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Major Randomized Trials with Targeted ASCO 2011 Emerging Novel Targets for Lung Cancer
Theraples for Advanced NSCLC By Jean-Charles Soria
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DFENEBERES NSCLCIC#1F 3 oncogenic driver mutation

~; ~ 1987
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2004 2%
KRAS.
4 Kohno et al., Nature med, 2012
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NSCLCIC 3517 oncogenic driver mutation Discovery of EGFR gene mutations
1987 @NSCLC who experienced great response EGFR
BAAEDA2012 to EGFR-TKIs commonly harbored | | Extra
EGFR mutations. -cellular
| | Membran
nn
6719C
2004 i | Bl
i kinase del L747-A752insS
domain L858R
L861Q
xans
Intra
€ Kohno et cl.,;l:;ge med, 2012 _cellular
Lynch et al. NETM 2004
Paez et al. Science 2004
Pao et al. PNAS 2004

_Summary of phase III trials comparing Phase III study of Gefitinib vs CBDCA/Paclitaxel
first-line EGFR-TKIs with platinum-doublet for advanced NSCLC with EGFR mutations
for EGFR-mutation positive advanced NSCLC (NEJ002)

Progression-free survival Overall survival updated on 2011
Stud Regimen PES
Y 9 Chemo EGFR-TKIs Gefitinib  :10.8 months Gefitinib  : 27.7 months
WITOG3405 CODP/TXT vs Gefitinib 2 10 CBDCA/PTX : 5.4 months CBDCA/PTX : 26.6 months
vs Gefitini \ 0
Lancet Oncology 2010;11:121-128 ?& 160.34-0.71) Z ” \1 ;‘E 000303 OONCL 022:04D P= 048
i I
NEJO002 CBDCA/PTX g\ 10.8 1.
N Engl J Med 2010:362:2380- 2389 % HR: 0_30 (95% 0.22-0.41) { e
oPTIL 5 3) 3 ,A/GEM vs Erlotinib 46 131 ! o
Lancet O % HR:0.16 (95% 0.10-0.26) b e ————————
e Days after Randomization
EURTAC Plt-doublet vs Erlotinib 5.2 9.7
Lancet Oncology 2012 HR:0.37 (95% 0.25-0.54)

Maemondo et al. N Engl J Med 2010;362:2380-2388
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Phase III study of Gefitinib vs CBDCA/Paclitaxel
Japanese Phase III studies in Advanced NSCLC for advanced NSCLC with EGFR mutations
(NEJ002)
Clinical trials Regimen os _ Progression-free survival Overall survival updated on 2011
LETS (n=564) CBDCA/S-1 152 X S Gefitinb  :10.8 months Gefitinib  : 27.7 months
(Okamoto et al. JCO 2010) CBDCA/PTX 6 mo“ s CBDCA/PTX : 5.4 months 100 CBDCA/PTX : 26.6 months
- " o/ . 90
WJITOG0203 (n=604) Platinum-- &2"‘\' 12.9 months g L R DI0(BACE 02204 g, P 0.48
(Takeda et al. JCO 2010) P, z'. 13.7 months i \L o
\ 5 2 60
IMTO (n=40*" '\\IO\ _A/PTX 14.1 months g s
oo W cem/vnr X 13.6 months 1, o ®
0 I e (-1 20
N\zd‘c CBDCA/PTX 12.3 months » o Mg,
rACS (n=602) CDDP/CPT-11 13.9 months IR TR 0 200 400 600 800 1000 1200 1400
(Ohe et al. Ann Oncol 2007) CDDP/GEM 14.0 months o Days after Randomization
CDDP/VNR 11.3 months
Maemondo et al. N Engl J Med 2010;362:2380-2388
Phase III study of Gefitinib vs CBDCA/Paclitaxel IVEENSCLC1S -l s=_o~
i _ _line®7A K51 Y DLE
for advanced NSCLC with EGFR mutations ’
(NEJOOZ) BE ASCO ESMO NCCN
Poststudy treatment™ Overall survival updated on 2011 _ 2010 /C‘
*The protocol recommended cross-over BT 202 2ot ez d\'l\ Eo
treatment Gefitinib  :27.7 months \/
CBDCA/PTX : 26.6 months EGFR&EFZ  EGFR-TKI R 2 ~
4 & Elderly : - —oF T-TKT Erlotinib
|CBDCA/PTX (n=114) b- 048 - craer o5/ 7 i i
1 AKBEBET S \,\’S, s : Crizotinib
Cis or Cari %0‘) @varbo Cis =Carbo Cis Cis =Carbo
Gefitinib (cross-over) -
N = 106’ g% R Nosng(ch()Cl) Switch Switch is option ng;r&o(uzsA(;)
Response Rate 59% \ = Single > Should ot be Fit; platinum 2T
0 200 400 600 80 1000 1200 1400 =ER platinum selected by agealone  Unfit; single (Single, platinum)
Days after Randomization -
Ps 2 j:;?r"i; Single Single / Platinum ?
Maemondo et al. N Engl J Med 2010;362:2380-2388
NSCLCIC#IF D oncogenic driver mutation EML4-ALK translocation
Soda et al., Nature, 2007, Rikova et al., Cell, 2007
1987
B A2012 Chromosome 2
Long arm Short arm

'- Ras _ EML4 EMBBKALK
2004 HER2 1 ///’ s osw et L-ae 202 NN

2% HRICIEEE yIW3- XV
{5
xeas 4%
Kohno et al., Nature med, 2012 EML4-ALK variant 1
4 T 1. ........... B Zo.- ..........
Coiled coil
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EML4-ALK fusion resulted in dimerization via
the coild-coil domain of EML4 leading o
persistent mitogenic signaling

Cell growth

Mano, Cancer Sci, 2008

ALK translocation in lung cancer

EML4-ALK  E13:A20 | [Tyrosine kinase vi
e20a20 | Tyrosine kinase v2
E6albiA20 1 [Tyrosine kinasé V3ai3b
E14;ins11del49A20 1 _ V4
E2;A20 & E2ins117A20 | [Tyrosine kinase Vsalb

E13;ins69A20 I _ V6

E14; del12A20 1 Tyrosine kinase v7

E15del19; del20A20 | [Tyrosine kinase va

E18,A20 I _ Vs

E17ins61; ins34A20 1 “Tyrosine kinase v8
TF6-ALK E3;A20 [ | [Tyrosine kinase
KIFS5B-ALK E24;A20 1 [Tyrosine kinase
E15;A20 [ | [Tyrosine kinase

Modified from Sasaki T et al., Eur J Cancer, 2010

Phase I study of Crizotinib

in ALK-Non-Small-Cell Lung Cancer
Kwak EL, et al. New Engl J Med 2010

Crizotinib phase I study
FEERMDEZE ~ORR~

N= 82
jL__ . N=19  _ N=82 _ N-=116
- "I'l””“”lMuIHIH‘l ml “ | ORR: 57% -] omrsE3% ] ORRS57% | ORR61%
12 R
PFS(6m): 72% E‘
; :: W Progrveshe iease @ Stably dsease 8 Parlial resionse II.'I.":.;munnb:w
g :J Kwak EL, et al Kwak EL, et al Camidge DR, et al
: ASCO 2009 NEJM 2010 ASCO 2011
Crizotinib phase I stud Effect of crizotinib on overall survival in patients with
+ ,P\\ Y advanced NSCLC harbouring ALK gene rearrangement
i KERDEGE ~PFS~
X PFS probal 6 months: 72% ALK crizetinik ALK comtrols Wild-tvoe controls |
(95'1".pCI‘ 61 — ALK

_PFS(6m): 72%

Progression-free survival probability

Median follow-up fo
(25-75% percentile:

10
n

2 3 Camidge DR, et al
Mt ASCO 2011

—— ALK-positive, crizotinib (n=30)

figure 2 erizotin —— AlK-positive, control (n=23)
n \ Wild-type controls (n=125)
\SAl Ll MST: not reached
n ] 4 HR=0.36 (p=0.004)
AN -
N
Secr a 1 "‘..\‘ MST 11 months
| B e Y
n 1 MST 6 months o
p=0.020
T T T |
Number at risk 1 2 3 years
ALK crizotinib 30 20 3 [ 0
ALK controls 23 9 1 0 0
Wild-type controls 125 50 24 7 5

Shaw AT, et al. Lancet Oncol 2011

NPOEAN DAIBERE




F£11[E B A> IO —-TA -3 A

FR24410H208

Phase III study of Crizotinib

2" or 3rd-line Primary endpoint; Progression free survival
PROFILE 1007 N- 347

R Docetaxel or
Crizotinib Vs. [ Pemetrexed
b Crizotinib
PROFILE 1005
1st-line Primary endpoint: Progression free survival
PROFILE 1014 N =334
e Cisplatin or Caboplatin
Crizotinib | Vs, + Pemetrexed

t J

Crizotinib (Y—211)) &R

<¥E> 201158H268

Vysis ALK Break Apart FISH Probe Kit(Abbot Mol - ?I)
T ALKERMIEINBARETEE RS NIEED T« %

W

<E|w,-)7~13dsoe
ALKRE= \i&:ﬂ“ﬂ‘xﬁﬁ_ﬁﬁj@ﬂmjﬁﬁ
1+2 %0')@ OREERBREMRCKD. ALKBSEEFORRE
NEEOOHICRETBTE

RIE FLineDiEN B13L) (Ist-lineHSEATEE)

Effect of crizotinib on overall survival in patients with
advanced NSCLC harbouring ALK gene rearrangement

ALK crizetinik ALK comtrols Wild-tvoe controls
— ALK —— ALK-positive, crizotinib (n=30)
figure 2 crizotin —— ALK-positive, control (n=23)
n - Wild-type controls (n=125)
\SAl MST: not reached
n 4 HR=0.36 (p=0.004)
Il ~y ]
L 4
Secor a iy MST 11 months
[ l_I —
n 1 MST 6 months .
1 ¥
*pe0020
T T T |
Number at risk 1 2 3 years
ALK crizotinib 30 20 3 [ 0
ALK controls 23 9 1 0 0
Wild-type controls 125 50 24 7 5

Shaw AT, et al. Lancet Oncol 2011

Overall Survival of Advanced Lung Adenocarcinoma:
A Historical Comparison of Patients Treated Before
and After Gefitinib Approval in Japan
EGFR mutant Lung Adenocarcinoma

No. MST (menths)

1.0+ - After approval 78 27.2
o Before approval 58 138
£ o2 HR =0.48 (95% Cl,0.32100.71)
g Log rank P<.001
& 081 EGFR mutant T
= GefitinibD{EMAEHE : 13.610'8
g ol GefitinbDEMAE : 27.20'A
€ o
e
a 0.24

0 1 2 3 4 5

Survival Time (years)

Takano T, et al. J Clin Oncol 2008,

Effect of crizotinib on overall survival in patients with
advanced NSCLC harbouring ALK gene rearrangement

100 = ALK-positive, crizat

e EGFR-mutant, EGFR TEI {;

MST: not reached
1-year overall survival 71%
2-year overall survival 57%

MST: 24 months — "

. 1-year overall survival 74%

2-year overall survival 52%

pe0780
o T T 1
Number at risk

ALK positive 56 1 :] [ o
FGFR-mutant 63 44 20 a9 7

Shaw AT, et al. Lancet Oncol 2011

NCCN Guidelines Version 1.2012

3 *« NCCN Guidelines™ Version 1.2012
Network® Non-Small Cell Lung Cancer

THERAPY FOR RECURRENCE OR METASTASES

FIRST-LINE THERAPY
EGFR mutation or ALK See First-Line Therapy

, megative or unknown (NSCL-14)

f

| EGFR mutation|

discoversd Erlotinib tb.ccdd

-EGFR P - + Progression-+
7 |prior to first- | (category 1) -
« Adenocarcinoma | | mutation | i ooy 1.m T
- Larga Coll | tesings | [E0FR |/
- NSCLE NOS featogory 1) (| [mutstion |{ Switch maintenance:
y @ ALk wsing® | Ipositive |\ e erfotint*® Isse
\ | mutation
\ Y et | May add sriotinibf 1o [* Progression + 3020
Establish / \ by current chemotherapy,
histologic (- \ chemotherapy | | category 28) ¥
subiypes |\ s
\ ALK positive @ crizotinic: ~ Progression + S85endlne
N imscLs)
EGFR mutation testing
Squamous co __ " - . Ste First.Line Therapy
oty s not routingly T
rocommended
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fEs2 &I+ RS+ >20125FhR
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EGFR#{EF
ZRBE

EGFR-TKI
EdiEE

ALK-TKI
i)

ALK-TKI
EEEES

ECFREGT 2R
ALKRIET $5EE
B#E - 85

EGFREGFER
ALKB {7 RE
RFRIFMAE T

2RBE

fEEs2 &I+ RS+ >20125FhR
~I\A ZV—N—HERIEEEERR~

EGl KT
8151iéﬁ‘C'FFlL‘%héﬂﬂﬂﬂgﬁﬁﬁ‘hﬂb‘ﬁﬁéhén (A)

JF=7. =r ARICHI %

R LR SRR
ALK-TKI

B
FGFRIBIFPDRE

TFFF+ERESCEMELREERALEARICF St AMRORSETILIBNGNE(B) :I
DAL F ARSI EIBOSHRE ()

@OUYIF_TEADRSEFTSLSEDSND (C1)
SR IR A OE W EERB LTI £ M B DRRATIE T (C2)
COrKIE N T &3

ALKB{=F xE YR
RFRIFMAE T

IVHINSCLC1S'-lineD7/H+ RS Y DLEE

=EN ASCO ESMO NCCN
2010
CETESHA 2012 2011 Consensus 2012
conference 3
EGFREEFZ EGFRIKI - R
PS 3.4 & Elderly : Gefitinib WN . crlotinib
% & VR
N
AKBOBET  Crizotinb 7\ (1 g Crizotinib

Cis or Carbo Cis> &@T <urbo Cis Cis =Carbo
e (D%’ S itch
HEFRED % 5Q (€2) Switc

. . . Continuous (1)
Switch is option Switch (24)

e, Single > Should not be Fit; platinum pall; 7292
= platinum selected by agealone  Unfit; single (Single, platinum)
Ps 2 j(']';?r"‘;; Single Single / Platinum ?

Phase III study of Crizotinib

2d or 3rd-line p; i Promms i Erme e
PROFILE 1007 wnady """ FShow AT, et al. ESCO 2012
R Docetaxel or
Crizotinib VS. Pemetrexed

E Crizotinib

PROFILE 1005

1st-line Primary endpoint: Progression free survival

PROFILE 1014 N=334
e Cisplatin or Caboplatin
Crizotinib Vs. [ - Paneireed) J

t | )

Abstract 2862

Phase lll Study of Crizotinib vs Pemetrexed or
Docetaxel Chemotherapy in Patients with
Advanced ALK-Positive NSCLC (PROFILE 1007)

Alice T. Shaw, Dong-Wan Kim, Kazuhiko Nakacawa. Takashi Seto.
Lucio Cring, Myung-~Ju Ahn, Tommaso de Pas, Benjamin Besse,
Benjamin J. Solomon, Fiona Blackhall, Yi-Long Wu, Michael Thomas,
Kenneth J. O'Byrne, Denis Moro-Sibilot, D. Ross Camidge, Vera Hirsh,
Tony Mok, Vanessa Tassell, Anna Polli, Pasi A. Jinne
on behalf of all PROFILE 1007 investigators

Presented at the 37 ESMO Congress, Vienna, Austria, 2012

NPOEAN DAIBERE

Baseline Characteristics

Crizotinib Chemotherapy
(n=173) (n=174)
Age, years Median (range) 51 (22-81) 49 (24-85)
Sex, n (%) Male 75 (43) 78 (45)
Japanese 68 %8 (57) % (55)
Ls3 an 90 (52) 91 (52)
Asian 79 (46) 78 (45)
Other 4(2) 5(3)
Never smoker 108 (62) 111 (64)
Ex-smoker 59 (34) 54 (31)
Current smoker 5(3) 9(5)
Adenocarcinoma 164 (95) 164 (94)
Non-adenocarcinoma 5(3) T(4)
ECOG PS," n (%) 0 72 (42) 65 (37)
B4 (49) 95 (55)
2 16 (9) 14 (8)
Brain metastases, n (%) Present 60 (35) 60 (35)
Absent 113 (65) 114 (66)

"Data missing for crizotinib (v=1); “data missing for 7 patients (crizotinib, n=4; chemotherapy, n=3)

Race, n (%)

Smoking,” n (%)

Histology,” n (%)
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ORR’ by Independent Radiologic Review

ORR ratio: 3.4 (95% Cl: 2.5 to 4.7); P<0.0001

B Crizotinib (n=173%) B Crizotinib (n=172%)

B Chemotherapy (n=174")
80

B Pemetrexed (n=99")

FR24410H208

Primary Endpoint: PFS by Independ

Radiologic Review (ITT Popul

100

Events, n (%]

@
=3

Median, mo
HR (95% CI)

ation)

Crizotinib  Che:
I 5
100 {38) 127 (T3
T 10
0.49 (0.37 10 0.64)

65.2 65.7 B Docetaxel {n=72"

Treatment

"RECIST v1.3; "ITT population; “as-reated population

PFS of Crizotinib vs Pemetrexed or Docetaxel

100 Crizotinib

]
e

Median, mo
HR" (95% CI)

progression (%)
n
o

n
(=]

-]
-]
]
=
®
3
3
3
@
-
]
z
2
o
3
o

Time (months)

33
Pametrexed 12 3
Docetaxel 3 1

Pemetrexed

Treatment

Docetaxel
n=T2"
i
28

0.50 (0.43 to 0.80) 0.30 (0.21 to 0.43)
0.0004 0001

“As-treated population: excludes 1 patient in crizotinib arm who did not receive study treatment and 3 patients in

chemotherapy arm who did not receive study treatment; "vs crizotinib

Interim Analysis of OS

-
B @ @ =
=] e e =]

]
=]

Probability of survival (%)

10 15

TR — Time (months)
Crizotinib 173 129 a3 w
Chemotherapy 174 129 B4 M

*111 patients crossed over to crizolinib outside PROFILE 1007
“HR adjusted for crossover using rank-preserving structural fallure time method:

NPOEAN DAIBERE

Crizotinit

49 (28) @
28
02 (0.68 to 1.54)

04

{0.36 to 1.35)

Chemotherapy®

' @
= e

[X]
=]

Probability of survival without
progression (%)

10 15

Time (months)
L
nib 173
¥

<0.0001

PFS Subgroup Analysis

All patients.

Mon-smoker
Smoker of ex-smoker
Adenocarcinoma
Hon-adenocarcinoma

Eens ne ny

ECOGPS2

Brain metastases present

Brain metastases absent

Prior EGFR TKI

No prior EGFR TKI

“Data missing for smoking status (n=1)
and tumor histology (R=7)

Favors crizotinit

0.52 (0.34-0.77)
0.48 (0.34-0.68)
0.45 (0.30-0.66)
0,53 (0,36-0.76)
0.45 (0.32-0.63)
0.53 (0.34-0.83)
0.50 {0.38-0.66)
0.92 (0.01-1.02)
0.48 (0.36-0.63)
0.31 (9.12-0.86)
0.67 (0.44-1.03)
0.43 (0.30-0.60)
0.48 (0.22-1.09)
0.49 (0.37-0.66)

Favors chematherapy

Common AEs of Any Cause in 215% of Patients
25% difference between groups?®

Cri b (n=172}, n
Any grade Grade 3/4

103 (60) 0 (0)

103 (60) 0(0)
94 (55) 201)
80 (47) 2(1)
73 (42) 42
66 (38) 27 (18)
54(31) 0(0)
44 (26) 0 ()
44 (26) o)
37 (22) 1(1)

Vision disorder”
Diarrhea
Nausea®
Vomiting®
Constipation

Elevated transaminases”
Edema”

Upper respiratory infection”
Dysgeusia

Dizziness”

| Vision disorder

Chemotherapy

71}, n (%)

Any grade Grade 3/
16 (9) 0 (0)
33(19) 101)
84 (37) 1(1)
30 (18) 0(0)
39 (23) 0(0)
25 (15) a(2)
27 (18) 0(0)
22(13) 101
16(9) 0(0)
14 (8} 00}

Diarrhea, Nausea/Vomiting — Gr 2 1% (Single chemo & GF2/E)

s
dgrace 5 dyspnea (n=1; <1%) reported In each treatment arm
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History of ALK Science

* EML4-ALK in NSCLC (Nature, Mano)

CrizotinibD{EAIRERIL, HRPTHZDELN
155, 1500~2000%]
BHZ: 100~150
20 (April 2012)
+ Crizotinib in ALK-NSCLC (New Eng J Med, MGH)

2007

2010 « Crizotinib in inflammatory myofibroblastic tumors
(IMT) (New Eng J Med, DFC)

2011 » Crizotinib approval for ALK-NSCLC in US (8/26)

2012 « Crizotinib approval for ALK-NSCLC in Japan (3/30)

CrizotinibDFEZBIER
- EEMMESR
. fFideEIE=
- QTERILEE
- MEES
. IRAR
- RRES
« Za—0O/NF—
- BHUERE
o MEERRYE
- YR BEUE

Crizotinib[C X DFHHBISIREER

o RPETRSYENGE, BENDVRRICBNT. REORIC MERl &
MHREINTID

o 51 BH~2BHEETHR

o IR LT
o &
o SERNMERE TRV DRI
e 8V FSRALBERBET, RESNZBYOR—EZ

Crizotinib®E/3EIVEMA

- EEMMES
. fFiaelEsS

- QTHERLER

- MRES

. 1RAR

- [BEE

« Za—0ONF—
- BHEESER
o MEEIRIE

o FIRBEUE

RMINEL
BAR
BEER

CrizotinibDF S BIER

[« RSEEMEIHESE
H I CTCAE v.4.0
DUVFZ TB EEfE 15EM
__GOT/GPT EX(BE3.0MEM
E— 888 (1st-line)
TB 2.0mg/dI :
ALTIEE{E2 5 M kot

BICDWNT

A L 1 | LAy I ETET S, HR R 200mg
AST 1§ | | 2 [l b 15 & PRI

CrizotinibDF S BIER

[« REEEMEIHESS
b BESBEEERREBETERR
DN F ZITREIDERICHZ > TOBESBIEICDNT
2012/3/30
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Crizotinib CILDDYAE UIE 15l ~EEmmRAa-r RSt ~

AfEAT (RE182011/12/13) BIEIHRCT 2012/1/31 H lsfory Of ALK Science
2007 * EML4-ALK in NSCLC (Nature, Mano)
2008_ * Mutated-ALK in Neuroblastoma (Nature, Ogawa)

« Crizotinib Phase I data (ASCO, MGH)
2009 + EML4-ALK in Breast and Colon (MCR, Genentech)
« Crizotinib in ALK-NSCLC (New Eng J Med, MGH)

20010 + Crizotinib in inflammatory myofibroblastic tumors
— (IMT) (New Eng T Med, DFC)
20011 « Crizotinib approval for ALK-NSCLC in US
20012 « Crizotinib approval for ALK-NSCLC in Japan
Crizotinib in ALK-Rearranged 1s*-line other ALK-TKI
Inflammatory Myofibroblastic Tumor Inflammatory Myofibroblastic Tumor
447, B EEFLETALK positive; 575%, B, BIEE 404X 375

Mareh 15, 2008 jove 19, 3054

2012525 13H(#1h) 2012538128
A o

g
-
a

Butrynski JE, et al. N Eng J Med 2010

NSCLCIC I oncogenic driver mutation
CREATE: Cross-tumoral Phase 2 with Crizotinib BB 9 m
1987

NCT01524926 BAR AN A2012
EORTC

Criteria
Datatal e

WRAICESICIEERE

"+ Avababity of stakl o coniral pathology view ‘

« Wiien informsed consar

i waaty mawe No |
reumar activiy of Crroto aCTou predefined TUmer ypes i patienss whate fumors ek harharing spechlc sterations in ALK sndior MET

Sacondary Ouitoms Meansen
. 8 s W] Kohno et al., Nature med, 2012
* Progreasion s s 1 EYE
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s\ \\r Crizotinib in ROS1-Rearranged NSCLC
e Al 31m%, BiE, JEBYES, BAC
A NS
3\ \ ".'l.'.'.';:..:':\\\ H};‘:‘.’{ { tr{/::‘l"f,,_, _ Pre 12 weeks after
Q h.\\ 1 IJI“‘ ey
= " \\'I ::\k."\“"\\“- 4P F“ !‘ ®
_=__ ;. "\ :‘“‘ o N \ \‘nml rf};’ﬁ"s
s TK i N W \ \\/ ¥
e T e
= mowe TN\ /
L . ® i
- o T | :
= - BN .
o
£ - 6 Manning et al. Science 2002;298:1912-1934 . Bergethon K, et al. J Clin Oncol 2012
Clinical activity of crizotinib of advanced RET-TKI

NSCLC harboring ROS1 rearrangement

Phase I of Crizotinib(PROFILE 1001)

ROS1 positive NSCLC expansion cohort ReT | vesFr |krT | PosrR _B:EI ens | rar | eer | meT
1 2 3 AlB

Imatinib v vV Vv Vviv i v

RR; 57.1% Sorafenib | v v v v v

Median duration of Motesanib vV vV ViV iv

;?;Tx‘eeenl:s Vandetanib | v v v
Sunitinib vV (v Vv v

XL184 v v v

Alice T Shaw, et al. ASCO 2012

KIFSE. KIFSE.
RET-

RET izl I Candidates of Target Therapies
RET-TKIS M SRR & | in Lung Cancer

140+
\F=A A\ §_ 120 .
A =Y £t - Oncogene Activation Drug
Kohno et al, 2012 xs @ : : .
onno et d gf @ RET Translocation  Sunitinib, Sorafenib, Vandetanib
vm.a.;?° RN ROS Translocation Crizotinib, Other ALK-I
& 1
v KRASVI2 KIFEH-RET T + b
. rastuzumal
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SEDEBRICHIT DEE Workflow of multiplexed mutational profiling
at Shizuoka Cancer center
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Adenocarcinoma
Molecular Profiling Mutation detected in 52.5%
Sample accrual from July 2011 of Lung Cancer
in Shizuoka Cancer Center
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