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ASCO-CSCO Joint Symposium (1D Meeting Room, st Floor)

Co—Chairs: Ze-Fei Jiang(;L#% &) ,Massimo Cristofanilli

08:30~09:00 Emerging strategies to reverse hormone resistance in
breast cancer(Hope S. Rugo)

09:00~09:30 HER-2 genetic mutations and anti-HER-2 resis
tance (Zhi—Min Shao #8 &4%)

09:30~10:00 International development of circulating tumor cells
in breast cancer (Massimo Cristofanilli)

10:00~10:30 Nanostructures embedded microchips for detection,
isolation, and characterization of circulating tumor
cells (Hsian—Rong Tseng & %)

10:30~11:00 Current status of surgical options for breast cancer in
China (Jiong Wu % %)

11:00~11:30 Breast Cancer and Standard Care in China(Bing—He
Xu #RFT)

11:30~12:00 Targeted therapy of translational medicine (Qiang Liu
x| i)

Clinical Management of T—Cell Lymphoma in China (1E Meeting

Room, 1st Floor)

Co—Chairs: Yan Sun (#h #%&) ,Zhong—Zhen Guan (& B E ),

Zhi—Xiang Shen (FLE#E), Jun Ma(D %)

08:30~08:40 Introductory remarks(Zhong—Zhen Guan,Yan Sun)

08:40~09:10 Update of the WHO classification of T—cell lympho-
ma 2014(Pier Paolo Piccaluga)

09:10~09:40 Upfront treatment of nasal NK/T—cell lymphom(Won
Seog Kim)

09:40~10:10 Novel treatment for HTLV-1 ATLL(Kensei Tobinai)

10:10~10:40 The etiologic role of viruses in the pathology of pe-
ripheral T—cell lymphoma (Shigeo Nakamura)

10:40~10:50 PANEL DISCUSSION

11:00~11:30 How we treat PTCL in the US(Francine Foss)

11:30~12:00 How we treat PTCL in Asia(Hui-Qiang Huang % % 3% )

12:00~12:15 PANEL DISCUSSION
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10:10~10:30 #EJRHHFEHE a7 : ORI O & 3)

10:30~11:00 LAGC#ifiBhiaI 7N (0 7)

11:00~11:20 74 By J5 HO B 2R —— R O R IR Ay
HIS(FRR)
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08:30~08:50 LA, Elfis—X Lynch ZFAEHIEIAR (G 3)

08:50~09:10 HH[=I45 B R i 2 SR (R 5 )

09:10~09:30 RIZFEHIGA TR Y- GR=F)

09:30~09:50 Z5 7 M FEAES 7RI N BvaT T (BALR)

09:50~10:20 Identification of a novel TGFBR1 genotype associated
with risk for colorectal cancer in Han Chinese, Cauca-
sians and African Americans(Boris Pasche)

10:20~10:40 I - M EAE5HAHaRI R ALTATT (5 )

10:40~11:10 1E3238H

C-MET BE@ B i3 (1 ICRIWE)

EE: FT XKE E R RIS

08:30~09:00 Insights from the Cancer Genome Atlas (Ilya Shmu-
levich

09:00~09:30 New ¢—MET inhibitors on the horizon — NSCLC and
HCC as key indications (Manfred Klevesath)

09:30~09:50 cMET {EAaE/ AR ET IS (R —R)

09:50~10:10 cMET & & faiayy BB Z S i 2 (thah 4 )

10:10~10:30 ZHfARILATE S Y e MET? (55 42)

10:30~10:40 isfis

10:40~11:20 B33

11:20~11:35 3118 (X k)

Behyeg i B 50 [) R e e AE K IRIR IR 3R (28 2A01 L E)
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08:30~09:00 AL FEDT VEGF Va7 HITLH AR 2 (R = 18)

09:00~09:30 fHEEfEHEANATT HHR (% F)

09:30~10:00 Fea i B HEF) a7 U7 FIRIEUES (2 —)

10:00~10:30 mCRC LAY —LiATT 2% (& BE)
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08:30~09:00 EGFR-targeted therapy in esophageal cancer: current
situation and perspectives.(Rolando Pérez—Rodriguez)
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08:30~08:50 A ZBATT 30 ERIBIFIANES (38 £)

08:50~09:05 ABREZIBANTIRITITE Y (ongoing trials) GRIES:)
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10:05~10:29 1322

10:29~10:35 f5IF (F 40

10:35~10:50 4Rt REZRAILTT MR NGE =)

10:50~11:05 43 FHIEVATT - R AR TTHIRGE (R £)

11:05~11:20 Gaiayy—REaZRaTT IS S (F £4)

11:20~11:44 B2

11:44~11:50 FIFGRE—Z %)

11:50~12:00 $2[7] 5ii&

TR BhER 20 B M M AR 2 F £ 47 (3% 3B i =)

EEEEH B 5 HES

08:30~08:50 FEEA R/ N RIS I PRI 505 R (A2 50

08:50~09:10 {EEFBEEANAE AT PRI IT (£ %)

09:10~09:30 FEIAHYREAHIE/ERTS R FRIIERSE (B R)

09:30~10:50 1633277

10:50~11:20 CTC detection in Breast cancer: where are we go-
ing ? (Massimo Cristofanilli)

11:20~11:40 FLEHE BRI R S BT SR (2] 40)

11:40~12:00 15 AR it 4R AG 70 « M FRE (R 4 B 2] B2 — 4H D (single
cell) (F £R)

mTOR #EATFIEIE 22 SRWE)

FiE: FHZE BEHE

08:30~08:50 mTOR IR IATY ESMF TR R (2 HA)

08:50~09:10 MHA 15 g A AR R E1VA Y7 B AL TKI-mTOR-TKI
(AZH)

09:20~09:40 mTOR #iFaPR RN F R FE (R 47)

09:40~10:00 PI3K/AKT/mTOR i 43FFric¥ITE M FAFLIR A
FPHRRYT S (B T)

10:00~10:20 PI3K-AKT-mTOREETERT 7 fJRE (4 5 &)

10:30~11:00 PI3K-AKT-mTOR HBE&IWHLHI SHF5HRIT
(Hope S. Rugo)

11:00~11:20 mTOR #[AST7 HHEIFRSEE— (b #5)

11:20~11:40 mTOR #EEATT hIEIEARSLE: — (£ 408)

RAEZHRIITEMIEIZQE3SSINE)

TR BEH X & REK

08:30~08:45 SEENNHCIHTZYFF AR EHLIBERNE (2] )

08:45~09:15 Ibrutinib 7EZEEREM S FHIRZE G5 HT (B LG )

09:15~09:30 HEI G2 a T &R IIIE S ALS N3 (4 B4

09:30~10:00 5K AR E A E FR A B HLZR BN 3 (R e dR)

10:10~10:30 JmiEZAWIF A

10:30~10:50 JsZG¥ITT A
(35 2h)

10:50~11:10 JEZGPIH A

11:10~11:30 DAY A
(X—%)

11:30~12:00 fit

industry’s perspective( %445 )

Investigator’s perspective

industry’s perspective( 3% )

Investigator’s perspective

T

TASLC-CSCO Joint Symposium(1D Meeting Room, 1st Floor)

Co—Chairs: Tony Mok (CSCO) E#$$3 Fred R. Hirsch (TASLC)

14:30~14:50 First line TKI: where we are and where we should be
(Tony Mok 3A4445)

14:55~15:15 Mono—clonal antibody against EGFR for manage-
ment of advanced stage NSCLC(Fred R. Hirsch)

15:20~15:40 ALK TKI resistance: Mechanism and potential solu-
tion(Robert C. Doebele)

15:45~16:05 EGFR TKI resistance: Mechanism and potential solu-
tion(Pasi A. Jinne)

16:10~16:30 Novel targets and novel agents(Cai—Cun Zhou Fl#4)

16:35~16:45 Tumorigenic potential of circulating tumor cells in

pulmonary venous blood from Non—Small Cell Lung
patients in xenograft model(Chao Lv & #8)

16:45~16:55 Clinicopathological characteristics and outcome of
59 Chinese patients with adenosquamous lung carci-
noma (Ye Guo 3 H¢)

16:55~17:05 Safety and clinical activity of pembrolizumab (pembro,
MK-3475) as initial therapy in patients with advanced
non-small cell lung cancer (NSCLC) (Naiyer A. Rizvi)

17:05~17:15 Safety and clinical activity of pembrolizumab (pembro,
MK-3475) in previously—treated patients (pts) with
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non-small cell lung cancer (NSCLC) (Naiyer A. Rizvi)

17:15~17:25 Abstract Discussion(Yun Fan & =)

17:25~17:35 Dacomitinib versus Erlotinib in 2nd—/3rd-line
NSCLC (ARCHER 1615 Global Phase III trial): Out-
comes in Chinese patients(Cai—Cun Zhou & ##)

17:35~17:45 Pemetrexed continuation maintenance: An effective
tolerable  strategy for treating nonsquamous
non-small cell lung cancer (NSCLC) in East Asian
patients(James Chih—Hsin Yang # &#7)

17:45~17:55 Drug exposure and safety of Pemetrexed/Platinum
versus other Platinum-based doublets as first-line
treatment in East—Asian patients with advanced
non—squamous non-small cell lung cancer (Shun Lu
R 5%)

17:55~18:00 Abstract Discussion(Xiao—Qing Liu %] B2k )

Co—Chairs: Yan Sun ( #) 7% ) , Zhong—Zhen Guan (& B E ),

Zhi-Xiang Shen (&%) ,Jun Ma(5 Z)

14:30~15:00 Targeting the epigenome in T—cell lymphoma
(Susan Bates)

15:00~15:30 Emerging new drugs and combinations for T-cell
lymphoma (Owen O’Connor)

15:30~16:00 The role of stem cell transplant in PTCL: One Center
’s Perspective(He Huang)

16:00~16:15 PANEL DISCUSSION

16:15~16:45 EU challenges with the EMEA: setting priorities for
patients with PTCL (Christian Gisselbrecht)

16:45~17:15 Drug approval in Asia: Role of The China/Japan/Ko-
rea Tripartite Cooperation(Yok-Lam Kwong JRi&A#)

17:15~17:45 Cancer Drug Approval in the United States
(Antonio T. Fojo)

N CSCO®EES ‘ 03
AIRHA | e asiga

A=BiiE

17:45~18:00 PANEL DISCUSSION

EE: BRE F

14:30~14:35 FF75GE:

14:35~15:10 Rz RI0ke 51 5l = 256 (Sr )

15:10~15:45 Klzfmsr T HEGET (34540

16:00~16:35 Kipfaiif TS SaE 5 < 25 (XA 1)

16:35~17:10 RIZFMEIFARBIE (k5 8)

17:10~17:45 KRAS ELFRI S 0] il LAY RSN E ST 5%
MR B AT 7 SR (AR5 )

T BEE E & BB

14:30~14:50 B REHIMNZIHLHIF > Fo3 BLRIERIS (TR 2 9A)

14:50~15:10 {EEMER-RETIEAEIISTRIARRATY (2] 4)

15:10~15:40 Implementing Personalized Cancer Care [ifijg g2
PRGBS TIHISLE(Richard L. Schilsky)

15:40~16:00 5 i gl R X TE R M 29 IS R G T2 150
KBS CR 3

16:00~16:20 5 f7iE 4 N 4318 (NEC) A= M) RHIE 54 R 1K
BT (&)

16:20~16:50 B335

16:50~17:00 = PFOR %)

17:00~17:20 Hi 4= s N AW7E B ipk-h iR S5 (5% F)

17:20~17:30 i

17:30~17:50 EGFRI&HNZWITEH JpkEhr = SR (FF4)

ER: kW OAMEH HEH

14:30~14:40 JF7aE

14:40~15:00 S HIRTIAIAT T IRE (BRiEH)

15:00~15:20 AR SLIMBEIVELETATT—2013 SLAE LR
RN B G B

15:30~16:20 Selecting optimal treatment strategy in 1st line
mCRC to maximize survival &5 B 7 {0 25 &
FHERE (Claus—Henning Kshne)

16:20~16:40 IAEMIPRICYINGE ERZRSATT PERHIIRIARR L (L #)

16:40~17:00 MRS T AR E AT B K4S BBy Y
() RA4F)

17:00~17:20 anfaiffifb i bitiayy RitmApr e (R = 4 )

REERE: AN

EFE: FBeiE Bk H

14:30~14:35 FF7EE (I %)

14:35~14:40 FF7EEE(Fesg)

14:40~15:00 BALAREIZIATLRRE—NRIEE(E4EE)

15:00~15:20 BB PRIZWHASTT HHR—MNIRE(E %)

15:20~15:40 2014 £EE 388 NCCN H5 /A B S isz (A wesg)

15:40~16:00 BHEBIEHIINERATT (T %)

16:00~16:20 SLURBIEERNERATT (R %)

16:20~16:40 ASCO PUE it it g (%W R)

16:50~17:50 £33

17:50~18:00 J245(Fwedg)

FHB AR S FREARTERRA0 £IE)

FEEEBRE

14:30~14:55 Efzfsiimihiary RIS RS )

14:55~15:20 EfzfaloMNRla Tt (24.0)

15:20~15:45 11 /11 A 8 R Bl BT S 1S —— R SRR X [
AT (& &)

15:45~16:10 E 798 MRIAR B4 8 M ShEE G Tl B R i by 7
FrEcH R (3 5 )

16:10~16:40 i+i¢

16:40~17:05 HUTEGHImAM R E IRV 508 (R i)

17:05~17:35 30355

17:35~18:00 it 5:45(F &)
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“Pres-

CSCOBEERItIz—BBMBEEH (220028 E)

14:30~15:20 & @iTi6 :MMR (R4S i fBaT 7 AR S E
FMIFGRZR)

15:20~16:10 S+ 5 Fe BB R TIBR VIR mCRC, A
JERAIZYIR?
FIEGEES K &)

16:10~17:00 &7 MDT 16
RPE(RER)

17:00~18:00 R F g A T O R P
FIERETE RARET

E FRBPE IS BT 553N g itz 2L T)

ZE & (Co—Chairs): Rong—Cheng Luo( F 5 #) Ying Gu (B BE)

Steven Bown Harubumi Kato

14:30~14:35 ﬂifu;z&ﬁi(()pening remark) (Rong—Cheng Luo FRIR)

14:35~15:20 The Future of PDT in Europe(Stephen Bown)

15:20~15:50 Lung Cancer PDT Progresss in Japan(Harubumi Kato)

15:50~16:20 Laser Immunotherapy Application Status (Wei R.
Chen & 4%)

16:20~16:50 PDT in Biliary Tract Disease(Chan Sup Shim 254 )

16:50~17:20 Bladder Cancer PDT, 15 Years Clinical Experience
(Chang-Ling Li %)

17:20~17:50 PDT, Let the cancer patients live with dignity (Li-Bo
Li Z40%)

17:50~18:00 Q&A

18:00~18:10 /=45 (Summary) (Ying Gu i 3t)

ARBREISIE 220 RWE)

E[E: HER FTHH EFE HEER

14:30~14:50 &I IR FF IR 53T B 2 (R 3

14:50~15:10 FE7/5 S5 N EH AR AR 2 K B R 2 4G 22 27 )
EEORBREE T HIR (2R 4R)

15:10~15:30 HUREREHISNEIEHRE (G #8)

15:30~16:10 &332

A=HiE

16:10~16:35 A LT LRI F AR , B M- 13 1A 7 RIAE

E(FkgAn)
16:35~17:00 "I ¥E A ¥ 43 10 B FOIR IR 4 7 B e T R
(M k)

17:00~17:20 FRERBEFERELITET T HE R (5F BE)

17:25~17:55 W22

A FREMENMERISFTILIR (B 3A0I £IULE)

*E: NEwm FibEg

14:30~15:00 JiRRIIC GRS M AR R B AR LA (F#04%)
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Working Closely For Common Goals

IASLC-CSCO Joint Symposium

Subiect Lung Cancer{14:30-18:00, Ssptember 18,10 Meeting Room, 1stF )

Dr. Fred R. Hirsch
(Co-Chair, University of Colorado
Cancer Center , USA)

Collaborations between IASLC and

CSCO

TASLC is an international academic
organization, which purpose is to distribute
knowledge about scientific developments

in lung cancer and to facilitate collabora-

It is a great pleasure for me to be a leader in an international

organization and work so closely with lung cancer leaders in China in

our common efforts and goals: to reduce the lung cancer mortality in

China and to make lung cancer a “chronic disease” and not a fatal

disease.

tions globally, mainly through physicians.
Therefore, collaborations with CSCO is im-
portant and it is my goal as CEO of IASLC
to further develop this collaboration.

Great Opportunities for the Collabora-
tion

IASLC have many members in China,
and many leaders in China and CSCO are
active members of both societies, including
the current TASLC President, Dr. Tony

Mok. The opportunities for IASLC is being
a part of major lung cancer meetings in Chi-
na, and through collaborations with CSCO
to get a chance to distribute educational
materials, which TASLC has developed and
also translated into Chinese .The dialogue
between the two societies will give opportu-
nity to bring IASLC international expertise
in the different areas of lung cancer re-
search to the Chinese doctors and health
personnel. In this way, the most updated

scientific achievement and “state of art” in

lung cancer can be shared with Chinese ac-
ademia and hopefully communities. My
plan is to further develop the educational
aspects in China through meetings, webi-
nars and personal communications, much
of this could be done in collaboration with

CSCO.
Advice for Chinese Investigators

When it comes to the future direction
in lung cancer research, I personally think
that in China (as well as in other parts of
the world) , it is needed to put effort in re-
search regarding prevention, early detec-
tion/screening of lung cancer as well as
treatment both of early stage disease as
well as advanced disease, but particularly
detection and treatment of early stage dis-
ease because that is the stage where we
have the best chance to cure the lung can-
cer patients.(Interviewed by _7zmetone Xu
from China Medical Tribune)

B Kevnote Speech In Internation

=]
[T

L
1
1

IASLC-CSCO Joint Symposium (September 18,1D Meeting Room)

Novel Targets for Lung Cancer Management
Speaker:Shanghai Pulmonary Hospital, China

Caicun Zhou
Time:16:10~16:30

(September 18,1D Meeting Room)

Nanostructures Embedded Substrates for Detection, Isolation, and Character-

ization of Circulating Tumor Cells

Speaker: University of California, USA

Hsian—-Rong Tseng
Time:10:00~10:30

Non-EGFR, non—-ALK targets in

non—small cell lung cancer are promising.

We pioneered a unique concept of
“NanoVelcro” cell-affinity substrates,
in which CTC capture agent—coated
nanostructured substrates were utilized
CTCs high

to  immobilize with

efficiency.

Dr. Caicun Zhou

Numerous oncogenic alterations have
been identified in non—small cell lung can-
cer (NSCLC), which are almost mutually ex-
clusive. The alterations occur in a different
frequency. For example, the prevalence of
non-EGFR, non-ALK oncogenic altera-
tion is around 1% ~ 7% .

Targeting oncogenic driver genes has
transformed the care of patients with lung
cancer. Targeted therapies against these
drivers are being investigated extensively.
For Rosl rearrangements, we have crizo-
tinib under clinical trial. For HER2 exon

20 mutations, trastuzumab plus monoche-
motherapy seems effective in a retrospec-
tive study. Crizotinib might be effective in
those with high ¢cMET amplified NSCLC.
MEK inhibitors and RET inhibitors are al-
so under early clinical development. The
standard for a good companion biomarker
should be reproducible, applicable and
clinically useful.

New study designs (eg. a multi-drug,
multi—arm and biomarker—driven clinical
trial) will help to define the value of new

agents in small subgroup patients.

Dr. Hsian—-Rong Tseng

Circulating tumor cells (CTCs) are
cancer cells that break away from either a
primary tumor or metastatic site, and circu-
late in the peripheral blood as the cellular
origin of metastasis. With their role as “tu-
mor liquid biopsy”, CTCs provide conve-
nient access to all disease sites, including
that of the primary tumor and the site of fa-
tal metastases. It is conceivable that de-
tecting and analyzing CTCs will provide in-

sightful information in assessing the dis-

ease status without the flaws and limita-
tions encountered in performing conven-
tional tumor biopsies. However, identify-
ing CTCs in patient blood samples is tech-
nically challenging due to the extremely
low abundance of CTCs among a large
number of hematologic cells.

To address this unmet need, there
have been significant research endeavors,
devoted to developing CTC detection, iso-
lation, and characterization technologies.

(Continued on page 7)
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.K()yn()t(' Speech In International Session
(September 18,1D Meeting Room)

Breast Cancer and Standard Care in China

Speaker: Cancer Institute &Hospital, CAMS, China
Binghe Xu

Time:11:00~11:30

HER2 genetic mutations and anti-HER2 resistance
Speaker:Fudan University Cancer Center, China

Zhimin Shao
Time:09:00~09:30

Brast cancer is the most common
cancer in women all over the world. The
incidence rate of breast cancer in China is
half of that in developed western countries,
but significantly increasing in recent 10

years. Breast cancer mortality has also

HER?2 somatic mutations were found to
occur in 2.24% of Chinese breast cancer
HER2-positive

tumors harboring certain HER2 kinase

patients in this study.

domain mutations (K753E) may not benefit
from trastuzumab or lapatinib treatment,

and irreversible tyrosine kinase inhibitors

Dr. Binghe Xu

The most common cancer in female
is breast cancer in China. The average age
of onset of breast cancer patients in China
is much lower than in western countries,
with a median age at diagnosis of 48-50y.
57.4%of the patients at diagnosis is <50y.
The ratio of postmenopausal status is
30.8% in China vs.81.5% in developed
countries.

In China, both global and local guide-
lines are used in clinical practice, includ-
ing NCCN breast cancer guideline, St.
Gallen consensus, ABC International Con-
sensus and local breast cancer guideline.

The key goals of breast cancer treat-
ment remain to cure patients for early

stage and prolong survival and improve

(Continued from page 6)

Inspired by the nanoscale interac-
tions observed in the tissue’ s microenvi-
ronment, our research team at UCLA pio-
neered a unique concept of “NanoVelcro”
cell-affinity substrates, in which CTC cap-
ture agent—coated nanostructured sub-
strates were utilized to immobilize CTCs
with high efficiency. When the two fabric
strips of a Velcro fastener are pressed to-
gether, tangling between the hairy surfac-
es on two strips leads to the reversible and
temporary binding of the fabric strips.
Through continuous evolution, three gen-
erations of NanoVelcro Chips have been
established to achieve different clinical
utilities. The 1st-Gen NanoVelcro Chip,
composed of a silicon nanowire substrate
(SiNS) and an overlaid microfluidic chaot-
ic mixer, was created for CTC enumera-
tion. Side—by-side analytical validation
studies using clinical blood samples sug-
gested that the sensitivity of Ist—gen
NanoVelero Chip outperforms that of
FDA-approved CellSearchTM. In con-

junction with the use of laser microdissec-

constantly increased in recent years.

quality of life for advanced stage. We are
still facing the following challenges in
treating breast cancer in China: providing
more tailored, individualized treatment
and more laboratory—based clinical trials
should be performed.

How should the results of western
population—based trials be adapted to the
practice in China? There are inherent
(PK, gene, etc.) and external (diagnosis,
therapy, cost) differences in clinical prac-
tice between China and western countries.
Therefore, the studies suitable for Chinese
patients should be those analyzing genet-
ic differences and corresponding with the
clincal practice in China. There is a need
for randomized controlled trials in specific
regional populations, and country—specif-

ic treatment guidelines are needed.

tion (LMD) technique, 2nd—gen NanoVel-
cro Chips (i.e., NanoVelero-LMD), based
on polymer nanosubstrates, were devel-
oped for single—CTC isolation. By grafting
thermoresponsive polymer brushes onto
the SiNS, 3rd—gen NanoVelcro Chips (i.e.,
Thermoresponsive NanoVelcro) have dem-
onstrated the capture and release of CTCs
at 37 and 4°C, respectively. The tempera-
ture—dependent conformational changes
of polymer brushes can effectively alter
the accessibility of the capture agent on
the SiNS, allowing for rapid CTC purifica-
tion with desired viability and molecular
integrity.

Through evolution of the technology,
three generations of NanoVelcro chips are
developed to provide CTCs with improved
purity, viability, and molecular integrity.
Based on the accumulating evidence in
clinical studies, we foresee that NanoVel-
cro chips will continue to show robustness
in detection, isolation, and characteriza-
tion of CTCs in more clinical settings and

eventually benefit more cancer patients.

ﬁ. —
Dr. Zhimin Shao

treatment

resistance

such as meratinib may offer alternative

patients  with
HER2-negative

options  for

mutations.

disease with activating mutations (L.768S or

V773L) may benefit from HER2-targeted

therapies, and may be of interest in

prospective clinical trials.

Somatic mutations in the tyrosine ki-
nase domain of human epidermal growth
factor receptor2 (HER2) have been report-
ed to lead to resistance to HER2-targeted
therapies in HER2—positive (HER2-ampli-
fied) breast cancer, while activating muta-
tions of HER2 have been described in
HER2-negative (HER2—nonamplified)
breast cancer. The prevalence, clinicopath-
ological characteristics, and phenotypes of
HER2 mutations in breast cancer are not
well established, thus we sought to de-
scribe the HER2 mutation profile of Chi-
nese breast cancer patients.

DNA samples were gathered from
breast cancer patients undergoing neoadju-
vant (N=102) or adjuvant therapy (N=
1146) at Fudan University Shanghai Can-
cer Center (FUSCC) between January 1,
2006 and December 31, 2012. Sanger se-
quencing was performed to analyze all ex-
ons of HER2 to identify somatic mutations.
To determine the phenotypes of novel
HER2 mutations, in vitro kinase assays,
protein structure analysis, cell culture, and
xenograft experiments were conducted to
functionally characterize these mutations.

Ten HER2 somatic mutations were ob-
served in 28 patients (28/1248, 2.24%). Of
the 7 novel HER2 mutations uncovered, 4
occurred in the transmembrane domain
and 3 in the kinase domain. Of the 3 ki-
nase domain mutations, L.768S and V773L
were detected in HER2-negative tumors,
while K753E was found in HER2-positive
disease. In vitro kinase, assays found that
L768S and V773L exhibited a significant
increase of tyrosine kinase—specific activi-

ty, while Western blots showed that 1.768S

and V773L mutation strongly increased
phosphorylation of all signaling proteins in
both MCF10A and MCF7 cell lines, indi-
cating that they were activating mutations.
In Matrigel cultures, MCF10A cells bear-
ing HER2 L768S and V773L formed acini
when seeded in vehicle, but maintained
spherical morphology when seeded in cul-
ture containing trastuzumab. The addition
of lapatinib in Matrigel culture inhibited
the growth of all except K753E, which was
successfully inhibited by neratinib. Similar-
ly, L768S, V773L and K753E mutations
increased the number of MCF10A colonies
formed in soft agar, trastuzumab and lapa-
tinib treatment decreased the number of
colonies formed by 1.768S and V773L mu-
tations, but only neratinib could inhibit the
colony growth of K753E as well. Xenograft
showed NIH3T3 cells bearing L.768S and
V773L mutation displayed a more rapid
growth, while MCF7 cells bearing K753E
mutation showed resistance to lapatinib in
vivo. MCF10A cells bearing K753E muta-
tion were found to be resistant to lapatinib
(IC56>10,000 nmol/L), but could be inhibit-
ed by neratinib, though requiring a relative-
ly higher dosage (ICso of 32 nmol/L) than
HER2 WT (ICsy of 480 nmol/L for lapa-
tinib, <2 nmol/L. for neratinib) and other
HER2 mutations. Meanwhile, clinical fol-
low—up showed that of the 5 patients with
the HER2 K753E mutation who received
adjuvant trastuzumab treatment, patients
presented with either brain or bone metas-
tasis, in their third and fifth year after ini-
tial cancer diagnosis, suggesting K753E
mutation may have a role in trastuzumab re-

sistance as well.

Editor:Jinghong Xu Tel:(010)64036988-330 E-mail: xujh@cmt.com.cn Design:Xin Liu
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( Targeted Therapy and Translational Research Symposium on Gastric Cancer | )
Hiex (Venue): EITERRS A 31 3C RIUEER (Co-Chairs): fRinte. H# RITFEXR: B—

£37. B HER-2 iE Bl KT 5T UK R e I

E£FiRE (KeynoteSpeech):

14:30~15:00 XiF HER2 #RilIZESEE “ B " 5k Ktk RETEHMEER

15:00~15:30 HZHRENERDGEABENLANSR KA LETBEXREHEREER

33z 7% (OralPresentations): |
15:30~15:40 h[E B B G FRA 45 (F {EVIDENCE BBl BUIBMES Aait Em/\—ERES 2
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16:20~16:50
16:50~17:20
17:20~17:50
17:50~18:00

HER2 #illF /73% £F 4 hlKFEHEMBER

B HER2 K7 GRS B R AR RN &b & BXZHEMEER
3E Her-2 @M R AW EBTRPE AR SEM kit bR FMEER
e 5 R4

X

f4E .3 18 HiE:(010)64036988-233 E-mail: zhangej@cmt.com.cn
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[E 5] NS, BERN, MMSRNFAMRSSHT

[AB3] BRSR: THRMHMEIREN BRSM: H#HEE T Herceptin®

[ 181 440mg (20ml) /R

& RN fE] #HBUBE: ABKEFISHESS-RURIBIERNINOERTRIEREZ T H N RBIERRSS NHER2ZEERANEB S REIBRER
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. PERIBEEAE. B5. 20, RI. OFEK. AERE. CHRERKXE. L. [WREVIE. HERE. S0REFRTEEEES.

€2 ZRTEAXNBZKRENTHIENEOTLSECALTHNEE. AREAXRPEIFENDE, BILBTILENRAFE.

[HUENS] #OARFEAES: S20110007

[£71\] Roche Pharma (Schweiz) Ltd. 5 K#HIZ

R EREEZHEEEWALREE FHAT & (X ) 520140705255
%FHE5HHBIE: 800-820-8780 LEF KHFAGRAT EETARAEI100S H3Z: 201203

WY BFR: Trastuzumab Injection
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A48 ( Time ) : 201459H18H ( 2880 ) ik ( Thursday Evening, Sept.18®, 2014 )

i (Venue ) : BEIIERFRSINFOIELIESINE ( 1E Meeting Room, 1% Floor, Xiamen International Conference Center )
EE (Co-Chairs ) : BZEWk  Mei-Lin Liao F{#F Chang-Li Wang

T ESR (Panelists ) : 3¢ 5 Li Zhang F & Jie Wang F#HEHE  Zhe-Hai Wang

ERE ( Keynote Speech ) :
19:00-19:10 FFEHidE

Mei-Lin Liao B =N & IRLERE ( Shanghai Chest Hospital )
19:10-19:40 Jk/INARERHEREIFAT BHHE
Li Zhang K H R A Z B BB ERE ( Sun Yat-sen University Cancer Center )
19:40-20:10 IXFNERSIE/NBHEAHE LT Z BHIX R
Zhe-Hai Wang FiEE LI ZRE B ERE ( Shandong Cancer Hospital )
20:10-20:30 Wit5R4%
Jie Wang F & JEFEAZ B ERT ( Beijing Cancer Hospital )
Chang-Li Wang FKF KEERIAZHEBEERE ( Tianjin Medical University Cancer Institute and Hospital )

EE ( Co-Chairs ) 5T
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Shu-Sen Wang Tz h | X Z T EIEERE ( Sun Yat-sen University Cancer Center, China )
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Peng Yuan = K R [F E R 2 BrhtE EEFT ( Cancer Institute &Hospital, CAMS, China )
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13:45-14:00 it 584
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