [ * CTINOMO — _ TS __
(n=811) * Adenocarcinoma (n=219)

Primary endpoint
e OS (adjusted with propensity score analysis*)

*Patient factors included age, sex and 2 CT findings —

tumour diameter and consolidation/tumour ratio (CTR)
Eba et al. J Clin Oncol 2014; 32 (suppl 5; abstr 7543)




7543: Stereotactic body radiotherapy versus lobectomy for
operable clinical stage IA pulmonary adenocarcinoma: Comparison
of prospective clinical trials with propensity score analysis
(JCOG1313-A) —EbaJ et al

* Key results

— Patients in the lobectomy group were younger than in the SBRT group (median age 62 vs
79 years, respectively; p<0.001)
— OS was longer with lobectomy among 21 patients from each group matched for the
propensity score analysis
Overall survival

<3 | HR8.00(85% CI1.14,71.04), p=0.037
e { [HR of SBRT vs lobectomy based on
| stratifi ld'CDx regression with robust variance)

Proportion surviving

'fedrs
e Conclusion

— Lobectomy may provide better outcomes than surgery, but no definite conclusions can be
made owing to the small sample size of the SBRT group; further studies are required

Eba et al. J Clin Oncol 2014; 32 (suppl 5; abstr 7543)
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ffEFMOSEBITIOSEL)

s=g0  Case (%) <50

80-89 1%

10%
fEEF TRl DR+£S
7O E
-80iE U L DS
EFE11%ESDHD.

Gen Thorac Cardiovasc Surg (2011)

National Cancer Center Hospital East, Kashiwa, Chiba, Japan
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& F17 vs. PGS
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Phenotype/H)*5Genotype/\
~Q0ncogenic driver mutation(DF R~

(o ) (1987 (2004 ] 2009

L VRA
J:Ei

William Pao, Nicolas Girard
Lancet Oncol. 12: 175-80, 2011

National Cancer Center Hospital East, Kashiwa, Chiba, Japan

fREIC BT BEGFREFERE

The incidents of EGFR mutatlon

Japan > USA / EU
50% 15%

W S

Hon-Smoken

Suda K, et al. Cancer Metastasis Rev 2010 CQ)
National Cancer Center Hospital East, Kashiwa, Chiba, Japan *
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4 EGFR-TKI (EREERFSSHE VER{EEZEED
s TID4F 2T ((Lwth)
+ T)ILOFZT (F)LE/V)
PF_T (IARUDT)
4 ALKBEE=EHA!
+JYVJFZT (F=31)
« PLOFZT (PLeyt)
+RUFZT (Zykadia)
& MEFEREH
F RNV T (PINZAFY)

National Cancer Center Hospital East, Kashiwa, Chiba, Japan

ETIEINBERIR DN A DB ERRRHE

EGFR mut.
MST (months) Unselected NSCLC Non-squamous  except T790M
30
6277
25
234
28 31956
20
15 13.9 14.0 2
2.3 £ 2
13 1145 -
S 5
10 g 3
I I I |
s
0
Kawahara etal. Shinkaietal. Kubota etal. FACS J019507 IPASS  NEJOO2 study

Ohe et al. Niho et al Fukuoka etal.  Inoe et al
(1s1) (1ss) (2009) (2007) (2012) (2011) (2011)
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IR L%, EGFR:E{E?EEI%'TE\
PS 0-1, 7517%3 i X
PS 2[CX19

BAMERSR

National Cancer Center Hospital East, Kashiwa, Chi%Japan

ISEER | e NBDERFH

¢IFRE LR EGFREIEFZEEZIEDPS 0-1,
75 AR TBOEGFR-TKIC P D » FZJ D& =8
10, EGFR-TKIMDEMDECE %810,

$JERIF LR EGFREGFZEERMEDPS 0-1,
ISEUEDT D« FZIBRNET D« F T8
BIFZREIIOFZTJERICEE

¢JERELRZE EGFREGFEEBMDPS2 D
EGFR-TKIZS D« FZJBRIFZIEIT/ILOFZ
TERI|ICESE

BAMEZRSR

National Cancer Center Hospital East, Kashiwa, Chib‘?4 Japan

Cytotoxic drugsdgrade “A"H5"B" (D
ZEICDNT

& CNECOLERBO TS VU—IY RRA Y ~32
TPFSTHBIE. OSICDUNTODIE UL\ HIEIZRE TH
BEVNSONERE “SHBROBIR ThHd.

& CNFE T4 DDEIIBERER CPFSHE THRD 0.5 2N
MR OEUBE TEGFR-TKI TR > TULV/Z,

4+ Afatinb®3HE; TERBDIEE,

& OSDT—INDRENTHDE. PFSHETHTILRD
P OBIETEGFRTKINEEICHE > T3,

4 IR ADIBIR CEGFRTKI MBI DD ABI DR

Z2@%F (WFNEA) CEIdESH BICIETY
RCEDNTUVVRNDTIZIRND EHIBA

National Cancer Center Hospital East, Kashiwa, Chiba, Japan

EGFREGFEEBMMENRE U
EGFR-TKIE IS5 F 7 HAEEDLEPIERERER (B3ik)

Country Study Treatmentarm mPFS(mo) ORR (%) MST(mo)  Crossover (%)
12) Gefitinib 10.8 73.7 27.7 65 %
. ‘ NEJ002

CBDCA/PTX 54 30.7 26.6 98 %
Gefitinib 9.6 62.1 355 60 %

WJTOG3405
3)4) CDDP/DOC 6.6 32.2 38.8 9%
Erlotinib 9.7 58 19.3 31%

& EURTAC 99
& PUDOC or GEM 5.2 15 195 76 %

Erlotinib 13.7 83 227 52%
OPTIMAL 78)
CBDCA/GEM 4.6 36 289 64 %

Afatinib 11.1 56 Afatinib
Lux-Lung39)
CDDP/PEM 6.9 23 273 70%
Afatinib 11.0 66.9 CDDP/PEM or GEM
O ) Lux-Lung6
10)11) CDDP/GEM 5.6 23 24.3 68%
J

S B [CX1 9 DEGFR-TKIMD
upgradelZ DU\ T

& 75m M E DS EEEGFREFEEZ IR
NASBICREUTIE, SIMBEGETOT
EFYVRSEFELURVEH. BIP—ATOIIE
SEROU TR CORESET oI,

& Gefitinib, ErlotiniblIC DU\ TCId, CTNETOZEIIE
HEEOT Ty FRETOIBRET, SHETES
B NSERSEECRCDNIT TR

# EGFREIGFEEEB I DIEICXT T DEGFR-TKI
DORIEF#HTEND SN

+ SEBIE. IEEHECRAUEEIREHFL TR
EH MR

National Cancer Center Hospital East, Kashiwa, Chiba, Japan *

WITOG3405

EGFREGTFER%ZE I 520001
ERNEET
WB/IVEADISE : HEsR. JRHA. 1Rl
HHEBROBE : L%, BERIMN

A

-EEEE o GBI F=TE S ERARE
LRIk 5I4F=T - BT
(mB/VER) -CLR 250 mg/El FFS
FlF BETRR BIRFERE
H%ERNSCLC 547 - L7 (0S)
o {LEECEFERL IDY19 - 2% (RR)
(€22 REK CDDP+DOC# IRFHBERE
(Fa) EJIES . +DCR
S2T5F
o HHEIEERE L858R i N
® PSO0-1 RE&FFEIL 'Eﬁf‘fi?g'f
® 0% £ q 0S. RR
~ - FISHAIE
& BEFERDRL 3~6 *j'(’])lz E
RERERNE DCR : fF30> hO—)LER

FISH: &3%in situ/\1 JUF(E€->3>




WJITOG3405 subanalyses : Bt}

WITOG34055%ER(C DUV T SERIC R SUB IS
RHS, T« F_TE ECDDPHDOCEF TOSIC
ENRDHSNDNEBTHET B,
(CEmEARIhRE : 818—3418—5918)

RENGBITE LT, BEFERY 1 TRIOER
ERE, JORDI-ILEDBERE, RESRE
FICKDOSNDEEZFHND,

HEIEEAFHAE (PFS) : 20145

(%)

100
80 —_— ST+ FZIB (n=86)
it —— CDDP+DOCE  (n=86)
18 60
%40
i p<0.001
= 20
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
()
20094 20124 20144
4#2J4F=J | CDDP+DOC | #J+F=J | CDDP+DOC | #J« F=J | CDDP+DOC
TIEBERIBM
E (3) 9.2 6.3 9.6 6.6 9.6 6.6
N\F— KLt 0.489 0.520 0.564
(95%C1) (0.336-0.710) (0.378-0.715) (0.413-0.771)
AR R 9 [ 67 7 | & 80 [ss
TEBIER (ITTREAT) 8 | 86 86 | 86 86 | 86

4 FHRE (0S) : 20145

— 50+ FZTE (n=86)

THEFHRAOSZEMHEN - 20145

5&2 — CDDP+DOCH  (-86) et ToTSoE, 1292 (0.909-1.837) 0.153
Z
% R B/ 0.959 (0.581-1.584) 0.870
20 -
u i 65wk / 658 1.268 (0.888-1.809) 0.191
0O 6 12 18 24 30 36 42 48 54 B0 65 T2 T8 B4 90
) B B0 /1320 0722 (0.438-1.191) 0.202
20094 20124 20144
4#74F=7 | CDDP+DOC | 47+ F=7J | CDDP+DOC | 47« F=J | CDDP+DOC JREA #iteEF / MB-IVEA 0.459 (0.312-0.673) <0.001
qjigg?gﬁ) 30.9 B 35.5 38.8 34.8 37.3
;vj’L— I 6% RS T BILFERYA(T IUY>19R%/L8S8R  0.826 (0.579-1.178) 0.291
(95%CI) (0.74é-3.582) (0.76‘7-1.829) (0.8855-1.775)
AR R 17 | 10 43 | 3 68 | 59
B TR 8 | 86 86 | 86 8 | 86
BILFERY 1 TRIOSDLLE WJITOG3405-subanalyses : #&:5
(Gefitinib%) IR MBS (C 35 1 BOSERT OISR, FGFREIET
% 20125 %) 20144 ZEBMUNSCLCICH L. 5T« FZT DIRS5(FHI3E-D
100 100 SHFIEZEBIE5Y CENRENTZ.
80 i GIA4FZITBHESRTSF> + ReYFILDILFEE
EEDLER(CHNT, FIEHRE EERICOSICERE(FER
A £ DHENBN DT,
Cw Tw I B RS & B/ IVERGES] & DLEERICH T, MikH
" . D CERII AT BREDERNRH SN,

gl " 0
O B 12 18 24 30 35 42 48 54 60 66 0 6 12 18 24 30 35 42 48 54 60 66 72 78 B4 90
()]

(]
MST(R) MST(B)
— IOY19RE (n=50) 35.5 — IDYZ19RE (n=50) 35.5
— L858R (n=36) 34.8 —— L858R (n=36) 32.2
p=0.368 p=0.997

MST : &7 ARt RfE

SIAFZTBEICHNT. EGFREGFEESIATHIT
PFSEOSICE RSN D,

EGFR-TKI[HMEZFBE LR L. BREZE D CPFSOER
NRDHENDEDD. SEOHEAERMNSE. — KGR
& UTEGFRTKIE U K (JMEFFED E 55 DiaE =z 5T
TS5 2P EINIEAE U TRATH D,




8004~ : Overall survival (OS) in patients (pts) with advanced non-small cell
lung cancer (NSCLC) harboring common (Del19/L858R) epidermal growth
factor receptor mutations (EGFR mut): Pooled analysis of two large open-
label phase III studies (LUX-Lung 3 [LL3] and LUX-Lung 6 [LL6])
comparing afatinib with chemotherapy — Yang JC-H et al

e Study objective
— Pooled analysis of two Phase III studies (LL3 or LL6) comparing afatinib with
standard CT* in £GFR-mutated patients with advanced NSCLC
Key patient inclusion criteria Afatinib 40 mg/day m
« Treatment-naive NSCLC (n=419)

* EGFR mutation (Del19 or Stratification
L858R) + EGFR mutation (Del19, L858R or other)

« Stage IlIB/IV + Race (Asian/non-Asian)

* ECOG PS 01 Standard CT* (<6 cycles) _,a

(n=631%)
Secondary endpoints

N
=
&

Primary endpoint
e PFS e 0S and safety

“Ci (Study LL3) or (Study LL6);

1709 patients originally randomised to LL3 and LL6
Yang et al. J Clin Oncol 2014; 32 (suppl 5; abstr 8004%)

8004~: Overall survival (0S) in patients (pts) with advanced non-small cell lung
cancer (NSCLC) harboring common (Del19/L858R) epidermal growth factor receptor
mutations (EGFR mut): Pooled analysis of two large open-label phase III studies
(LUX-Lung 3 [LL3] and LUX-Lung 6 [LL6]) comparing afatinib with chemotherapy —
Yang JC-H et al

* Key results

— Afatinib significantly prolonged survival in overall £GFR-mutant population
0os

1.0 4
Afatinib CcT
_ o8- (n=419)  (n=212)
S Median, months 273 243
3
= 064 HR (95%Cl) 0.81(0.66, 0.99)
e v p-value 0.0374
%)
[}
B 044
T
£
& 024
0 T T T T T T T T T T T

— T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)
No of patients

Afatinib 419 411 390 371 343 320 284 251 225 201 181 141 77 58 33 9 1 0
CcT 212 199 185 173 162 141 124 110 101 83 70 52 34 23 10 5 1
Yang et al. J Clin Oncol 2014; 32 (suppl 5; abstr 8004%)

cancer (NSCLC) harboring common (Del19/L858R) epidermal growth factor receptor
mutations (EGFR mut): Pooled analysis of two large open-label phase III studies
(LUX-Lung 3 [LL3] and LUX-Lung 6 [LL6]) comparing afatinib with chemotherapy —
Yang JC-H et al

¢ Key results
— Afatinib significantly prolonged survival with £GFR Dell9, but not L858R mutation

0S (Del19) 0S (L858R)

1.0 7 1.0 =

Afatinib
n=183)  (n=93;

Afatinib
(n=236)

Median,
months
HR (95%Cl)  1.25(0.92,1.71)
p-value 0.1600

Median, 317 207 221 269

months 08
HR (95%Cl)  0.59 (0.45, 0.77)
-value 0.0001

Estimated OS probability
Estimated OS probabilty

0 TT T T T T T T T T T 0 T

T T T T T T T T T T T

03 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51
Time (months) Time (months)

Noof ptients No o patets

Aoinb  236250223217202 162173160 145131117 00 50 38 22 5 1 0 Aainb 183181167 154141128111 91 80 70 64 5127 20 11 3 0 0

or 110113103 95 87 72 63 55 51 @ % 27 1 9 1 1 0 0 CT 53 66 62 70 75 69 61 55 50 40 92 25 0 W 9 4 1 0

Yang et al. J Clin Oncol 2014; 32 (suppl 5; abstr 8004%)

8004~ : Overall survival (OS) in patients (pts) with advanced non-
small cell lung cancer (NSCLC) harboring common (Del19/L858R)
epidermal growth factor receptor mutations (EGFR mut): Pooled
analysis of two large open-label phase III studies (LUX-Lung 3
[LL3] and LUX-Lung 6 [LL6]) comparing afatinib with
chemotherapy — Yang JC-H et al

Conclusions

— In both trials, first-line afatinib significantly improved OS in patients with £GFR
Del19 advanced NSCLC compared with CT

— There was no significant difference in OS of patients with L858R mutations,
individually or in exploratory combined analysis

— This is the first analysis to show that genotype-directed therapy for £GFR-
mutant patients can improve survival

— These results suggest that first-line afatinib might become a standard of
care for £GFR Dell9 patients and remains a treatment option for £GFR
L858R patients

Yang et al. J Clin Oncol 2014; 32 (suppl 5; abstr 8004%)
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J Clin Oncol. 31; 3327-3334, 2013. Lancet Oncol. 15; 213-222, 2014.

Initial TKI therapy

4 Which TKI?
| |Gefitinib__|Erlotinib__| Afatinib__|

Median PFS: 9.2-10.8 10.4-13.1 13.6
Toxicity: Least Moderate Most
Dose: Below MTD MTD MTD

) Mutant EGFR,
Targets: Mutant EGFR Mutant EGFR other ERBB
Clinical
experience: Most Most Least

Choice of TKI is at your discretion !
+ Await
+LUX-Lung 7: Afatinib vs. Gefitinib

By Dr. Oxnard




8041: Randomized phase III study comparing gefitinib (G) with erlotinib
(E) in patients (pts) with previously treated advanced lung
adenocarcinoma (LA): WJOG 5108L — Katakami N et al

* Study objective

— Phase III study to demonstrate non-inferiority of gefitinib to erlotinib as second-line
therapy in patients with advanced lung adenocarcinoma

Key patient inclusion criteria Erlotinib 150 mg/day ﬂ
« Lung adenocarcinoma (n=280)

« Stage Ill/IV or recurrence
« ECOG PS 0-2

« 21 previous CT regimen
« Evaluable disease

« Age 220 years Gefitinib 250 mg/day _ _’ﬂ
(n=561) =200}

Stratification

» Gender, PS, stage, smoking history,
EGFR status, institution, prior regimen

Primary endpoint
* PFS * 0S, RR, DCR, safety and time to treatment
failure (TTF)

Secondary endpoints

* Patients
— Median age of 67/68 years; % female 54.3/54.5; % PS0 50.0/40.1; % PS1 42.5/53.8;
% stage 1V 69.3/69.2; % 2"-line 68.9/71.3; % smokers 49.6/49.5; for erlotinib and
gefitinib Katakami et al. J Clin Oncol 2014; 32 (suppl 5; abstr 8041)

8041: Randomized phase III study comparing gefitinib (G) with erlotinib
(E) in patients (pts) with previously treated advanced lung
adenocarcinoma (LA): WJOG 5108L — Katakami N et al

e Sample size

Target sample size was calculated to be 560 based on the assumption
that G was not inferior to E in PFS (2 — 4 months, a =0.025 [one sided],
P =0.80). Noninferiority was to be luded if the upper Cl limit was <
1.30.

Katakami et al. J Clin Oncol 2014; 32 (suppl 5; abstr 8041)

8041: Randomized phase III study comparing gefitinib (G) with erlotinib
(E) in patients (pts) with previously treated advanced lung
adenocarcinoma (LA): WJOG 5108L — Katakami N et al

8041: Randomized phase III study comparing gefitinib (G) with
erlotinib (E) in patients (pts) with previously treated advanced lung
adenocarcinoma (LA): WJOG 5108L — Katakami N et al

* Key results
100 Gl e}, el e ’ ®m PFS 95% Ci P
re2 = E 1000mo 854-1160mo 0532
% ' S EGFRmitstion % G 890mo  7.50-10.28mo
v (+) -
& 4 —
I o frkicos PFS 95% CI »
— TTF: 5.3 vs 5.6 months (HR 1.032, 95% CI 0.866, 1.231) for erlotinib vs gefitinib : E 210mo 135-322mo 0221
- 0S: 24.5 vs 22.8 months (HR 1.038, 95% CI 0.833, 1.394) for erlotinib vs S mudon o G 207mo  164-368mo
gefitinib © - . | S
— Median PFS and OS in patients with activating mutation for erlotinib vs @ i O
gefitinib were 10.1 vs 8.9 months (p=0.532) and 32.0 vs 26.6 months (p=0.111), pE e i
respectively
* Conclusion
— Non-inferiority in PFS was not demonstrated between erlotinib and gefitinib, and there were
no significant differences in ORR, PFS or 0S Katakami et al. J Clin Oncol 2014; 32 (suppl 5; abstr 8041)
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IEERCBIE7 I F=IE @
RA ML F ROBAERE
- BAEANROSE 1855 -
e - 81.8 % (95%Ci 65.7-97.9)
20> bO—)LE : 95.5 % (95%ci86.8-100)
(CR/PR/SD/PD=0/18/3/1)

Progression Free Survival Overall Survival

1 1] i
& 8

=} i}

A

5] Median PFs:18.2 mo wswci13.9:22) 5 MST: Not reached

o o
O 100 200 200 400 500 800 TOO 800 0 100 200 300 400 500 800 700 800

Time (day) Time (day)
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8016: Randomized phase II study of concurrent gefitinib and
chemotherapy versus sequential alternating gefitinib and chemotherapy in
previously untreated non-small cell lung cancer (NSCLC) with sensitive
EGFR mutations: NEJ005/TCOG0902 — Oizumi S et al

* Study objective
— To identify an effective combined regimen of gefitinib + carboplatin/pemetrexed in £GFR
mutation-positive NSCLC for use in a subsequent phase II trial

Concurrent Induction Maintenance

Key patient inclusion
criteria Gefitinib (daily) +
carboplatin+pemetrexed
(4-6 cycles, q3w)
(n=41

Gefitinib (daily) +
pemetrexed (q3w)
(n=35)

+ Non-squamous
stage
11IB/IV/relapse
NSCLC Stratification

* Previously + Gender, stage
untreated

+ EGFR+ Gefitinib (8 weeks daily) 2

carboplatin+pemetrexed

(2 cycles, q3w)
(n=39)

Repeat up to 3 cycles

Gefitinib (8 weeks daily) 2
+ Age 20-75 years pemetrexed
« ECOGPS0-1

(n=80)

(2 cycles, g3w)
(n=24)

Sequential
Primary endpoint Secondary endpoints
e PFS * OS, tumour response and safety

Gefitinib 250 mg/day; carboplatin AUC; pemetrexed 500 mg/m? Oizumi et al. J Clin Oncol 2014; 32 (suppl 5; abstr 8016)

8016: Randomized phase II study of concurrent gefitinib and
chemotherapy versus sequential alternating gefitinib and chemotherapy in
previously untreated non-small cell lung cancer (NSCLC) with sensitive
EGFR mutations: NEJ005/TCOG0902 — Oizumi S et al

* Key results

— Concurrent administration of CT was associated with better OS than sequential CT but there
was no improvement in PFS

100 0s os PFS
Concurrent  Sequential | Concurrent  Sequential
I8 Median, mo 419 307 183 153
> 95% CI 35.1,NR 232,405 | 97,219 113,174
3 60 HR 055 0.80
8 p-value 0.042 0.20
o 40 1-year rate, % 87.8 872 61.0 61.2
] Concurrent 2-year rate, % 80.5 64.0 29.1 252
20 —— Sequential
3-year rate, % 58.9 39.8 206 189

T T T T 1
0 12 24 36 48 60
Time (months)

e Conclusion

— Both treatment arms showed promising efficacy with predictable toxicities, although

concurrent regimens might provide better OS
Oizumi et al. J Clin Oncol 2014; 32 (suppl 5; abstr 8016)

AEERICEIBS T F=T L -
HIVRT SF2+RA L FE ROfHRERE
- ETRORER -

NEJOO09:HER
EGFRELFAREE Y RBEUETIFIIINECH 935 T« F T HENE S
G D4 FZI[HIVRTSF2/RA MLt RFRRSE £ OE MABLEEGRER

R oyt a
o A Gefitinib
HEFBEITNSCLC (Non-Sq) N
SEHREGFRBIETERB D 2
PSO-1 — N
20/ E75REUF Z Gefitinib
(N=340) b +
1 CBDCA/PEM

Primary Endpoint : Overall Survival Q
National Cancer Center Hospital East, Kashiwa, Chiba, Japan

UMIN000006340

NEERICHSIIBDS T FT°E
RAMLFE ROMARE
- TP ODER -
EGFRIEET ZRE T BABAUETIF NSRS 557 1 7= T WMASEL
BTAFZTIRA ML RGHASE E DBIHBL IR

A Gefitinib
SARBEFTNSCLC (Non-Sq) N
SEURIEGFREIET ZR D 9
(N=188) g Geffmlb
o Pemetrexed

Primary Endpoint : Progression Free Survival

(B, FE, #E, 52]

National Cancer Center Hospital East, Kashiwa, Chiba, Japan
NCT01465000




ASC02014) 5

National Cancer Center Hospital East, Kashiwa, Chiba, Japan

8005: Erlotinib plus bevacizumab (EB) versus erlotinib alone (E) as first-
line treatment for advanced EGFR mutation-positive nonsquamous non-
small cell lung cancer (NSCLC): An open-label randomized trial

—Kato Tetal

* Study objective
— To compare first-line erlotinib+bevacizumab with erlotinib alone in patients with
EGFR-mutated NSCLC

Erlotinib 150 mg/day +
Key patient inclusion criteria bevacizumab 15 mg/kg
Non-squamous NSCLC

Stage IIB/IV or recurrent Stratification
EGFR mutation-positive + EGFR mutation (Del19 or L858R)
No previous CT + Gender, smoking status, stage

ECOG PS 0/1

Erlotinib 150 mg/day
(n=150) alone - ﬂ

(n=77)

Primary endpoint Secondary endpoints
* PFS e OS, tumour response, safety and QoL

Kato et al. J Clin Oncol 2014; 32 (suppl 5; abstr 8005)

8005: Erlotinib plus bevacizumab (EB) versus erlotinib alone (E) as first-
line treatment for advanced EGFR mutation-positive nonsquamous non-
small cell lung cancer (NSCLC): An open-label randomized trial

—Kato T et al

* Key results
— Median PFS was improved with combination treatment
PFS Erlotinib +
bevacizumab  Erlotinib
100 = Median (months) 16.0 97
80 J HR (95% CT) 0.54 (0.36, 0.79)
B p-value* 00015
2 60 *log-rank test, two-sided
H
5 404
®
@
® 201 ﬁ_‘_'k—v._h
o 9.7 16.0
0 2 4 6 8 1012 14 16 18 20 22 24 26 28
Number at risk Time (months)
EB 75 72 69 64 60 53 49 38 30 20 13 8 4 4 0
E 77 66 57 44 39 20 24 21 18 12 10 5 2 1 0

e Conclusion

—  Erlotinib+bevacizumab significantly prolonged PFS compared with erlotinib alone in

patients with £GFR mutation-positive NSCLC
Kato et al. J Clin Oncol 2014; 32 (suppl 5; abstr 8005)
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