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Draft Guidance for Industry and Food and Drug Administration Staff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DRAFT GUIDANCE
This guidance document is being distributed for comment purposes only.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the draft guidance.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. ldentify all
comments with the docket number listed in the notice of availability that publishes in
the Federal Register.
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Vemurafenib (Zelboraf®) M{EA#F BRAFEGEFEE

BRAF-V600EE&I=F

DEENBEREND B R A EV600Emut
T—H—13 ATP Zelboraf
_* (Vemurafenib)
MEK (PLX4032, RG7204, RO5185426)
ATP =
l BRAF oncogenic mutations
ERK ~50% melanoma
~30-70% thyroid cancer
l ~10% colorectal cancer
Cellular Cellular ~8% of all solid tumors

~.  proliferation survival
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Oncogene reported

incidence%

effective drug and potential candidate

EGFR mutation 40| gefitinib, erlotinib
KRAS mutation 14(?
MET mutation o|crizotinib.as a potetial candidate

ALK fusion gene

4~5

crizotinib.

HER2 mutation

2~3

trastuzumab, lapatinib

ROS1 fusion gene

1

crizotinib.as a potetial candidate

RET fusion gene

1

vandetanib, sorafenib, sunitinib

BRAF mutation

1

vemurafenib

HER2 amplification*

12% of EGFR
KTI resistant

trastuzumab, lapatinib

*) Takizawa.K, Pirazzoli.V, Arcila.E.M, wt al, Cancer Discovery 2:922-933, 2012
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Poithier K, Gustavsen G: In Vivo Business and Medicine Report. F-D-C Reports, Inc. and Windhover Information; Elsevier Business Intelligence, NJ, USA (2009).

5 -
S4- @ *
% . r'S *
@ 3 - 4 .
;,8_ ~ 4 Test analogs
;1 g ($2000-4000)
-
0 T r | T T > | > | T
0.# & e & ¢ (&-‘\ .\8 ‘x{bs
. O L
& @’§ 4 _Qe\‘esd’ FE & <€ ©
& & & & O ¥ b
o ) R o "
Genomic Agenda Diagno- Rosetta Myriad ~ Monogram biosciences XDx

)
ERA health Cure genomics  genetics

B AAADBRIYRIFA KEHA BAD EAAD FHAAD HIVEED DLIEHEAE

BETHN HEZEH EEMIRY HER200 BERER EERE 5
25 RBESS 25

I:I/ X nZ I:I/



HZARTY

|OH

AMEBRDOBMRELGDHERIERE

(2012 10AFR®E)

1 RIE B FHla (—ia) SHERFRDI=HDIRE
ZLAA N—tTF (FSRAYXTT) NAHKBE TOHER-2E A /En
S FOBFIFH/185E
8 NA
fifiHYA) ALy (T I24F=7) NAMIB TOEGFRELEFNE

ALt/ (T)LaF=T) 2 (2,000—2,10055)
H—a1) (HYJF=D) DA TOALKF ATBRIEF
D TETE (6,5205%)
KEGEH A T—EAYIR (VX< T) NAHB TOKRASEIEFDE
‘ EHEEL(2,000—2,1004)
ROTFAEVHR (V=Y XTTD)
1214 B8 5 Mfs JYRYY(ATF=7) NAHIB THOBCR-ABLY 45
ARG (ZaF=D) B L FDTFFE (1,200/2,00053)
FX A T#AR B3 155 RTVOF (FHLVZXTT) Yo\ $ighE- (I mERD

CCRAZL INIDTFIE
(10,00055)

19



CoDxMDRISE BT 2ALEZS &

o ERBMFM(HTA)ZERELI-RIZERABDERTE
> WREGLHIEEMDMEIZKFT 2BREDE UG @A CTEE ?
> BHOKR. EHOFERICERIODBETOEMIIRIgED ?

® X REFIDEMIZ/AVF)T (A

BT D

> REODERMNERZFEARALGEMEGEE. EQOKIIITHREEREEAZFEE

THDM?

> BIREZHENADERTHSEES DAL RE S XRIHEH ?

> BEFXDERZR[/oNSDMN?

0 FHELIFRGHEEDRIFLERFEDNDEA

> BiRIFEZIZHADMN?

> BIREERHAERBEBICHL TR EGEREREIRNREBTHEEFTREN ?

22 3CHk : Novel Diagnostics (2010), Health Advances

} FINICLTH, REDERFELIELGLHFNEMLHEANDETHS

20



BRIt EEHLICRITTOR B -R-FDEE

m BEREERELEICHITIREBRICAIT T, RARKZDDLELI-EBIZL.

FE-ERTRHLI=O+—5LICKLEIELNHS
B 2011FICERISNITERA/A—a  EE IR DEEZERAL

354 -PMDA

FREPILETHEIE

EXREPIDLETHENE

B FEi RELIEETA—S5 L

EREER-D7—<a5 /2D
[ PR = 0D 5 £ 7555 FH D HE 5

y

PHEERIER +HEERIHR

ER RET - R E - RERFD
1V I75BIRDIRE

|\ N

6 DNI—x255IWL—TT
EEA/A—3 %FES|

REEERE EEA/R—Ia =]

{E AL =&

L
ES
1
5
~
),
.U.
1
=
~
A

21



CoDxFIFEHEAEIZ M FT-FEFZEAD
mEBEEOEYS

MRERRERARES
- BABRREEYS

- ARERREFFES

- ARERER A R E R

- BABRREEDS

- BRBERETHS

EELREORE
3 & R E

y o

1TE/PMDA

A% -BF-BERELIR

kRS

<E&%l’i§t¥ﬁﬁ>

FRARRE

FH RIS

il B S
LIRE

e

(BER|A/AN—2a =)

BT

Sy s R IE- S
BlE—X

ﬁﬁbﬁ%h\
e B Bl 3¢

ER/BRRMEEX

EE:

D AN —_—
LRRRRER

THhT7 /BRI

22



B ERODELE
D

FEDH

IAIREWET SEAEERIL. 2 DERIAHFIN

B EHAMEEREERTA-OIC, A=A HEORIIIBHTEE
THHAN, EREBEZOTIEHREIEEN THHEFEEINTINS

B OUNZFUZRMEORFEEMREEKE.

HRBTHD

1ZRRT SHBNEA T4

¢ RENMEZRMRLI-RERREHN (RER[E) DEIEL

® (= FRHEEE O 14§l 2 48 5 -

F9 HAAMEEDLEA

B RERNOEHELERICADRRIEZHIET LT, EEREKBRE

% (LDT) D&
WETHS

B BEPEDCoDXHREEEKERF
o HAR{ELERDHEEIXHFEA—D—DEEA

% EELI-. REE DM R U

® CoDxDFFE LB YN SERRER DHEAE X HIEA—H—

IS T RA=ST T4 DRENE
EERYEBEET®HS

%) H A A EY S

DEFETHS



We Innovate Healthcare



