{ERl1E e R ORRR B
THA
-F1ZEFEFHIEF-

CRep#k#R (2007.01.25)
E M HANATEA—DNASTERIERE F—
LA %5 —ER




ICRA iR ERMLEERBRRDERART S0 —FREFEFREF—

{i&

AlEEEDIERAEL TRATH NS

== A

GESA

IEFRBEEZT OO REBD IS, IEFEIEITH
TH'RZEOSVE"DIT >N REZEDEL
B RYFRNEN T

N FEMNERBAZITOI-EFICHL, BED
Gene Expression ProfilezlLEIL TA =& A,
HDELFEHOMRNANBEIFIFLTLN =Y
IL—TIEL TGN ST IL—T IR TF &
MEM-oT-

http://lwww.icrweb.jp/icr/



ICRA iR ERMLEERBRRDERART S0 —FREFEFREF—

s 17 8T LR

N FEMELREAT
To=EBAEITHL. &
& D Gene Expression
ProfileZ LLEXL TH 1=
ECAH, HOEILFE
DMRNALNEFIFETL RN
TW=TIL—TIELT X=A=() Trell
LNED o T=T IL—T(C
HARTFRALI T RIAEMLLV

DFEHELRECOEAD TR

T—H—(+)

http://lwww.icrweb.jp/icr/



ICRA iR ERMLEERBRRDERART S0 —FREFEFREF—

FiZEFEFRIEF

F1ZREF
0 N—7—

X

F(H)E(-)DY T IIL—TRET. At

DEEICEADLT FEMNEDSD
FETROIZIXT £ 3N Emain effect1&LVD

¥ A X+
0 N—7—

X

F(H)E()DYITTIL—TMET. AE

MENZEDHD
HETEOIZIX, RFER/EDI R B 4EAinteraction | &LVD
FEFRARF-OTCEELHAITEM
0 SAENE TR FEMFESZOIMNIERE

http://lwww.icrweb.jp/icr/



ICRA ki B AL A RFRDERRART V1o —FRAFEFAURF—

T &R

7 ARERR., B AR
R Y—h—(—)  FER: (+)

FREDLT

+ X
AEF X AEDIREHLT

<—h—(+)

EPN
7~ /B 751

‘h.
=~
A~

o T
-~
-

-
-
-
o
A
_—

#a

1RELR

http://lwww.icrweb.jp/icr/



ICRA ki B AL A RFRDERRART V1o —FRAFEFAURF—

7 ARERR., B AR
R Y—h—(—)  FER: (+)

FERF O: (+) TFRERF
BIRF x AENREHLT

<—hH—(—) <—H—(+)
PR #a

o

b
)
-
-y

B=Ea®E 0 - B AR
71N M= T Teea 71N /B 7R

1.0 ; 00

0.0 0.5 1.0 0.0

http://lwww.icrweb.jp/icr/



ICRA ki B AL A RFRDERRART V1o —FRAFEFAURF—

Fi&
A

IR IRERE

> %%ﬁiﬁ‘/\

R Y—h— (=) FE#%: (+)

X

¥ X FERENHLT
F O: (+) THREIRBEIT

FLEBERDODRXBEADY

X—h—(+)

e

-

2550 g

-

—
- -
— -
¥

e S
7N /8751

2550 g

http://lwww.icrweb.jp/icr/



ICRA ki B AL A RFRDERRART V1o —FRAFEFAURF—

7 ARERR., B AR
R Y—h—(—)  FER: (+)

FTRETF O: (+H) TFEREIT

ARF O: (+) THEEMNRREL
AFLEBROXEERADY
X—h—(+)

1.0
~
ik AR
/B 73 /B 71
A
Y
AR
M
Sy
Sy
Sy
ha S

S

Y

Ty

Ny
Sy
bt
%
s
s
RPN
ST
-
-
’!r..':‘.-.‘
Ay
-~ ~
dh 3 :.L\g ~Isa.. ah 3 :.L\g
— S~a —
7N /B8R B el T 7N /875
-z
0

http://lwww.icrweb.jp/icr/



ICRA ki B AL A RFRDERRART V1o —FRAFEFAURF—

gl

-+ X

F Al

A

+O

http://lwww.icrweb.jp/icr/



ICRA iR ERMLEERBRRDERART S0 —FREFEFREF—

B8 FEEETIELH

N FEMNELREAT

To=2&ICxL., B
& D Gene Expression
ProfileZ LLEXL TH 1=

DFEHELRECOEAD TR

T—H—(+)

ECAH, HIOELTFE
DmMRNAAVEFIFEIRL
TW=TIL—TIELT X=A=() Trell

LN T=T )L—T 12
LERTFEN LT

http://lwww.icrweb.jp/icr/



ICRe#) iR B AL A EBFRDEBERART V1 —FRRFEF AR F—

¥ ZEFEFAIRF

FAlAF x AIRFO

% N—=A—()~~--_

A HABZTT IR

-+ BEDT—RZ+TIE

X FARFHF%E
FNEIMEHME

A AN

% \

&

7N

?

ol

AT AR, & POAR
BT —H—(—) . 48 (+)

11 http://lwww.icrweb.jp/icr/



ICRA ki B AL A RFRDERRART V1o —FRAFEFAURF—

ABREOKEREOATIEIFREFIF
IR FH X B TR0
n RRFHOEAFRBIIELZLSIFERERFID

0 PRAEFTHAHAGETHFARFTHSIHFETHRERIL
HENELZD
s PREF
a0 I—h—REF(H)E()DYTTIIL—THET, FBEOEEIZHE
HoT FERNEDD
0 FAEEZCOTHWEEDFERI LT (TNIEHHISALY
s THIEF

0 ¥Y—hH—RF(H)E()DYTTIL—THT. AEDIENE DS
0 JAEMRDEIITUR LIELGEW DS

12 http://lwww.icrweb.jp/icr/



13

ICRA R : B AL AR DEKRMET 1> —FRRFLFRRF—

EGFRZE (X F A

A

7 B EF?

TARCEVA In TRIBUTE study

Progression-Free Rate

Progression-Free Rate

1.0 A

0.8 -

0.6

0.4 A

0.2 1

1.0

08 A

0.6 -

04 |

02 -

- — EGFR wild type (n = 199)

"-------.L ---- EGFR mutant (n = 29)

Months

— Chemotherapy, wild type (n = 99)
R~ === Chemotherapy, mutant {n = 14}
tas — Erlotinib + chemotherapy, wild type (n = 99)

- ! —T === Erlotinib + chemotherapy, mutant (n = 15)
——

N s

Months

Survival Rate

D

Survival Rate

10
Li----l
08 -1 ----1-_-4-4-1'
L-H-o-#--+---+--r- ----- +
0.6 A
0.4 A
0.2
— EGFR wild type (n = 199)
=-==- EGFR mutant (n = 29)
0 5 10 15 20
Months
1.0 dmgm==meeme——aan
—~—— e 4
08 4 Ty WMy mrmmeses 1 sEasey
"---!-1*--#---0—--4— ------- -+
et e ————
0.6 -
04 |
- Chemotherapy, wild type (n = 99)
02 qa-- Chemotherapy, mutant (n = 14)
—— Erlotinib + chemotherapy, wild type (n = 99)
--- Erlotinib + chemotherapy, mutant (n = 15}

0 5 10 15 20
Months

Eberhard DA et al. JCO 2005

http://lwww.icrweb.jp/icr/



ICRA R : B AL AR DEKRMET 1> —FRRFLFRRF—

>

EGFRAA 71X F il

+7?

A

il

IRESSA in INTACT trial

1.0 iy
094 ° 0.9
é 0.8 i 4 E 084
= DT .'.b“1 I. ke L 07
S g6 a0 & 6]
= 05 b e @ o
5 * ",\.\‘ c 054
ik § ' £ 04
03 H\H 0.3
0.2 Yy 0.2
0.1 L = 0.14
(] 4 8 12 16 20 0 4 8 12 18 20
Progression-Free Survival (months) Progression-Free Survival (months)
MNo. at risk: No. at risk:
312 142 34 4 452 206 47 ]
EGFA mutation-positive (chemotherapy & gefitinib) EGFR ampilification-positive (chemotherapy & gefitinib)
——— EGFR mutation-negative (chemotherapy & gefitinib) ——— EGFR amplification-negative (chemotherapy & gefitinib)
=~ = = = EGFA mutation-positive {chemotherapy & placebo) = = = = EGFR amplification-positive (chematherapy & placebo)
—— EGFR mutation-negative (chemaotherapy & placebo) ———— EGFR amplification-negative (chemotherapy & placeba)
1.04- 1.0
08] ol > D 0.9 NTL«CL
g 0.8 i = 2 o0s o
Nl e 2 o Y
0.71 i . - 0.7 W ]H_
E 04 H“\. Y g 0.5 \'\;\. 1
0.5 e 0.5 T Ty
8 i g D s & el
B R v T - 7 - —
& 03] S 3 03 ATV pins s
% oei 0.2
0.14 0.1
0 4 8 12 16 20 0 4 8 12 16 20
Survival Time (months) Survival Time (manths)
No. at risk: No. at risk:
312 251 183 135 44 6 453 361 257 193 59

Bell DW et al.

http://lwww.icrweb.jp/icr/

JCO 2005



ICRA R : B AL AR DEKRMET 1> —FRRFLFRRF—

Survival Effects in Subgroups
IRESSA In the ISEL study

HISTOLOGY Adenocarcinoma
Mon-Adenocarcinoma

SMOKING HISTORY Never smoked
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NO.PRIOR LINES 1

2
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23
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p=0.02
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Survival Effects in Subgroups
IRESSA In the ISEL study
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‘ Design of Clinical Trials for Targeted
Therapy (Sargent et al.)

1. Marker (+) design

New therapy

- | Randomize |<

Standard therapy

2. Marker strategy design

TXx based on
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3. All comers design

Tx based not
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) — o |<

Standard therapy
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New TXx

<" _

Std Tx

Std Tx
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M-by-marker

interaction
M+ M-

M+
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Design for individualized medicine
1. Marker (+)

Viarker

i
aly
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New therapy
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Standard therapy
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Potti A et al. A genomic strategy to refine prognosis
In early-stage non-small-cell lung cancer. NEJM 355:
570-80. 2006 next step

Patients with stage |IA NSCLC

;

Surgery and gene-expression

Stage |A, predicted low risk

100+ of recurrence (n=47) .
analysis
80 #
= Stage IA (n=68)
= 60 Application of lung metagene model
S |
£ 401
4 : :
204 Stage IA, predicted high risk - ioh ri
tage |A, predicted high ris Low risk of High risk of
0 P<0.001 of recurrence (n=21) recurrence recurrence
l I I l l ]
0 25 50 75 100 125 150 ¢ ¢
Months
Observation Randomization
Observation Chemotherapy
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'EORTC Microarray In Node(-) Disease
may Avoid Chemotherapy Trial

Evaluate clinico-pathological risk (Adjuvant!) AND 70-gene signature risk

_— ¥ T~

Clinical pathological Discordant cases Clinical pathological
AND 70-gene signature g . AND 70-gene signature
HIGH risk Clin-Path HIGH risk LOW risk

70-gene LOW risk
‘ Clin-Path LOW risk
70-gene HIGH risk
R
Use Clin-Path risk to decide on ™. ~Use 7T0-gene risk to decide on
J, adjuvant chemotherapy or not adjuvant chemotherapy or not
l : y
Chemotherapy i ey > chem:t::era
All horomone i

responsive patients
receive endocrine
therapy

Fig. 6. Design of MINDACT, which aims to spare 10%—15% of women with node-
negative early-stage breast cancer adjuvant chemotherapy without compromising
long-term disease outcome. Randomization will be between gene signature and
Adjuvant! for adjuvant chemotherapy prescription for those cases discordant for
risk classification by the two methods.
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Design for individualized medicine
2. Marker strategy

v+ | New Tx
Tx based on
Marker

M- - Std Tx
Randomize
Tx based not S

on Marker e | Std Tx
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Retrospective cohort/

=Casasconbmlsiidill. Historical cohort study

Progression-free Survival in Ovarian Cancer

RS (ot hs)

100 ] Standard: 45

90 11 Assay-directed: 9.5
o 0G0 1 HF: 04, 95%C 0.2 —0.74
B .
s 70 A
c . Response Rale
2 60 Standard:  37%
g 207 Assayedirected: B4%
g 40 1
L 309
) ol 0.003

10 : =y,

D BN R R R | B B S LA I R L L

e
0 20 40 60 80 100 120 140 160 180
Weeks from start of chemotherapy

kurbacher Ch ef &/, Anticancer Drugs 1998 9 51-7.
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A RCT of ATP-based tumor chemosensitivity assay (ATP-
TCA) directed chemotherapy versus physician’s choice In
patients with recurrent platinum-resistant ovarian cancer

Dnugs tested

+ Cisplatin

+ geETmctabine

+ Cisplatin + gemcitahbine
+  doonibicin (DoxliCashys)
+ paclitaxel

« mitoxantrone

«  mitdxantrone + paclitaxe]
+ fopotecan

+ treosulfan

+ treosulfan + gemcitabine
+ treosulfan + epirubicin
+ Cisplatin (2] + etoposide
+  etoposide

In the physician's cholce amm,
patients were treatedwith the
oncologist's choice from this
list.

In the assay-directed amm,
patients were treatedwith the
option showiing the most
activity in the assay

ASCO websitek !
Cree et al. Proc ASCO Vol 23, No. 16S,
Part I, 2005: 5008
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Patients

180 randormised

l

¥ ¥
ob assigned 94 assigned
FPhysician's choice Assay-directed
chematherapy chemotherapy

rl

Iﬁ

28 received ==k cycles

ol received < b cycles
& treatment never began

a0 received ==& cycles
51 received < b cycles
13 treatment never began

72 died

14 alive at analysis _l

gl died

‘ 14 alive at analysis

oh assessed for
PES

94 assessed for
PFS
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Results (2) - Survival

Frogression Free Suraval

g
i Iedian PFS:
Fhyzician's choice: 53 days
o ! Assay-directed: 104 days
%D HE: 080, 95%CI 089 - 1.10
-
i
£
&y |
= 12
number at risk
TCA s =3
= 1 PC 3 o i TR
o5 I T I T T T
0 00 20 200 400 00 600
Ewent fre e sunival in days
_— Fhysidan's choise ————- TCA-dine cted
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Results (3) — Overall Survival

ortion s rfin
p e g
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\ Design for individualized medicine
3. All Comers

=P Randomize

/

New therapy

AN

Standard therapy

M+ M-

M+ M-
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‘ All comers design
RXEERZRATHAL !

= Primary analysis
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= Secondary analysis

0 X=A—=(H)/ (D) ENENTHEEIRELE
« CARMRNERGNEREERSHYTFAETF

= BHhomarkerzifll5D ERICTIE?

d _-LZIKE"]':(iﬁC New TXx
o BIAZEOANNATRIAAYIKLY  [R

0 ZEM, a TT7—HRBTSHL

http://lwww.icrweb.jp/icr/



35

ICRA iR ERMLEERBRRDERART S0 —FREFEFREF—

e PR R IR (2

Primary analysis(£{X) CTHE
0 ERITHLTHEARE
Primary analysisCTHE T4
o Secondary analysisT
I—H—(+) DA BEE-BRERNLGERIL?
REERA®HY-BRRERNGERIL?
0 BEDOYITI—THENTOEROBREESEID?
AL ERE L ET BIZEFZ M oprimary analysisIZHEA AL
0 BUTILHAXHERXR
HIJIW—TZEIHEREARDS
0 2DMDRCTZRHDERL
XBEERZ#RA~DS
0 1DOHBUE2DDRBUTNER
0 TRETRIICE

a TS5—MEREE

http://lwww.icrweb.jp/icr/



ICRA R : B AL AR DEKRMET 1> —FRRFLFRRF—

Gene Expression and Benefit of Chemotherapy
In Women With Node(-), ER(+) Breast Cancer

NSABP B20

Randomize|after surgey

Paik S et al. JCO 24(23),2006
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Distant
Diseasa-Frae Survival Dizeasa-Fraa Survival Survival
100 - . W =100
| ] l .l
a0 = - o L o0
% 4 P=0.002 1 P=0.005 J P=0.04 L %
i Pts. Events P* d Fuenis P ,_ _Deaths P+ . B
®Tam 771 140 m 116 = G0
{4 MFT 767 104 0.1 4 & 81 0.008 4 4 40 0.05
® CMFT 768 83 0.001 & 79 (0.006 * 33 0.03
0 —————T — T T 111 70
Year g i Py 3 4 ] ] 1 2 a 4 5 i 1 a a 4 5
B THY T23 G6BE A28 41 7hE T3 703 B4 4% 771 TET THOD B892 AN
SAt A 75T 737 T13 G656 506 758 742 722 GGG 515 TEE TGO T42 TO1 542
Risk @ 757 790 718 611 49 757 740 719 672 493 JE4 758 746 706G 530
* Comparizon to Tamoxlfen
RELATIVE RISK {92% CONFIDERCE INTERVAL)
MFT/Tam 0.72 {0.56-0.93) .66 (0.51-0.90) 0.67 (0.45-0.99)
CMFT/Tam 0.65 {0.50-0.84) 0.67 {0L50-0.89) 0.64 {0.42-0.85)

Fig. 1. Disease-fres survival, distant disease-fres survival, and survival according to treatment group. Benefit from MFT (methotrexate, flunorouracil and tamosdfen)
or CMWMFT (cyclophosphamide, meshotrexate, fluorouracil, and tamoxifen) is further indicated by the relative nsk (95% confidence inferval) of the eoouTence of
events related to those outcomes. Ptz — patients; Tam - tamexifen alone; # = number. The P vales are two-sided.
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Oncotype DXIZ&kdRecurrence Score

(RSOIZKDBEEZIRD XA
I6DMNAICELET DELFDRENEHRER
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0 St EXBARITHEILEH
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Fp Al. Kaplan-teier plots for proportion relapss free comparing trestment with temoxifen (Tam) slone versus treatment with tamoxiten plus chemotherapy (Tam +

chermio). (&) All patents; (B) low risk recurmence score [RS] < 18); (C) intermediate nsk (RS, 18-300; (D) high rizsk (RS = 31). The number of patients st risk and the numbear
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