SRONAMROHYAIC
B oaRER:
—E AR

4 OF CLINGS,
(& N\ N
® BAXREARES
N 1963 }‘??; =

2 KRS E SR

¢:

RERREES S

ik

AILIEE

EH8




Ak OF L

> o\

N \

\

| ,i
\\ oﬁ

Vhwﬁ/

HEELSRFR

19634F
— i+t

D

3= A (200941 A &&0)

17,5664 (201341 268 F)

= 5hE

= R
iR 2R F
m ERAF
m AR T
L -2

= CORESF
= H S 0RMEF
nEREF
= ENERE
w AN E
RE#
w/NREL

= g Al 5t F
ERERIRE
" FEE
AR
AR %

~

J




HARR
At Ak

A A R E R A EHE
NABBZECERNDBAZHY ., BALRIZEE ., BAICAITAZ LDV S

ERE.#Y PR -REE

BIERCIZESELE=LY MANTIZY =75
SVWEREZIT-0 MAEBLEL
|

ERRGEE

(hEE%. EPIRS)

LB

R

B R
ERRE

e
TR




FESIHNABE:- EQUIREZIESTE

. MADKRERZEA

(1) MKAZEHA

1 ERADHHEIVRNREEROEH

2 ERADEBEGCHERDAEHRA

3 EMNAZERDYXYEETE

(2) EHAHIE

1 SxRTAVIBEIICEDIRNBABIEBICEEITIHE

2 IEDIRTAVILERICEIENABEICEET IR

3 HBEAEIREEILAICETIHE

4 EBMETILERVEELABEOMRE

(3) A DHE

1 BEEGEFER. BEFREZEHESAMBOBEMYE - I

L RAY s

2 HMAMRRDRTERE, EBREICRET SR

3 HMAMBERDIENAMBOHEEERICET MR

4 HRAMRBICHITZBEDRELEICETINGE
(4) EFrELE

1 HARRHESE. A RHAICRE T AR

2 {AFFE., HETRCHRESEICEET 2%

3 PRI REMRAEIELICEITEHE

4 HRROEERE., EEIEE. BHEICEET AR

I F S RL—23F )LL) —F(TR)D HE A L%
H KD SR ST R R DB RIS A D=5 DTR
BRADS FIEMTFROHES ABGRDT=-HDTR
SILWVREICKSAEBRARDI-OHDTR

WRAFHIZET IHERROEERGRAD=-HDTR
RABKIZET I EREDEEGRD=5HDTR

APLrWON-=

. RADFRHEDRREER
EEBEBEICEBDA T EOBSEE T O
M ALEF R DRELAADE RIBEAD
5 ) LEHRERY ANT-ER O AA TR EOSR
BT ERREHEIZLZ0A T
RHA)ZRIRRIET IEOENBOLE R EEERH

. BNADBEEDRE LR R
RBAIVRAVEHET 5= DI—h—DREEERER
kDR
EREEREY—I—E L URITETORRE
HADEMHIEEDREL EE DERKIG A
BIGF2RERALLAABRE (ERRE - BSHRERE
”7E) 1T BEIER T RIEDRF
IR O B2 W PB4 28 OD B ¢ & & O BT 4l D B L
AvE1—5—I2 &5 B BESMTIE O B S &R BRIt A
HROHNAREEMORAELEA

POEHBEDOR EEZTOEIMEDOHIL

A< OPON =

PON

0N O

V. NADBEEDRFE LR

FLODAFHRBREICETH0R
HADHRERT -HEEFEFINICEYTIHR
BABRANDORRFEE MO RIZBIT HHR
HAD S FIREEREDRFEICE TSR
HADRE BT - MRREREICET5HR
FLLD A BSHRARIZE T 5B
HADFEMERICET HHRE

NOODOWN =



BEIMHMNABE . EQMIRERIESTE

VL. BRADEREHEL, NAHER - SEEHD

RIE-HR
NADEELEFRITOVTOEREILEICEAT IR
NRABEBET—ER—ZADEEICEHATIHE
NARBROEODERERIEH AT LICETSHE
ERMITHAAERIBHE AT LAICET5HR
BABE. REOD-HDXZBEEMORARICEAT 5%

VH REEX

FSUAL—2aF - UY—F RRHARREED -8 D

R DB

NABGREEEF, BFHROEBRE(R

ELARILDNAA))—R, T—ER—ZBREDFEE

RADFR-RELV5—DREEZEL T -BEHEITD

BILEDEE~NDER

5 BERADOHNAISHT IHHEGHMBEERITIRBORS

6 iﬁﬁﬁ%w%ﬁmo)f:&)wﬁﬁllgﬁ%t)iﬁ'—?ﬁ%jJ0)1‘&

ETFHRELOVICHIRIEEDEREAEXRORE

EfXtRh. ERXADNTER -BERiRHBHAZLECERRER

A—

9 MNAMRDOHEIZETH PRI ABREDIRIEIZKS. B
R-BEOHEIELTER

|

OO ON-=

PON

00

ERA/R—a s EERR

ERA/R—aviE
TR2446H6H

ERMA- ERMBERTMVEGHMENEF

BOANOEFHZEER ERFER[OBHABY
. CLAMABBDOERMSKELE>TETIVD,
AT HEREBREFORT, WV BKHIZEGERET
=8, 00— VERPESFN, BEOHREFEFEN
RZEASEL, JYRIR-ERESETHRRARE- THIED
REQEhEANLRZBLTLSHESPHEZE
XETIEEM - ERMBORAEEDELFIND
60

BRNZLODBARIZEST, M- MEICEDNTH
MEEZRIHISEREBABEDETEERTH
Y. ZOREBBTHIERR  ERBFERTHMRL
TGV ERRELTHRYIL <5,
BOAMNOEFHERER - ERBFELIBEITREC
RUSNSEFIBFERVDTIEIABEADKER
HER LD,




MRERXMOERFRE

— —
J'_L'-J: “Jj1 000) E% Al 0) Fﬂ‘ﬁ%. FDAT19984E M 52005 DREICRKRBINE-HENSE, XETO
E—OF EDERLUENRNAATIIHENLITKERTHLADIZ

(2008) LT, BERTKIEFEAERLY,

2 ®q
a8
100; . .
N Biotechnology companies
/ or University discovered
. o Small Pharmaceutical
g : .
= Companies
g‘w_ Large Pharmaceutical
5 - Companies
7 )
=l m
o 23007000 (%5) a4
f&f, |o 0404 ng
73 0 [218) 132
e ) 0 24] 20205 200 fns: 01 [20) . [gsgl
0 :1-;-: 1152 04132 19p2)
108] 5(04) . s :14333
ol () ﬁ-ﬂz}%% 18 25 [ses
Germary Switaerlard Other Canach and Cthers
USA J PN U K European Australia

I Large pharmaceutical company [ University-discovered, transfemed to pharmaceutical company [ Biotechnalogy company; of university-discovered,
O Srrall pharmaceutical company O Universty-discoversd, trarsfermsd o bistechnolagy company transferrad to biotedhnology company in the
ina different region SaMme region

ELIR-EMESERRROLOOBEANE

NEEZORNLRE ~[AEXALE- BFIOEGTLIRROHIZ~
2011F12R8148 Mature Reviews Drug Discovery 9,
BGT-BAZ (2010)




BIRWR

X TORRSN-FREARIIEH

MY T—ANBERMEIE20-25%I2EEFS

c 3 (4%) 43 (65%)

5 (7%)

B Inconsistencies

B Mot applicable

| | Literature data are in line with in-housze data

B Main data set was reproducible
B Some resultz were reproducible

14 (21%)

Mat. Rev. Drug Discov. 10, 712,
2011




National Cancer Institute

at tha National Institutes of Health

NCl Home

Cancer Topics

Questions About Cancer?

In English | En espafiol

1-B00-4.-CANCER

Clinical Trials Cancer Statistics Research & Funding

Breast Cancer Treatment (PDQ®)

| Patient Version  Health Professional Version  En espafiol

BEreast Cancer Treatment
(PDGE)

General Information About Breast
Cancer

Cellular Classification of Breast
Cancar

Stage Information for Breast Cancer
Ductal Carcinoma [n Situ
Lobular Carcinoma in Situ

Stage |, 11, A, and Operable [IC
Breast Cancer

Stage 1B, Ineperable 1IC,
IV, Resurrent, and Metastatic
Breast Cancer

Triple-Negative Breast Cancer

Changes to This Summary
(112172011)

About This PO:Q Summary
Get More Information From NCI

Page Options
Print This Page

Popular Resources

Stage lIIB, Inoperable IIIC, IV, Recurrent, and Metastatic Breast Cancer

Inoperable ST-IE IIE or 1IC or Inflammatory Breast Cancer
e Clinical T
T—— .
Recurrent local-regional breast cancer
Stage IV and metastatic disesze

Currard Cln

= o~

[ — -

Bisphosphonates
Hormone therapy
Iastzumab
Lapatinib
Cytotoxic chemotherapy
Bevaczumab

Currerd Clinical T

Maote: Some citafions in the text of this section are followed by a level of evidence.
a formal ranking system to help the reader judge the strength of evidence linked tof
therapeutic strategy. (Refer to the PDQ summary on Levels of Evidence for mare i

Inoperable Stage lIIE or llIC or Inflammatory Breast Car

Muliimodality therapy delivered with curative intent is the standard of care for patigl
disease. In a etrospective series, approximately 32% of patients with ipsilateral sy
involvement and no evidence of distant metastases (pM3c) had prolenged diseass)
years with combined modality therapy.[1] Although these resulis have not been re
result suggests such patients should be treated with the same intent.

Initial surgery is generally limited to biopsy to permit the determination of histology
progesterone-receptor (PR) levels, and human epidermal growth factor receptor 2
Initial treatment with anthracycline-based chemotherapy and'or taxane-based then
series of 178 pafients with inflammatory breast cancer, DFS was 28% at 15 years
approach.[Z[Leyel of evidance: 300 For patients who respond to necadjuvant
may consist of total mastectomy with axillary lymph node dissection followed by p
to the chest wall and regional lymphatics. Breast-conserving therapy can be consi
partial or complete respense fo necadjuvant chemetherapy.[3] Subsequent systen
further chemotherapy. Homone therapy should be administered to patients whose
unknown. All patients. should be considersd candidat es for cllnlcal :nals to evaluat
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Cancer Pharmacoethnicity

Review

Cancer Pharmacoethnicity: Ethnic Differences in Susceptibility

to the Effects of Chemotherapy
Peter H. O'Donnell’ and M. Eileen Dolan'?

Abstract A long-term goal of pharmacogenomics research is the design

based on the genomic sequence of the patient, in order to max
imize adverse drug reactions. Pharmacoethnicity, or ethnic dive
toxicity, is becoming increasingly recognized as an important fa
individual variation in anticancer drug responsiveness. Althou
determined by genetic and nongenetic factors, there is rapidly
idence about ethnic differences in the frequencies of polymorplf
importantcancer drug-related genes. This article reviews the cu
ethnic differences in anticancer drug disposition and sensitivii
challenges, and potential solutions, to acquiring such know
“ethnic-s pecific genetic signatures,” representing unigue set]
governing polymorphisms, may be the outcome of such work
standing will further the lofty goal of individualization of chemothe

unigue genetic make-up to improve the tolerability and effecti
for all patients.

Clin Cancer Res 2009, 15(15) 4806-4814

Anticancer Drugs
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Environmental  Local practice Drug-drug Genetic
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Cancer Pharmacoethnicity

Table 1. Examples of clinical pharmacoethnic differences in chemotherapeutic susceptibilities, with implicated

genes and important known functional variants shown

Clin Cancer Res 2009, 15(15)
4806-4814

Drug Clinical Genes Important Mechanisms Ethnic differences
findings implicated variants of variants
S-fluorouracil Hematologic DPYD DPYD*2A (a) DPD deficiency; (a) Frequency of DPD
toxicities more TYMS TSER*2, *3 (b) three copies of TYMS deficiency is 8% A&,
common in enhancer region tandem 2.8% CAU, = 1% ASN;
AA = CALL repeat (TSER*3) result
Diarrhea, mucositis, in greater TS expression (b) 67% of ASN are
and nausea/ (and decreased toxicity) TSER*3-TSER*3 genotype,
vomiting more compared with 30-40%
Common in of CAL
CAU = AR
Doxorubicin Increzsed Possibly — Possibly increased
cardictoxicity CBR1, CBR1-CBR3 cornwversi
in A& CBR3 of doxorubicin
to more cardiotoxic
doxorubicinol
Cyclophosphamide Possible decreased CY¥P344, Many Decreased conversion
efficacy in AA CYP3AS, potentials of cyclophosphamide
compared CYP2BE more active metabali
with Cal
Vincristine Neurotoxicity more CY¥P3AS — Vincristine metabolism
common in CAU by CYP3AS
compared with AA
EGFR inhibitors Increzsed antitumor EGFR Many -
efficacy potentials

MOTE: Individuzl references for the supporting evidence are cited within the text.
Abbreviations: A&, African American; CAU, Caucasian; ASN, Asian; EGFR, epidermal growth factor rece

Science 2004 , 304:1497-1500

AVAAAS

EGFR Mutations in Lung Cancer:
Correlation with Clinical
Response to Gefitinib Therapy

J. Guillermo Paez,’?* Pasi A. Janne,?* Jeffrey C. Lee,’3*
Sean Tracy, Heidi Greulich,’? Stacey Gabriel,* Paula Herman,
Frederic |. Kaye.s Neal Lindeman,® Titus ). Boggon,'?
Katsuhiko Naoki,! Hidefumi Sasaki,” Yoshitaka Fujii,’
Michael ). Eck,’? William R. Sellers, %%+
Bruce E. Johnson, 2} Matthew Meyerson™34}

1

Receptor tyrosine kinase genes were sequenced in non—small cell lung cancer (MSCLC)
and matched normal tissue. Somatic mutations of the epidermal growth factor receptor
gene EGFR were found in 15 of 58 unselected tumors from Japan and 1 of 61 from the
United States. Treatment with the EGFR kinase inhibitor gefitinib (Iressa) causes tumor
regression in some patients with NSCLC, more frequently in Japan. EGFR mutations
were found in additional lung cancer samples from U.S. patients who responded to
gefitinib therapy and in a lung adenocarcinoma cell line that was hypersensitive to
growth inhibition by gefitinib, but not in gefitinib-insensitive tumors or cell lines.
These results suggest that EGFR mutations may predict sensitivity to gefitinib.
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