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(n=294)

Bang YJ et al. : Lancet 376, 687-397, 2010 10
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2. T-DM1

vHER2Z1EM & L. AMBAZRER E LTREDOMH TOERESINE
(ADC: antibody-drug conjugate)
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Trastuzumab & Docetaxel DA% 5 % L
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FAAMBOHER-2 (ErREMRRRKEF ZRE2) LAILEE
Herceptin®oTykerb BN XN REBEZTERT S
HER-2T Xk
(FISH;% . E{E%i%mg) Probability Herceptl n @Eﬁ;ﬁ%
1.0 HER-2(+)8cf& 1 2L
0.9- H0648g:{E&
ﬁ 0.8+
1 8'2: Paclitaxel +
= osd N - Herceptin
Herceptin@&ﬁ%(ii*&’riﬂb%)g ol I p<0.05
HER-2 IES 812 E Paclitaxel
FISH+ 34% (27/79) oo29o r1 ° 0000
FISH - 7% (2/29) 0 3 6 9 12 15 18 21 24 27
(JCO, 20:719-726, 2002) ARMENLD AR o1

Roche data on file; Smith et al 2001
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EGFRIEIGFZEERE ( IPASSEHER)

- EGFREGCFZEEDHEIZLITNEFRITHE

Probability 10
of PFS '

0.8
0.6
0.4
0.2

0.0

- Gefitinib EGFR M+ (n=132)
----- Gefitinib EGFR M—(n=91)

—— CPEGFR M+ (n=129)
----- CP EGFR M— (n=85)

Gefitinib HR=0.19,
95% CI 0.13, 0.26, p<0.0001

CP, HR=0.78,
95% CI 0.57, 1.06, p=0.1103

4 8 12 16 20 24

Time from randomization (months)

CP: Carboplatin / paclitaxel , M+, mutation positive; M—, mutation negative 22
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Draft Guidance for Industry and Food and Drug Administration Staff
In Vitro Companion Diagnostic Devices
DRAFT GUIDANCE
This guidance document is being distributed for comment purposes only.
Document issued on: July 14, 2011

You should submit comments and suggestions regarding this draft document within 60
days of publication in the Federal Register of the notice announcing the availability of
the draft guidance. Submit written comments to the Division of Dockets Management
(HFA-305), Food and Drug Administration, 5630 Fishers Lane, rm. 1061, Rockville,
MD 20852. Submit electronic comments to http://www.regulations.gov. Identify all
comments with the docket number listed in the notice of availability that publishes in
the Federal Register.
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Phase I
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Phase llI
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EML4-ALKE &R {cF -

2 FI—T

JeNBARH A ENE E LI-FIRS—45 v b

|dentification of the transforming Development of lung adenocarcinoma
EML4-ALK fusion gene in non-small in EML4-ALK transgenic mice
cell lung cancer (Nature, 2007: 448, 561-6) (PNAS, 2008: 105, 19893-7)
b 1 HELP 496 981
EML4 =TI T |

1 496 1059

.I\\'-\\I ‘\‘\\
1 . 1058 ~.1620

ALK

™

Subcutaneous injection of the transfected
3T3 cells into nude mice

Vector EML4 ALK EML4A-ALK

Others

Nude mice

BRAF  EML4-ALK
(~5%)

Tumour/injection
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Cancer Cell 19, 679 (2011)
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AF802 PARP

B-Actin ﬂ

&SRS 3> kBA—)JL/ 20 mg/kg
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EML4-ALK Mutations in Lung Cancer That
Confer Resistance to ALK Inhibitors

Young Lim Chei, M.D., Ph.>., Manabu Soda, M.DD., Ph.DD.,
Yoshihiro Yamashita, M.D., Ph.D., Teshihide Ueno, Ph.D., Junpei Takashima, M.D.,
Takahiro Nakajima, M.D., Ph.D., Yasushi Yatabe, M.D., Ph.D.,
Kengeo Takeuchi, M.D., Ph.D., Toru Hamada, M.D., Hidenori Haruta, M.D., Ph.D.,
Yuichi Ishikawa, M.D., Ph.D_, Hideki Kimura, M.D., Ph.D.,
Tetsuya Mitsudomi, M.D., Ph.D., Yoshiro Tanio, M.D., Ph.D.,
and Hiroyuki Mano, M.D., Ph.D., for the ALK Lung Cancer Study Group

Choi, et al., N. Eng. J. Med. 363, 1734-1739 (2010)

EML4-ALKEIZFRDER

Before Crizotinib Treatment After Relapse

437464 /)
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(1) N Eng J Med 363; 1693-1703 (2010)

(2) J Thorac Oncol 6; 1359-1366 (2011)

(3) Clin Cancer Res 15; 3143-3149 (2009)

(4) Clin Cancer Res 14; 6618-6624 (2008) 47
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