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417PD A PHASE 2 TRIAL OF THE MULTITARGETED KINASE INHIBITOR LENVATINIB (E7080) IN
PATIENTS (PTS) WITH RECURRENT GLIOBLASTOMA (GBM) AND DISEASE PROGRESSION
FOLLOWING PRIOR BEVACIZUMAB TREATMENT

D.A. Reardon, E. Pan, J. Fan, et al.
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Background:There is no effective therapy for recurrent GBM pts
following progression on the vascular endothelial growth factor
(VEGF)-targeting agent bevacizumab (BV), with historical series
reporting progression-free survival at 6 months (PFS-6) of only
2%. Several mechanisms of tumor adaptation following anti-VEGF
therapy have been proposed, including upregulation of alternative
angiogenic cytokines. We therefore performed a single-arm phase 2
study to evaluate lenvatinib (L), an oral tyrosine kinase inhibitor
targeting FGFR1-4, PDGFRB, VEGFR1-3, RET, and KIT, in pts
with recurrent GBM progressing on BV.

Methods:32 pts with recurrent GBM (<2 prior progressions) and
progression on BV received L 24mg once daily in 28-day cycles
until PD or unacceptable toxicity. Dynamic contrast-enhanced MRI
was performed before and after 1 day of L on a subset of pts
(n=16). Response was assessed using Response Assessment in
Neuro-Oncology criteria. Primary endpoint was PFS-6. This cohort
has completed enrollment; 1 pt is still ongoing.

Results:Median age was 52 y, 56% were male, and 19% had a
KPS<80; 16% required dose reduction for toxicity and 25%
withdrew from therapy due to treatment-related toxicity. Most
common AEs were hypertension 47% (Gr 3:18.8%), fatigue 44%
(Gr 3:15.6%), headache 41%, proteinuria 31% (Gr 3:6.3%), and
diarrhea 31%; 2 pts (6.3%) experienced Gr 4 fatigue and
hypertension, respectively. One patient died due to pulmonary
embolism; 28% of pts achieved stable disease. No objective
responses were observed. PFS-6 rate was 8.3%; median PFS was
1.9 months (95% CI1:0.95-2.73); 6-month overall survival (OS) rate
was 28%; median OS was 4.11 months (95% CI:3.02-5.88).
A>33% reduction in mean Ktrans was observed in 10 pts (63%)
and a significant decrease in lesion volume (mean reduction:33%,
P=0.00287) was found 1 day after therapy, indicating L affected
tumor vascularity and vascular permeability.
Conclusions:Lenvatinib has modest activity and a similar toxicity
profile when compared with other tyrosine kinase inhibitors.
Further study of VEGF therapy failure mechanisms as well as
biomarkers of outcome is needed.
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435TiP A DUAL PHASE I/I1 STUDY OF TH-302 AND BEVACIZUMAB IN RESECTABLE RECURRENT
GLIOBLASTOMA FOLLOWING BEVACIZUMAB FAILURE

R.M. Zuniga, J. Sun, J.R. Floyd, et al.
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Introduction:Bevacizumab, a recombinant human monoclonal
anti-VEGF antibody, exhibits anti-tumor activity in recurrent
glioblastoma; however, the median progression free survival (PFS)
of patients who progress on bevacizumab and are subsequently
started on a non-bevacizumab containing regimen is only 1.6
months. Pre-clinical studies have shown that anti-angiogenic
treatment leads to an increase in hypoxia in the tumor
microenvironment leading to increased invasiveness. Hypoxia
upregulates survival mechanisms, inhibits apoptosis, and stimulates
invasiveness. TH-302 is a hypoxia-activated prodrug that once
activated releases the alkylating agent Br-IPM. This drug has shown
to potentiate, in vivo, the anti-tumor efficacy of other
anti-angiogenic agents. This dual phase I/II study enrolled subjects
with recurrent glioblastoma following bevacizumab failure that
were planned for repeat craniotomy.

Methods:Single center, dose-escalation, prospective study with
TH-302 single dose at 575mg/m’> or placebo administered
pre-operatively, followed by postoperative combination therapy of
bevacizumab at 10mg/kg every 2 weeks and TH-302 dose escalated
240-480mg/m> every 2 weeks (4 week cycle) until discase
progression. Resected tumor tissue was evaluated for hypoxia
induced pimonidazole adducts, endogenous CAIX staining,
double-strand DNA damage by gamma-H2AX and MGMT
expression.

Results:Five patients underwent craniotomy and initiated TH-302
plus bevacizumab. No dose limiting toxicity was reported. There
were no grade 3 or 4 adverse events (AEs) observed at 240mg/m’,
and one grade 3 (skin ulceration) and no grade 4 AEs observed thus
far in the second cohort at 340mg/m>. Of the initial 5 patients
treated, one patient had a partial response (PR) and 3 patients had
stable disease (SD) per RANO criteria. Histological assessment of
resected tumors demonstrated extensive areas of hypoxia as
measured by pimonidazole and a heterogeneous distribution of
gamma-H2AX staining.

Conclusions:TH-302 demonstrates good tolerability ~when
combined with bevacizumab. The MTD has not been reached and
only one grade 3/4 toxicity was observed. Dose escalation is
ongoing, with planned expansion at the MTD.
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437TiP A RANDOMISED PHASE II STUDY OF CARBOPLATIN AND BEVACIZUMAB IN RECURRENT
GLIOBLASTOMA MULTIFORME (CABARET STUDY). COOPERATIVE TRIALS GROUP FOR
NEURO-ONCOLOGY (COGNO)

K. Field, M.A. Rosenthal, H. Wheeler, et al.
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Background:Glioblastoma (GBM) is the most aggressive malignant
glial tumor. There is no accepted standard management after disease
progression. Much remains unknown about the optimal use of
bevacizumab (bev), including the role of continuing beyond
progression, and patterns of radiological progression during and after
use. In addition, the new Response Assessment in Neuro-Oncology
(RANO) criteria have yet to be validated prospectively.

Methods: This study is a multi-centre, stratified randomised phase II
trial. Patients have recurrent GBM after radiotherapy and
temozolomide, have had no other chemotherapy for GBM, and have
ECOG performance status 0-2. At least three months have elapsed
since radiotherapy. In Part 1, patients are randomised 1:1 to
intravenous bev 10mg/kg 2-weekly and carboplatin AUCS5 4-weekly
or bev monotherapy. On progression, eligible patients are randomised
to continue or cease bev (Part 2). The primary objective is to
determine the effect of bev plus carboplatin versus bev alone on
progression-free survival according to modified RANO criteria.
Secondary endpoints are response rates, cognitive function, quality of
life, steroid dose, toxicity, and overall survival. CogState, a validated
neurocognitive testing system, is being used prospectively for the first
time in this population and compared with mini-mental state
examination. Exploratory endpoints include biomarker analyses,
comparison of modified RANO and modified MacDonald criteria,
predictive value of early MRI after 2 doses of bev, steroid dosing, and
location and type of radiological progression during and after therapy.
Results:Enrolment commenced in Nov 2010, completing Part 1
accrual in Mar 2012 with 122 patients randomised from 17 Australian
sites. Randomisation to Part 2 continues. Feasibility and safety data
will be presented; efficacy outcome results are not expected until
2013.

Conclusions:The study results will significantly improve knowledge
regarding the use of bevacizumab in the setting of recurrent GBM, as
well as providing for the first time a prospective analysis of CogState
neurocognitive testing for patients with brain tumours.
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LBA15 RANDOMIZED MULTICENTER PHASE II TRIAL OF IRINOTECAN AND BEVACIZUMAB AS
NEO-ADJUVANT AND ADJUVANT TO TEMOZOLOMIDE-BASED CHEMORADIATION VERSUS
CHEMORADIATION FOR UNRESECTABLE GLIOBLASTOMA (DEFINITIVE RESULTS OF THE

TEMAVIR ANOCEF STUDY)

B. Chauffert, L. Feuvret, F. Bonnetain, et al.
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Background:The prognosis of unresectable glioblastoma (GBM)
remains poor despite temozolomide (TMZ)- based chemoradiation.
Activity of bevacizumab/irinotecan has been reported in recurrent
GBM (Vredenburgh,2007). We evaluate irinotecan (IRI) and
bevacizumab (BVZ) as neo-adjuvant and adjuvant to TMZ-based
chemoradiation for unresectable glioblastoma.

Method:Pts with de novo unresectable GBM, aged 18-70, and
KPS>50, and RPA class 5 were eligible. Experimental arm (A)
consisted of neo-adjuvant BVZ 10 mg/kg and IRI 125 mg/m’,
every 2 wk for 4 cycles before radiotherapy (60 Gy in 30 fractions)
with concurrent TMZ 7 mg/m*/day and BVZ every 2wk. Adjuvant
BVZ and IRI were given every 2wk for 6 months. The control arm
(B) consisted of concomitant TMZ, 75 mg/m’/d during
radiotherapy and 150-200 mg/m? for 5 d every 28 d for 6 months.
Cross over were allowed at progression. The inclusion of 60
pts/arm was planned using Fleming’s 2 steps design aiming at an
increase of PFS at 6 month (PFS6) from 50% to 66%, with
unilateral alpha 5% and 80% power. Final analysis, including
overall survival (OS), was performed 16 months after the end of
inclusion.

Results:Patients (120) were included from April 2009 to January
2011. Clinical factors were well balanced between arms.
Treatment-related serious adverse events were brain haemorrhages
(3; 3fatal), biliary or digestive perforation/infection (3, 1 fatal),
thrombo-embolism (4, 0 fatal) in Arm A, and biliary or digestive
perforation/infection (2, 0 fatal), pulmonary infection (1, no fatal),
thrombo-embolism (2, 0 fatal), thrombo- and/or neutrepenia (4, 0
fatal) in arm B. PFS at 6 and 12 months appears to be longer in arm
A, but OS was similar in both arms (table).

Conclusion:Despite a trend to a better PFS at 6 and 12 month in
the experimental arm, overall survival was not different between
arms.

7 4/ARM PFS 6 PFS 12 0S 6 OS 12
(B /(patients) % % % %

[1C95,%] [1C95,%] [1C95,%] [1C95,%]

A (60) 65 31 75 48
[51-75] [20-43] [62-84] [34-60]

B (60) 41 18 72 50
[29 -53] [9-28] [59-82] [36-62]
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LBA16 ASSOCIATION OF MATRIX METALLOPROTEINASE 2 (MMP2) PLASMA LEVEL WITH
RESPONSE AND SURVIVAL IN PATIENTS TREATED WITH BEVACIZUMAB FOR RECURRENT HIGH
GRADE GLIOMA

E. Tabouret, F. Boudouresque, M. Barrié, et al.
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Background:Predictive marker of bevacizumab activity is an unmet
medical need, while activity of this anti-VEGF Mab is reported to be
heterogeneous, particularly in glioblastoma.

Objective:To identify circulating biomarker that predicts response
to bevacizumab and outcome in recurrent high grade glioma (HGG).
Methods:Eleven angiogenic makers were analyzed, using ELISA, at
baseline and one month apart from bevacizumab initiation in a first
cohort of 26 HGG patients of our institution (cohort 1); Plasma
marker dosages were correlated to objective response (RANO
criterias), Progression-free survival (PFS), and overall survival (OS).
Correlations were validated in a separate cohort of 50 patients
(Cohort 2). Markers analyses were performed in two other cohorts
treated with cytotoxic agents up front (cohort 3 n=20) or
concomitant to radiotherapy (cohort 4 n=24).

Results:In cohort 1, high MMP2 baseline level was associated to a
probability of response of 83.3% versus 15.4% in case of low
MMP2 level (p=0.001). By univariate analyses, confirmed by
multivariate analysis, MMP2 correlated with PFS (p=0.007) and OS
(p=0.001), as decrease of plasmatic VEGF level (p=0.038 for PFS
and p=0.013 for OS) and MMP9 level (PFS p=0.016, OS p=0.025).
These results were confirmed with a similar magnitude in cohort 2
for MMP2 only (p<0.0001 for response, p=0.009 for PFS and
p=0.009 for OS). In cohort 3 and 4, no association was found
between MMP2 and response, PFS, or OS.

Conclusions:Among patients with recurrent HGG treated with
bevacizumab, but apparently not with cytotoxic agent, higher plasma
MMP2 levels were associated with objective response, prolonged
tumor control and survival. Further studies are needed to validate the
predictive value of these/this biomarker(s) both with glioma and
other cancers.
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4100 CONDITIONAL PROBABILITY OF SURVIVAL IN PATIENTS WITH GLIOBLASTOMA
MULTIFORME IN THE TEMOZOLOMIDE TREATMENT ERA

M. McNamara, Z. Lwin, H. Jiang, et al.
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Introduction:Glioblastoma multiforme (GBM) is the most
aggressive of gliomas. With standard treatment consisting of
surgery followed by radiotherapy (RT) with concurrent and
adjuvant temozolomide (TMZ), median survival is
approximately 14.6 mo. These estimates are not as informative
to patients (pts) who have survived for some time after
diagnosis. Aim:To retrospectively review outcomes and report
conditional probability estimates in the TMZ treatment era of
pts who presented to a multidisciplinary team at the tertiary
referral center PrincessMargaretHospital, Toronto, with a
diagnosis of GBM.

Methods:892 pts were followed from 01/04-08/10. Complete
demographics, performance status (PS), GBM localization,
extent of surgery, percent receiving RT +/— TMZ, overall
survival (OS) and conditional probability were analyzed.
Results: The cohort includes 548 (61%) males with median age
62 (5-93). Baseline PS was 0-1 in 600 (67%), 2-3 in 251 (28%)
pts. 205 (23%) had frontal lobe tumors. Extent of surgery; 26%
biopsy, 68% partial/subtotal resection, 6% unknown. 516
(58%) received concurrent RT/TMZ +/— adjuvant TMZ.
Survival was similar for those with frontal lobe tumors vs other
locations (10.2 vs 9.7 mo, Logrank test p=0.28). OS for biopsy
pts was 4.5 mo (3.5-6.2), and partial/subtotal resection pts; 11.6
mo (10.3-12.5) (p<0.001). OS for pts receiving standard
RT/TMZ +/— TMZ was 14.2 mo (13.3-15.1). Age and PS were
significant prognostic factors for OS (p<0.001). The OS and
conditional probability of survival for entire cohort of 892 pts
is detailed in Table.43 (5%) are still alive, 727 (81%) deceased,
status unknown in 122 (14%).

Conclusion:The conditional probability of surviving an
additional yr after survival to 2 yrs post diagnosis exceeds the 1
yr survival rate, indicating that the future prognosis of a pt who
has survived for 2 yrs may be as good as those recently
diagnosed. Conditional probabilities of survival in this general
disease population in the era of TMZ therapy may provide
more accurate life expectancy predictions for survivors of
GBM.

N [H)/ Time SAAFEZE(%)/Overall Survival(%)[95% CI A7 4% (%)/Conditional Probability of Survival (%)[95% CI

1 4F/1 Year 43.1 39.8-464 (414 35.9-47.0
2 /2 Year 17.9 15.2-20.7 (574 47.5-67.4
3 4F/3 Year 10.3 8.0-12.8 80.6 68.4-92.8
4 4F/4 Year 8.3 6.1-10.9 85.6 71.1-100
5 4F/5 Year 7.1 5.0-9.7 81.5 60.9-100
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EHLE R
667PD A RANDOMISED MULTICENTRE TRIAL OF EPIRUBICIN, OXALIPLATIN AND
CAPECITABINE (EOC)+PANITUMUMAB IN ADVANCED OESOPHAGO-GASTRIC CANCER
(REAL3):UPDATED RESULTS

T.S. Waddell, J. Reis-Filho, D. Gonzalez-De-Castro, et al.

TR 30%-90%1 8 & I (OGA) &k/E EGFR iRk,
JFASPEARAIZ. REAL-3 I RFZHE . WP RIHR&
Refhi® (EOC) J7 &Pyt EGFR Hiikif e it (P) Tk
M OGA HHAT TV
Tk BAREHRIT I HER BRI OGA B3 BN L AEOC
41 (E 50mg/m®, O 130mg/m?®, C 1250mg/m*/K) BimEOC+P 41
(E 50mg/m*, O 100mg/m®, C 1000mg/m*/%, P9mgkg). L
KRR (0S), WEL S NTHEBALNY (PFS). 2R
F(RR) BPEREYFRCYISEN . £ 4 R 8 Mr s, i
PERECISTX A1 LA T VA«
g8 553 N4l (EOC 41 275 #il, mEOC+P 41 278 i)
EOC #11\H 47 0S 24 11.3 4 H, mEOC+P 414 8.8 /> H(HR 1.37,
95%CI 1.07-1.76, P=0.013). BLLIKI-PAL PFS 4350 7.4 A~ A
6.0 N FJ (HR 1.22 95%CI 0.98-1.52, P=0.068), RR 734l 42%
55 46% (AL 1.16: 95%CI 0.81-1.57, P=0.467) . 7E mEOC+P
M, G1-3 B EE (77%, n=209) ] OS BHH G1-3 KB
B (23%, n=63) BFEILK; P47 OS 745K 102 ~HLE 43
AH (P<0.001), RR 1 PFS A AU B3 e . 27887
JFSEZ, KRAS %48 (HR 2.1, 95%CI 4 1.10-4.05, P=0.025) 0l
PIK3CA Z8%F (HR 3.2: 95%CI 1.01-10.40, P=0.048) *|¥ilj5H
. FiRfE B T4 2012 ASCO Kash M. SBriE
45 B AE ESMO KA. IR 83 45 SR a8 1% A
%5 EGFR Al KRAS & K 3EAH OC 804 28 SR s R AH G
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Background:EGFR  overexpression occurs in 30-90% of
oesophago-gastric adenocarcinomas (OGA), and correlates with
poor prognosis. The REAL-3 trial evaluated the addition of the
anti-EGFR antibody panitumumab (P) to epirubicin, oxaliplatin and
capecitabine (EOC) in advanced OGA.

Methods:Patients with untreated, metastatic or locally advanced
OGA were randomised to EOC (E 50mg/m’ O 130mg/m’, C
1250mg/m*/day) or mEOC+P (E 50mg/m’°, O 100mg/m’, C
1000mg/m”day, P 9mg/kg). Primary endpoint was overall survival
(OS); secondary endpoints were progression-free survival (PFS),
response rate (RR), toxicity, and biomarker evaluation. Response
was evaluated by RECIST after 4 and 8 cycles.

Results:553 patients were recruited (EOC 275, mEOC+P 278).
Median OS was 11.3 months with EOC compared to 8.8 months
with mEOC+P (HR 1.37:95% CI 1.07-1.76, p=0.013). Median PFS
was 7.4 and 6.0 months respectively (HR 1.22:95% CI 0.98-1.52,
p=0.068), with RR being 42% compared to 46% (odds ratio
1.16:95% CI 0.81-1.57, p=0.467). In the mEOC+P arm, OS was
significantly improved in patients with G1-3 rash (77%, n=209) on
treatment compared to those without (23%, n=63); median OS 10.2
vs 4.3 months (p<0.001), with similar significant improvements seen
in RR and PFS. Multivariate analysis demonstrated a negatively
prognostic role for KRAS mutation (HR 2.1:95% CI 1.10-4.05,
p=0.025) and PIK3CA mutation (HR 3.2:95% CI 1.01-10.40,
p=0.048). The above information is being presented at ASCO 2012.
Updated translational results will be available for presentation at
ESMO Congress. This will include correlation of rash with toxicity
endpoints and data relating to EGFR and KRAS amplification in this
population.
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683P POSTOPERATIVE RADIOCHEMOTHERAPY WITH CAPECITABINE FOR GASTRIC
ADENOCARCINOMA

M. Skoblar Vidmar Ljubljana/SI

Tt MIRYIBBYE R 2 AR B BT . INT-0116
PRI EH TRV BIF 93 s SE s A B s A 7 ] B8 3R s A A

2001 4, WrgSCIB IR 5-T600R e e R IR DY SR 1l B Ak
FT RN T IRRIE R . REAbIE R R DR 5-FU MRTRZ
Y, BAT UL S W] LR M ARHELL YT T R IR T
BERNGEE: 1F 2006-2010 4EH), 101 41852 5 e ARG ik sr
WG T R, XS ERE IR N 59 %, P
MHIB-IIC. 733l 97 Bl E R 4 Bl EF B THRENE (RO 5
A E (R MRVIRA . 187 TFEISE AT, ST 0k
R (FE55 1-14 K, 1250 mg/m?, B 2 %O WI7, 3 FJE
Y52 MR N 45 Gy[WIHAIT « BE B2 1SMVEL T B 2 i
s, R 5K, HRAEN 1.8 Gy. T WINBE 2R
HRBIE (825 mg/m®, &FH 29Kk, FHE 7R T, 1IRER
STET 1N ZIR 1 IREIRI G 12 /MRS 2. BUT S R,
BETRR 3 =AMLY, BANYTREREE 3 .

R K5 2.6-11.3 JHIFHERZAJG ChT (PAEN 6 D). 59
R E A T R T 18T . B BB RAIT T o 1.
0. 5. 2. 9. 4 M3 PIEARKE=ZH O FWEAE. SHLanx
i, JE8TE . FRLEAM OSIMAIRE . T T IRHAE T =,
2y 56 Pl EH HIARERE. RARARERERLE N 18.9% CFiY
6.2%). 66 PIAAFEEMPAEYIINTY 4 4 GERN 2.5-5.7
)AL SRR, JRfl X 84 28 (LRC)  ToEWi AEA7 36 (DFS).
PRAHAEAE R (DSS) FLRALEE (0S) 4390 95% 69%-
74%F1 63%.

g8 AT IR B B, ARG U7 A R B i A e AT
AR,
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Background:Complete removal of malignancy represents the
treatment of choice in nonmetastatic gastric cancer. The Intergroup
Study INT-0116 reported a significant improvment in survival with
adjuvant radiochemotherapy. In Slovenia, the program of adjuvant
radiochemotherapy ~with 5-fluorouracil and leucovorin was
introduced into clinical practice in 2001. Capecitabine is an oral
5-FU prodrug and we assume that it can replace standard
chemotherapy.

Patients and methods:During 2006-2010, 101 patients with the
mean age of 59 years, were treated for gastric adenocarcinoma, stage
Ib-1IIC, with post-operative radiochemotherapy with capecitabine.
Radical (R0O) and non-radical (R1) resection of the tumor was
performed in 97 and 4 patients, respectively. Treatment was started
with the first cycle of chemotherapy with oral capecitabine (1250 mg
m? twice daily on day 1-14), radiotherapy with the total dose of 45
Gy was added after 3 weeks. Patients were irradiated on linear
accelerator with 15MV photon beams for five days per week, at a
daily dose of 1.8 Gy. During radiotherapy patients received
capecitabine in lower dose (825 mg/m’ twice daily, 7 days per week),
but one dose was taken 1 hour before irradiation and the second
twelve hours after. Three cycles of chemotherapy were added after
the end of radiotherapy in 3-week intervals.

Results:Postoperative ChT started 2.6-11.3 weeks after surgery
(median 6 weeks). The treatment was completed according to the
protocol in 59 patients. No death occurred due to the therapy.
Stomatitis, dysphagia, nausea and vomiting, diarrhea, hand foot
syndrome, stenocardia and alopecia of grade three occurred in 1, 0, 5,
2,9, 4 and 3 patients, respectively. Some 56 patients lost weight as
measured with respect to the weight they had at the beginning of
treatment. The maximum body weight loss was 18.9% (mean 6.2%).
The median follow-up time of 66 survivors was 4 years (range
2.5-5.7 years). At 5 years, locoregional control (LRC), disease-free
survival (DFS), disease-specific survival (DSS) and overall survival
(OS) rates were 95%, 69%, 74%, and 63%, respectively.
Conclusion:In  operable  gastric  carcinoma, postoperative
radiochemotherapy with capecitabine is feasible and its toxicity is
low.
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UPDATED EFFICACY, BIOMARKER, AND EXPOSURE-RESPONSE DATA FROM A PHASE 2

STUDY OF RILOTUMUMARB (R) PLUS EPIRUBICIN, CISPLATIN, AND CAPECITABINE (ECX) IN
GASTRIC (G) OR ESOPHAGOGASTRIC JUNCTION (EGJ) CANCER

1. Davidenko, T. Iveson, R.C. Donehower, et al.

BE: R (AMG 102) JE—FhiFoe IS AT 41 A R /40 i
THTREYUA, & MET AR, 2 ATERATE FFR T —IN
R+ECX ¥A¥7 G/ EGI RN B M. XWE « BEAL I 0T,
RS T 12.5 A H (mo) Bl 15 3R 141 2 A N7 808 (Iveson. et
al, Eur J Cancer. 2011; 47(suppl 1):S443. abstract 6.504), {EUL3AT]
il T 21.7 AN H B EE .

Tk NAURHERIEAS AT IR R i I s A G/ EGIME;
ECOG PS<1; HANAF AR XL IAT G R %K
L1 B LB B (pts)BENL A 3 41, ECX GRIESrH1A 50
mg/m’ IVE 1 K, 60 mg/m® IVE 1 K, 625 mg/m® BID HAREE 1-21
KD +R 15mg/kg ( AZ0); R 7.5mg/kg (B4L) mizeilsn (C4D)
IVE 1K, 43 8. JAIXHEALE (0OS) MR A1
W] (PFS) #AT TP . RHTHCK FEARY IR A HEAT T MET 4%
IR o BT S TORIMVG I P AT T o ik AP AS Y
SAMA I RFE A CminssHEAT T 45t

gE8. 7E 2009 4 10 % 2010 4E 6 1), ¥ 121 flE5 (A/B/
C: 40/42/39 61D Bt N 3 MEITdl. Bl kM GHub 2]
201241 H 16 HD»

Ei: EARTUNY, BENL. I WIRFSTR, R+ECX 7 En Asas
G / EGI e BE HI45 5. = MET RTRI ST R 255 40 00367 508
elf. X RS DIERE AE 8, SR ER, 16 MHJE,
A A+B 45 C MBI IR0 B RITF R0 I IR,
%} R+ECX V497 MET BHE G / EGI Ji 1 24 M G 25k 34747

i
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Table:687P

Background:R (AMG 102) is an investigational, fully human
monoclonal antibody to hepatocyte growth factor/scatter factor, the
MET receptor ligand. Safety and efficacy of a placebo-controlled,
double-blind, randomized phase 2 study of R+ECX in G/EGJ cancer
from a 12.5-month (mo) follow up were previously reported (Iveson
et al, Eur J Cancer. 2011; 47(suppl 1):S443. abstract 6.504). Updated
data from a 21.7-mo follow up are presented.

Methods:Eligibility included unresectable, locally advanced or
metastatic G/EGJ adenocarcinoma; ECOG PS <I; and no prior
systemic therapy for this disease. Patients (pts) were randomized
1:1:1 to ECX (50 mg/m® IV day 1, 60 mg/m” IV day 1, 625 mg/m’
BID orally days 1-21, respectively)+R 15 mg/kg (Arm A); R 7.5
mg/kg (Arm B); or placebo (Arm C) IV day 1 every 3 weeks.
Overall survival (OS) and progression-free survival (PFS) were
evaluated. MET protein was measured in archival tumor samples by
IHC. R serum concentrations for all pts were measured. Individual R
steady-state Cminss were estimated with a population PK model.
Results: 121 pts (Arms A/B/C:40/42/39) were randomized Oct 2009
to June 2010. See table for data (Jan 16, 2012 cutoff).
Conclusions:Within the context of a small, randomized phase 2
study, R+ECX improved outcomes in G/EGJ cancer pts. The
treatment effect was strongest in pts with high MET tumors and high
R exposure. Consistent with previously reported data, these results
show continued separation of Arm A+B vs C beyond 16 mo. A
planned phase 3 study will test the safety and efficacy of R+ECX in
MET-positive G/EGJ cancer.

H {7 OS (80% CI), mo
/ Median OS (80%
CI), mo

0S HR (95% CI)

"7 PFS (80% CI), mo

mo

/ Median PFS (80% CI), | PFS HR (95% CI)

A+B 4] n=82 / Arm
A+B n=82

FTT pts / All

10.6 (9.5-12.0)
pts

5.7(5.1-6.9)

C 41 n=39 / Arm A+B

i 8.9(5.7-10.6)

4.2 (3.7-4.6)

A+B 4 vs C 41/
Arm A+B n=27

0.70 (0.45-1.09)

0.60(0.39-0.91)

METH* A+B # n=27 / Arm

B 7 11.5 (9.2-12.1)

6.9 (5.5-7.5)

C 41 n=11/ Arm C

N 5.7(4.5-10.4)

4.6 (3.7-5.2)

A+B 41 vs C 41/
Arm A+B vs C

0.34 (0.15-0.78)

0.44(0.20-0.96)

METH*,
RHY

A+B 21 n=13 / Arm

A+B n=13 17.6(13.3-21.0)

10.7(6.9-15.3)

C 4 n=11/ Arm C

N 5.7(4.5-10.4)

4.6(3.7-5.2)

A+B 4 vs C4l / Arm
A+B vs C

0.18(0.06-0.52)

0.19(0.06-0.57)

* R 4 g MET B ) s 83 50%, + R A Cminss > 94 pg/mL [ 34
*Pts with >50% tumor cells MET positive, 1Pts with R median Cminss > 94 pg/mL.
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700P A PHASE I DOSE-FINDING STUDY OF VORINOSTAT (V) COMBINED WITH CAPECITABINE (X)
AND CISPLATIN (P) AS FIRST-LINE THERAPY IN PATIENTS WITH ADVANCED GASTRIC CANCER

C. Yoo, M.H. Ryu, B.-Y. Ryoo, et al.

Bit: AR H e — R L8R 2 CBULEHDRI, R
Hifth (V) HREMhiE O MG (P BEA TS AT
FIHELERIE (RDD, Jf &t RD #) V-XP 5 R Ar4r 1
BER R AU T AR 343 ik, DAEESE AT
A 3 —IRV-XPIRITIIRD. X (5§ 1-14 K, p.o). P (5 1
Ko iv) FIV G 1-14 K, po.) [MFIEIELLT J7 87 i
78 1 ANFEKE, X 1600 mg/m¥/K, P 60 mg/m?, V 300mg/
Ky 75 2AFKHEK T, X 1600 mg/m*/ K, P60 mg/m?, V 400 mg/
Ky 7R 2BAHEIKF, X 2000 mg/m*/K, P 60 mg/m?, V 300 mg/
Ky TEH 3 MK, X 2000 mg/m® K, P 60 mg/m?, V 400 mg/
Ky 1EH 4 NFEKE, X 2000 mg/m¥K, P80 mg/m?, V400
mg/ K.

R A 24 BIEE NH . AR 50 % (JEH 25-66 %),
11 FlEE (46%) STtk RIS 27 & RIS (DLD,
AR 6 &35 A 1 1k 42 DLT (4 2Ll Mk
), A 2A FEAKCEM 3 B T 0 il kA2 DLT, 2B &K
K1 6 ) g A 1 6% DLT (3 955D, 5 3 MlEAKTH 6
BlEEHA 1 HIRA DLT (3 HEOER), 4 AFIEKTH 3
BIEFH P 2 BIRA DLT (4 /M, LR 3 R &R
3 QI 5T A P 25% 40 5 IR X B V). 5E 4 ANRIEIKF
Tt K B2, B 3 ANFERACER I RD. B4 6 1] 5
BN 3 AFIEACELUIA RD (470, 7Rk s b Ay
KA DLT. R85 3 AMFIRACTI 12 BEE S, 77
PRy 6 AP R (EF 3-10 TR, B WL 3/4 2 itasb
SNy R PRI D RE (n=5, 42%), KRB (n=3, 25% ).
SRR, BFCIESE 19 FlAL T g, 9 Bl (47%)
SEINE MDA . A6 9 AN TI R AEBE VT, o e ATk 7
ANH (95%AEX A, 4-10 S HD, B LR PR AL,
£ V-XPHEEEMDLTA MM Z 1. e, DR,
PRI B e 2 TR R TR AT 5 R X (2000 mg/m/
K 1-14 KD, P (60 mg/m’, 5 1K), FIV (400 mg/K 4 1-14
K, 3 K.
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Background:The purpose of this trial is to determine the
recommended dose (RD) of vorinostat (V), a histone deacetylase
inhibitor, in combination with capecitabine (X) and cisplatin (P) and
to explore feasibility of V-XP at the RD in advanced gastric cancer.
Patients and methods:The standard 3+3 method was used to
determine the RD of 3-weekly V-XP during the first cycle. The doses
of X (days 1-14, p.o.), P (day 1, i.v.), and V (days 1-14, p.o.) were
escalated as following scheme; X 1,600 mg/m?/ day, P 60 mg/m* V
300 mg/day in level 1; X 1,600 mg/m”/ day, P 60 mg/m”, V 400 mg/
day in level 2A; X 2,000 mg/m*/ day, P 60 mg/m’, V 300 mg/ day in
level 2B; X 2,000 mg/m*/ day, P 60 mg/m2, V 400 mg/ day in level 3;
X 2,000 mg/m?/ day, P 80 mg/m?, V 400 mg/ day in level 4.
Results:A total of 24 patients were enrolled. Median age was 50
years (range, 25-66), and 11 (46%) were male. Dose limiting toxicity
(DLT) was noted in 1 of 6 in level 1 (Grade 4 thrombocytopenia), 0
of 3 in level 2A, 1 of 6 in level 2B (Grade 3 fatigue), 1 of 6 in level 3
(Grade 3 stomatitis) and 2 of 3 in level 4 (Grade 4 thrombocytopenia,
and discontinuation of X or V more than 25% of prescribed dosage
due to Grade 3 anorexia and Grade 3 fatigue). Level 4 was maximal
tolerated dose, and RD was determined as level 3. Six additional
patients were enrolled at level 3 to confirm the feasibility, and DLT
was not occurred. In 12 patients who received dose level 3, median 6
cycles (range, 3-10) of chemotherapy were given and most frequent
Gr 3/4 toxicities were neutropenia (n=5, 42%) and anorexia (n=3,
25%). In overall, the objective responses were confirmed in 9 (47%)
out of 19 patients with measurable lesions. With a median follow-up
of 9 months, median progression-free survival was 7 months (95%
confidence interval, 4 to 10 months), and median overall survival
was not reached.

Conclusion:Major DLTs of V-XP were thrombocytopenia, fatigue,
anorexia and stomatitis. The 3-weekly schedule of X (2,000 mg/m?/
day on day 1-14), P (60 mg/m’ on day 1), and V (400 mg/day on day
1-14) is recommended for further development of this regimen in
patients with advanced gastric cancer.
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698P PHASE II STUDY OF INTRAVENOUS AND INTRAPERITONEAL PACLITAXEL COMBINED WITH
S-1 FOR GASTRIC CANCER WITH METASTASES TO THE DISTANT PERITONEUM

H. Ishigami, J. Kitayama, H. Yamaguchi, et al.

TR G Gp) (s BRmIEE R 2 — R R s Gy s
%o RATZ AT T REEE (PTX) #IkES G fl Lp s
S-1 G971 TIY1RN TG PRAE ST, 146 IR IR W] LA R4 78 A/ kA
I 40 e 2 A 7 % T 9 A0 L 1 65 AR PR IE TS e A
T (Oncology 2009, Ann Oncol 2010). H AT A 5575 KA
I e fibnl 7 IX — el BT 7 %6, HARB ST (RIS R X
— VT BB IR RS . DR, FRATTAE PR AT IS e
BIEEEH IR T 0.

BERTTE B8 o0 W s B 7 U S AR T WA RS 1)
B RE MW, 7255 1 KA 8 K, PTX iv. 50 mg/m*Hip.
20 mg/m*¥EYY, HRMIR. S-180 mg/mYKMRITZ, &K 2%
WEAT 14K, ZJGEE TR, FEASRE EREEE. )
TN RAR R . NSRRI K A R e 4k

iR 35 BURHE AN, P b A B A % A R i e
fo PATRRECE 11 A (WERE 229 ). 1 ERAEFERR 1%
(95%CI, 63%-91%). 7 IR EH BB RE N 71%. 9 f
(67%) K fg/KEH T, 6 FlEFH KB /KE R, 29
Bl T, 5 28 FlEE (97%) BES 4046 25 B fER I 2]
RN A . 3/4 I 2 AN AR I 2 d I R A 0 5k 34%0
9%, BT IXSE G S N #R A wl as AN v 00 o UL 3/4 Sty
AR I ERR > (34%). AgiiE> (23%) FFEi (10%).
Bl SIRITAHSCIET R A

W PTX iv. Fl ip. (BEHE—K) 5 S-1 BAAIT 7 55 IR
LRSS A B 1 5 o b 3 A R LR 2 1k AT
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Background:Intraperitoneal (i.p.) chemotherapy is a promising
treatment option for gastric cancer with peritoneal metastasis. We
previously carried out phase I and phase II studies of intravenous
(i.v.) and i.p. paclitaxel (PTX) combined with S-1, and verified the
safety and efficacy in gastric cancer with macroscopic peritoneal
metastasis and/or cancer cells on peritoneal cytology (Oncology
2009, Ann Oncol 2010). This regimen was approved as an advanced
medical treatment by the Ministry of Health, Labour and Welfare of
Japan, and further clinical studies were required for approval of
coverage by the Japanese Health Insurance System. Therefore, we
carried out another phase II study in gastric cancer patients with
macroscopic peritoneal metastasis.

Patients and methods:Gastric cancer patients with macroscopic
peritoneal metastasis confirmed by staging lag)aroscopy were
enrolled. PTX was administered i.v. at 50 mg/m~ and i.p. at 20
mg/m” on days 1 and 8. S-1 was administered orally twice daily at
80 mg/m*/day for 14 consecutive days followed by 7 days rest. The
primary endpoint was the 1-year overall survival rate. Secondary
endpoints were the response rate, efficacy against malignant ascites
and safety.

Results: Thirty-five patients were enrolled. All patients had several
to numerous metastases to the distant peritoneum. The median
number of courses was 11 (range 2-29). The 1-year overall survival
rate was 77% (95% CI, 63-91%). The overall response rate was 71%
in 7 patients with target lesions. Malignant ascites disappeared or
decreased in 6 of 9 (67%) patients with massive ascites. Cancer cells
ceased to be detected by peritoneal cytology in 28 of 29 (97%)
patients. The incidences of grade 3/4 hematological and
non-hematological toxicities were 34% and 9%, respectively, all of
which were manageable and reversible. The frequent grade 3/4
toxicities included neutropenia (34%), leukopenia (23%) and anemia
(9%). There were no treatment-related deaths.
Conclusion:Combination chemotherapy of weekly i.v. and i.p. PTX
combined with S-1 is well tolerated and active in gastric cancer
patients with macroscopic peritoneal metastasis.
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779TiP A RANDOMIZED PHASE II TRIAL OF BIWEEKLY S-1 WITH PACLITAXEL (SPA) OR
OXALIPLATIN (SOX) AS FIRST-LINE CHEMOTHERAPY IN ADVANCED GASTRIC CANCER
PATIENTS:PRELIMINARY RESULTS

M. Haibo, W. Fang, Y. Zheng, et al.

TR 28 ST T BB R B E T 3 BE KRG
57, DURRE T A 2 . 765 2 AR ), sk
A S-1 MEEREIEM, nZhg . BEVs A Mok g D iE S .
BAVEM I B B, YN TR S-1 T BB A B R
BRI — 20T 1A R e Ak

BERTIE: R BRI M S i A% BB AL A A
S-1 (80 mg/m¥/K) IREZG, He: 7R, 168 1| REEGEE
120 mg/m® (SPA) HEHLYLFI4H 85 mg/m® (SOX)IAIT, BJG152y 7
Ko LIEE 7 RERI T SNFr B8 24, HESOWHERE .. RKERT]
P2 MBI R ARS8 YT . FEA SR RHE (ORR).,
WL SR TEHE R (PFS). METEH (OS) FlZeaxtt.
R 2010 4F 6 H4 2012 4E 3 Hial, 81 flE g ANdl. &
BEHL4%ESZ SPA (43 ) Bk SOX (38 f]) VAIT . 76 Bl i 4h Bt
WF: A4 ORR 4 43.6%, BN 33.3%, AT RE LR
(P=0.35).A ZH P47 PES 2 6.2 ™ H, B 41k 5.1 ™ H (P=0.80),
A UKL 0S 5108 M H, BAK 10.0 M (P=0.17). #i5T
WAL &AL ST AR BB TS o dae s LI 25 g v s 4 it ok
DRE (A R B 41 3/4 b ki i sk A RE 1) & A2 2 430k 30.8%
1 17.4%) . I WIKHAE IR 2= sE e R i 58, IS . MRS
95, R LRV B EHAL 5%,

g XEYPEII A IR K], MU B R E BT W&
S-1 /97, ORR W] LL3z5z H gl VEHI vT LA 52 . ABFFH-RIAAL 100
ik
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Background:Gastric cancer patients are commonly treated with
S-1-based chemotherapy for three weeks or more to ensure two
weeks of exposure at therapeutic doses. Severe side effects of S-1
such as mucositis, diarrhea and neutropenia often occur in the
second week of treatment. We evaluated the activity and safety of
every other week S-1 regimens with paclitaxel or oxaliplatin
combinations as first-line chemotherapy in advanced gastric cancer
patients. Patients and methods:Eligible patients with pathologically
confirmed advanced gastric cancer patients were randomized into
two arms. S-1 was administered orally (80 mg/m*day) for 7
consecutive days in combination with paclitaxel 120 mg/m* (SPA) or
oxaliplatin 85 mg/m® (SOX) on day 1 followed by a 7-day rest.
Treatment continued in a biweekly manner until disease progressed,
unacceptable toxicity was observed or the patient refused to continue.
The primary endpoint was overall response rate (ORR). The
secondary endpoints were progression-free survival (PFS), overall
survival (OS) and safety.

Results:Eighty-one gastric cancer patients were enrolled from June
2010 to March 2012. Patients were randomized to receive SPA (43)
or SOX (38). Results are presented for 76 patients. The ORR for arm
A was 43.6%, and that for arm B was 33.3% with no significant
difference between the two arms (p=0.35). The median PFS was 6.2
months for arm A vs. 5.1 months for arm B (p=0.80); the median OS
was 10.8 months for arm A and 10.0 months for arm B (p=0.17). No
treatment-related deaths occurred during the study. The most
frequent toxicity was neutropenia (30.8% and 17.4% of grade 3/4 in
arms A and B, respectively). The most common non-hematological
toxicities were mucositis, diarrhea, and peripheral neuropathy, all in
less than 5% of patients.

Conclusions:These preliminary findings suggest that biweekly
S-1-based regimens have an acceptable ORR with tolerable side
effects in advanced gastric cancer patients. The study will continue
until 100 patients have been enrolled.
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690P A RANDOMIZED, CONTROLLED PHASE III TRIAL OF DOCETAXEL, CISPLATIN AND
FLUOROURACIL (DCF) VERSUS CISPLATIN PLUS FLUOROURACIL (CF) AS FIRST-LINE THERAPY
IN CHINESE ADVANCED GASTRIC CANCER

L. Shen, R. Xu, J. Wang, et al.

Tt EPEVEEAS 2 KW IEE, SERNEETHALGE
20 7. IR EEEET S, SFEARNIRIT T R UBGEER
Jr4t . TAX 325 WFUIESE, 7Ev 7 A#E, DCF 7 %% CF /L
£ 0S FRE M =R . Rk, 7EIXIATHETE. 2. TRk,
BEAL AT R TSI PR ST, BATT% 2 R (¥ DCF (mDCF)
J7 ZEIRT7 P IR Y) E  EE 1RT RE AT TR

Trik s K A W e bty B A7 (G U0 S s s AL 0
M, —HAPZmDCFA)T (ZTMbIE 60mg/m ki (IV) 1
NI, H 1T R 60mg/m® IV 1-3 /N, Bl S SR BETV
600mg/m’ / d, LS K, 83N U, 4825
[ICF (mCF) 397 (35 1K, J4H 75mg/m® IV 1-3 /M, BEJG
FUIREIEIV 600mg/m™/d, L2 5 K, 43 % 17 FD.
SV BN . RANTEZREE. s R . BT
FUI) B TS A (PFS).

ZE5: ¥ 2008 4F 11 H % 2010 4F 12 ATH], JL241 Bl F#Z T
BENLIL, 234 i3 H2232 T8 97 AU 7 B (MDCF=119,
MCF=115). mDCF #H% mCF 4/ PFS &K (HR 0.63,
95%CI, 0.48-0.85;P=0.0018, {7 PFS 435k 7.2 A HEL 4.9 4
H), JHMEER] 0S ZEKitaF (HR, 0.78; 95%CI, 0.58-1.05,
P=0.099, {7 OS 4354 102 N HLk 8.5 A~H). mDCF 4%
mCF P RFRE (ORR) WEHE (58%LE 39%, P=0.0244).
EVRIT IS 3/4 BASR I (AE) RAEZRS 5N 75.6% (DCF)
F133.0% (CF), P<0.0001. 5% ULI¥I 3/4 AE C0F5 P R0 41 sk
B (60.5%Lt 8.7%) JETE (12.6%Lt 00, M&it (7.6%LL 11.3%)
FRPEH R A k> (12.6%LE 00

24 mDCF /7 £ (1 PFS il ORR H i3t . AW 4t
e 5 BEAE R — 2. mDCF n] LA A AR A7 1 HH [ e 30 S e
BE R ITIERE .
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Background:Gastric cancer is the second prevalent cancer in China
accounting for more than 200,000 deaths per year. Effective
regimens are needed to improve the outcome for gastric cancer
patients. TAX 325 study has demonstrated OS benefit and high
toxicity of DCF regimen compared with CF in western population.
Thus we investigated the effect of modified DCF (mDCF) regimen
in Chinese patients with advanced gastric cancer in this prospective,
multicenter, open-label, randomized and parallel-controlled phase I11
study.

Methods:Eligible no prior palliative chemotherapy, advanced gastric
cancer patients were randomized to either mDCF (Docetaxel
60mg/m’ 1-hour intravenous infusion (IV) and cisplatin 60mg/m?
1-3-hour IV on day 1, followed by fluorouracil 600mg/m?*d
continuous IV for 5 days, every 3 weeks) or modified CF (mCF)
(cisplatin 75mg/m? 1-3-hour IV on day 1, followed by fluorouracil
600mg/m*/d continuous IV for 5 days, every 3 weeks). Treatment
continued until disease progression, unacceptable toxicity, death, or
consent withdrawal. The primary end point was progression-free
survival (PFS).

Results:Between Nov 2008 and Dec 2010, a total of 241 patients
were randomized, 234 patients were treated and analyzed
(mDCF=119, mCF=115) PFS was prolonged with mDCF vs mCF
significantly (HR, 0.63; 95% CI, 0.48 to 0.85; P=0.0018; median
PFS, 7.2 months vs.4.9 months), the trend of OS improvement was
seen (HR, 0.78; 95% CI, 0.58 to 1.05; P=0.099; median OS 10.2
months vs. 8.5 months), Overall best response rate (ORR) was
improved significantly with mDCF vs mCF (58% vs 39%,
P=0.0244). Treatment related grade 3/4 AEs occurred in 75.6%
(DCF) vs 33.0% (CF), P<0.0001. The most frequent 3/4 AEs
included neutropenia (60.5% vs 8.7%), diarrhea (12.6% vs 0),
vomiting (7.6% vs 11.3%) and febrile neutropenia (12.6% vs 0).
Conclusion:mDCF regimen significantly improved PFS and ORR.
The safety profile was consistent with previous report. mDCF should
be considered as an option for untreated Chinese advanced gastric
cancer patients.
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701P BIMONTHLY REGIMEN OF HIGH DOSE LEUCOVORIN, INFUSIONAL 5-FLUOROURACIL,
DOCETAXEL AND CISPLATIN (MODIFIED DCF) IN ADVANCED GASTRIC ADENOCARCINOMA

I.T. Unek, T. Akman, I. Oztop, et al.

Z UG SE. A S-5URBELE (DCF) AT 2 — R R a7
PER = AW B IR T 5 & . LEMR L BRI R, BT R
[ A 2y e . BATFR T —Fhik RIUDCF 7 %, HL
H A A o K PR sk B Pk AAS s oy 3. AEWFgEH, 70 4
MBS B2 TIT . 2 A — 7T, T ROl
2 (60 mg/m>). 4 (50 mg/m?). 5-FRMELE (400 mg/m®)
JKHETTFN S-SR RIERE (2400 mg/m?) IV 46 /NFLL E, il i
5 (400mg/m?®) IV 2 /N _F o sy TG ik 8 A A7 A S R A 3 4>
B4 9.0 AN H (95%CI, 7.1-10.9) F1 10.8 N H (95%CI, 7.4-14.2);
1 SR 2 FEATFRHN 46.3%A1 18.4%. WIFTKIL 29 il
(41.4%) T4y, 19 Bl (27.1%) ik, 22 BilEg
(31.4%) FRilE. 3-4 gt ais kgl inm b (37.1%).
RAPE P PRI > (15.7%) ML/ (10.0%). FE 0L
(8.6%) WLFIKIE (10.0%) FJEH (5.7%). JEHE (8.6%).
IGY5 (2.9%). B2, FAMMBIRLEREZY, KHRIKDCFAEN
AN RN AT CAT 8% 5 %07 28— Pl 22k ELAF R f i 47 B8 e s L
Jr k.
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The combination of docetaxel, cisplatin and 5-fluorouracil (DCF) is
an effective but highly toxic regimen for the treatment of advanced
gastric cancer. In the palliative chemotherapy of tumors, it is
necessary to improve the drug safety while ensuring efficacy. We
developed a modified DCF regimen with goal to minimize toxicity
without compromising efficacy. In our study, seventy patients with
advanced gastric cancer were treated. Each 2-week cycle consisted
of docetaxel (60 mg/m?), cisplatin (50 mg/m?), 5-fluorouracil (400
mg/m?) IV bolus and 5-fluorouracil (2400 mg/m?) IV over 46 hours
plus leucovorin (400 mg/m?) IV over 2 hours. The median
progression-free survival and overall survival were 9.0 months (95%
CI, 7.1-10.9) and 10.8 months (95% CI, 7.4-14.2), respectively; the
1-year and 2-year survival rates were 46.3% and 18.4%, respectively.
Twenty-nine (41.4%) partial responses, 19 (27.1%) stable disease,
and 22 (31.4%) progression of disease were observed. Grade 3-4
toxicities included neutropenia (37.1%), febrile neutropenia (15.7%),
thrombocytopenia (10.0%), anemia (8.6%), nausea and vomiting
(10.0%), stomatitis (5.7%), infection (8.6%), diarrhea (2.9%). In
summary, our results show that a modified DCF regimen may have
tolerable toxicities and be an effective and convenient palliative
treatment of advanced gastric cancer.
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LBA3 CETUXIMAB IN COMBINATION WITH CAPECITABINE AND CISPLATIN AS FIRST-LINE
TREATMENT IN ADVANCED GASTRIC CANCER:RANDOMIZED CONTROLLED PHASE Il EXPAND
STUDY

F. Lordick, G. Bodoky, H. Chung et al.

TE: MR UG B2, S A S M R R T A
TR R IR PR 5 SR ATl 2 o 7 11 WIRT 5, D9 28 bt (—Fh EGFR
PUPR) +— LR GBI I A P T R BN 2 R D i 682 s 2k o
IXTHFFHE . FEHL. S I WIWF9T (BudraCT 4%'5: 2007-004
219-75) X R EFABIE R +/- 04 2385 P Tia T BR A E E H e At
Wb HAT T VPG
Jrik: BEEBNL (1:D ECEEZ R RHbEE (X, Xeloda®) 1000
mg/m* 5 PR G 1-15 K, 4 3 JA—A7) R IkInis
(P) 80 mg/m® (45 1 KD+ — K P2 54T (55 1K) 400 mg
/P HERIE, SRIE R 250 mg/m¥/H, B 3 AT, mET
FRABIEHIEA (XP) VA7 . EE& USRS AT B2 07
2 (IRC) VHEM BRI (PFS). IEA SEKEE4FH
(09). IfEMAZEE (ORR) R4,
R £ 2008 4F 6 HA12010 4F 12 H2[a], 25 4~EH KK 904 i
BERZ THINLAL 455 BIEERNLACE] XP +75 28 it
A, 449 BIBENL TR E] XP 4. K EE B (74%), BH
EIE (83%) FEERSTESLIR (97%). PHANIATT 41A] (1) FE L1 4
AT o V2B RPUBTT IR AL RF S 1R 14.9 J&, 88% 15
AR TR SR >80% .. B NMRYT 4LIR] X A P (1) 2 25 e AH L.
WANVRTT ALIR Y PFS. OS Ak M ARZZ ARl (W R, TiH.
FAPAL)Y PFS F1 OS 45 AL, XP +752Z4 Bprdl v 3/4 g0
TPEARFHZT XP 4 (TR LR X 251
CLERRE—E
i TSN LR, XP+IZ RIS RIT S
XP BT A IR R B 25 Ak . AT RE TS TN X P R MR 34T
W2y LA NGE B EIRIT

Background:There is a high unmet clinical need for more
efficacious treatment in advanced gastric cancer, which has a poor
prognosis. In phase II studies, cetuximab, an EGFR
antibody,Hirst-line fluoropyrimidine with irinotecan or platinum
compounds showed promising activity. This open-label, randomized,
controlled phase III study (EudraCT No0:2007-004219-75)
investigated capecitabine and cisplatin +/- cetuximab in gastric and
gastroesophageal junction cancer.

Methods:Patients (pts) were randomized (1:1) to 3-week cycles of
twice daily (daysl-15) capecitabine (X, Xeloda®) 1000 mg/m’ and
iv cisplatin (P) 80 mg/m*(day 1)+weekly cetuximab (day 1) 400 mg
/m? initial infusion followed by 250 mg/m*/week thereafter, or XP
alone. The primary endpoint was progression-free survival (PFS)
assessed by blinded independent review committee (IRC).
Secondary endpoints included overall survival (OS), best overall
response (IRC) and safety.

Results:Between June 2008 and December 2010, 904 pts from 25
countries were randomized; 455 to XP+cetuximab and 449 to XP
alone. Most were male (74%), had stomach cancer (83%) and
metastatic disease (97%). Baseline characteristics were balanced
between treatment arms. Median duration of cetuximab treatment
was 14.9 weeks with relative dose intensity =80% received by 88%
of pts. Exposure to X and P was similar between treatment arms.
PFS, OS and best overall response were similar between the
treatment arms (Table) with comparable results for PFS and OS
across subgroups. More grade 3/4 and serious adverse events were
found in the XP+cetuximab vs XP arm (Table). Safety profiles were
consistent with those known for these agents.

Conclusions: XP+cetuximab showed no benefit compared with XP
alone in the first-line treatment of advanced gastric cancer. Further
classification of this heterogeneous disease may be required before
advances in patient treatment are to be made.

XP+V4 %3 Bt/ XP+cetuximab XP
3% 23 #1°/ Efficacy analysis®
5405/ Number of patients 455 449
PFS (IRC)
A, H[95% CI)/ Median, months [95% CI] 4.4[4.2-5.5] 5.6 [5.1-5.7]
/3 J2 HR [95% CI)/ Stratified HR [95% CI] 1.091 [0.9 20 — 1.292]
5y ERT PSS p {H / Stratified log-rank p value 0.3158
0S
FRALAE, H[95% CI)/ Median, months [95% CI] 9.4 [8.3-10.6] 10.7 [9.4 —11.3]
732 HR [95% CI)/ Stratified HR [95% CI] 1.004 [0.8 66 — 1.165]
43 JZ I P AS 5 p {8/ Stratified log-rank p value 0.9547
AR RZE# (IRC) Best overall response (IRC)
ORR®, % [95% CI] 30 [26 —34] 29 [25 -34]
RANEST A% 2L/ Summary of safety analysis
5405/ Number of patients 446 436
&A1 AE, %/Any AEs, % 100 99
3-4 %% AE, %/ Grade 3-4 AEs, % 83 77
{EAT 5 AE, %/ Any serious AEs, % 54 45

AN ASE VSRS RN SN R E e S e T 01 NN REE e U PRl G g

* Stratification factors were disease status, prior esophago-/gastrectomy, prior neo adjuvant/radiochemotherapy.

PORR=5% 4= -+ AR o

® ORR=complete response-+partial response.

AE, ARFM; CL HEXE; HR, XEH; IRC, MOr#H A& GAsy; ORR, mAENEEMA; OS, MAEAFH]; PFS, TRt

1734

AE, adverse event; CI, confidence interval; HR, hazard ratio; IRC, independent review committee; ORR, best overall response rate; OS,

overall survival; PFS, progression-free survival.
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680P 2-YEAR FOLLOW-UP OF A PHASE 11 STUDY ON CATUMAXOMAB AS PART OF A MULTIMODAL
APPROACH IN PRIMARILY RESECTABLE GASTRIC CANCER

C. Bokemeyer, K. Ridwelski, D. Atanackovic, et al.

TR VLR CEIE THRTF AR (CT) HTRE
W3 B (GC) BB W AAF IR AT - SR, SR RALH 30%-40%,
IFHRZ BEANGENSZ CT TERR BT . R, 2
F—TAN GC 3 HIIEMERE, M =ohaehiihF 2R %
PUH TR BMEREK . BAVFRT —Iind. 2.0, 1IIRK
WEGE, SR 2 ooy il AT TV, 20T AR CT, AR
JEATEVIBAR, I RS Gp) BZRAHRERIT. 16
WRAIRE T 2 ERIBEVEE .

FiE: GC H¥ (T2/T3/T4, N+-, MO) 5% 3 MR IIHHB
EIRIELE /A CT, SRJ54T en-bloé¢ RO-BYIRAR . ZEA F I IEsfn:
RZRBH (10 ng), RIGHLE 4 K, R 3 /N, FIER
10-150pg. FELEK ARG 30 KA FIREE ARG HRAER K
AR, BT A SO TCENE A (DFS) ML 11 (0S).
58, YR BdELE 2011 4F WCGC (Schuhmacher 25 A\, Ann
Oncol (2011) 22(suppl. 5)) HHHAT THRiA, Hd BRI B
B, JEARRRIT T E . AETRN, RYE pTNM 2%} iR
FHATVHN, 27.8% M N T, 27.8%ME#H 4 11IH, 22.3%
MR T3, 14.8%MEE A IV . 7F 24 AN AR, 54 4515
B CRAEMSNE B, 39 BUEEIRAAE, 14 BlEEET,
CBIEE R, 37 FlEET, 24 FIEEPIRRAR’E, X
13 Bl B E R 2 PlEEERPREEE IR . 2 F#
1 H AR, DFS 24 56.4% (95%CI: 41-69%), OS k1 75% (95%CI:
60-85%)

W FRZEPPUEAZIOTET 3, AT R e v)
GC ZAT1TI. 2 RT3 R BR T —AN R e B e
FHIAF AT BT HALE ) DES Al OS $idf
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Background:Perioperative chemotherapy (CT) has demonstrated as
survival benefit in locally advanced gastric cancer (GC) in
randomized trials. However, the overall cure rate is 30-40% and a
significant number of patients are not able to receive the
postoperative part of their CT regimen. In Europe, the trifunctional
antibody catumaxomab is approved for the treatment of malignant
ascites based on a pivotal trial which also included GC patients. A
new multimodal approach combining neoadjuvant CT, followed by
gastrectomy and intraperitoneal (i.p.) immunotherapy with
catumaxomab was assessed in a single-arm multicenter phase II
study. We here report 2-year follow-up data.

Methods:GC pts (T2/T3/T4, N+/—, MO) received 3 cycles of
neoadjuvant fluoropyrimidin/platinum-based CT followed by
‘en-blo¢ RO-gastrectomy. Catumaxomab was administered i.p. as
intraoperative bolus (10 pg) followed by 4 consecutive 3-hour
infusions of 10-150 pg. Primary safety endpoint was the rate of
predefined postoperative complications observed during 30 days
after surgery. Key efficacy endpoints included disease-free (DFS)
and overall survival (OS).

Results: The original study data presented at the WCGC in 2011
(Schuhmacher et al., Ann Oncol (2011) 22(suppl. 5)) showed that the
primary endpoint was met and the described application regimen is
safe. At time of surgery, 27.8% of patients were stage I, 27,8% of
patients were stage 11, 22,3% of patients were stage 111 and 14,8% of
patients were stage IV as assessed according to pTNM measures. At
24 months 39/54 (safety analysis set) patients were still alife,14/54
were dead, (one patient lost to follow-up), 24/37 had no progression,
only 13/37 patients relapsed (for 2 patients disease status was not
recorded). At the 2 year cut off DFS was 56.4% (95% Cl:41-69%),
OS was 75% (95% CIL:60-85%).

Conclusions:Catumaxomab as part of a multimodal therapy in
primarily resectable GC is a feasible option. The 2-year follow up
efficacy results show promising data for DFS and OS in a cohort of
locally advanced gastric cancer pts.
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691P EVEROLIMUS (EVE) EXPOSURE IN PATIENTS (PTS) WITH PREVIOUSLY TREATED
ADVANCED GASTRIC CANCER (AGC)

S.-E. Al-Batran, N. Tebbutt, J. Xu, et al.

5. £ GRANITE 1 W%, EVE 7 5& A7 (BSC)
AHEG, FFARRE R I K B2 1897 I AGC B35 1B 470
(0S) (EVE 41947 OS i 5.4 /NH, BSC4lh 434 H; HR,
0.90; P=0.1244). EVE 415 BSC Ay f7 Lt 17 (PFS)
Ak 1.7 A5 144 H (HR, 0.66; P<.0001). A2 %t EVE
TR B ST R e P O R AT T MK

g B2 AGC HAE 1 28k 2 Zefbyy fa il i g UL 2:1
KL BIBERL 7> N EVE 10 mg/d+BSC 21822 B F+BSC 41 . 1384
RN OS. FEADINT R2NJA5 S A 1 RN 1 /NIA 2 /N R
R4 RE, AR (i ks e FIRA 0.3 ng/mL) X}
EVE ) Cmin 1 Cmax BHT7I5E . $ZHHX GEyH/AH A HARE
% [ROWD MBYIRA G2/ % Cox Hildk4T 4%, It HH
THR& PFS HINfatsuEtk (TN) 9 EVE Cmin Z 0K R, X
FH Pk IR B AR TR AR R 3 28 H AR A /MR TN Cmin 224K
IR R LR e AN REN (AE) & TN Cmin K7
Kaplan-Meier k.

g8 M 2000 4E 7 HE 2010 4F 12 H, 656 B iEE NABST,
JH¥E:%Z EVE (n= 439) (BRI (n=217) V97 . BHEPAL
EWR 62 %, 74% K BPE, 55%KBWMH, 50%2 s TE
VIR AR . 45 EVE 10 mg/d AZKEH Y, KAER Cmin Al
Cmax [f)°F33{H +SD 43514 16.1+£10.8 ng / mL 1 72.8+36.5 ng /
mL. 3k WIHF ROW FEH LR LT B YRR, EVE (1)
Cmin A1 Cmax 3JAHL WL 21 TN Cmin A1 PFS(HR, 0.83;
95%CI, 0.65-1.06) 2 [a)¥A W& B, TN Cmin ¥4 110 2.72 £%,
995 b AR 5 i A A B A S L B 35 46 /N 7.6% o 5T TN Cmin
<10 ng/mL 5 TN Cmin 10-25 ng/mL ()3, K22 ARG MR 5%
R/ R A Y/ I (1) R AT 3% 25 5+ Cmin 10-25
ng/mL 415 A E IS £ (5 TN Cmin <10 ng/mL ZLAAEE K
4 Btk 141D,

28 WITWER RN EVE 2@ 552 /7 EVE 10 mg/d (RS —
o HIRIBEAE B VB AR AN &6 2 #5874 EVE Cmin 1
ToR T A5 Ao IR AR P A A N S KRR AR /N B TR
Cmin /KFHHEH W) 48, EVE BEREASKEREIRA ZE RN
A R 2R AR P A S
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Background:In GRANITE 1, EVE did not significantly improve
overall survival (OS) over best supportive care (BSC) in previously
treated AGC (median OS 5.4 mo with EVE vs 4.3 mo with BSC; HR,
0.90; P=.1244). Median progression-free survival (PFS) was 1.7 mo
with EVE vs 1.4 mo with BSC (HR, 0.66; P<.0001). This analysis
examined EVE exposure and its relationship with efficacy and
safety.

Methods:Pts with confirmed AGC who progressed after 1 or 2
chemotherapy lines were randomized 2:1 to EVE 10 mg/d+BSC or
placebo+BSC. Primary endpoint was OS. EVE Cmin and Cmax
were determined in whole blood from samples collected predose and
1 and 2 h postdose on day 1 of wk 5 wusing liquid
chromatography/mass spectrometry (lower limit of quantification 0.3
ng/mL). Cox models adjusted for region (Asia/rest of world [ROW])
and gastrectomy (yes/no) were used to explore relationships between
PFS and time-normalized (TN) EVE Cmin. A linear mixed-effects
model was used to explore the relationship between change from
baseline in target lesion size and TN Cmin. Kaplan-Meier curves for
select adverse events (AEs) by TN Cmin categories were prepared.
Results:656 pts were enrolled from Jul 2009 to Dec 2010 and
received EVE (n=439) or placebo (n=217). Median age was 62 vy,
74% were men, 55% were from Asia, and 50% had previous
gastrectomy. Mean £ SD Cmin and Cmax were 16.1 £ 10.8 ng/mL
and 72.8 £ 36.5 ng/mL in pts receiving EVE 10 mg/d at sampling.
EVE Cmin and Cmax were similar in pts from Asia and ROW and in
pts with and without gastrectomy. No significant relationship
between TN Cmin and PFS was observed (HR, 0.83; 95% CI,
0.65-1.06). A 2.72-fold increase in TN Cmin corresponded to a
significant 7.6% reduction from baseline in target lesion volume. No
differences in noninfectious pneumonitis, stomatitis/oral mucositis,
or infection/infestation risk in pts with TN Cmin <10 ng/mL vs
10-25 ng/mL were observed. More renal events occurred in the TN
Cmin 10-25 ng/mL group (4 vs 1 in TN Cmin <10 ng/mL group).
Conclusion:EVE exposure was consistent with that previously
observed for EVE 10 mg/d. Region and prior gastrectomy did not
impact exposure. Increased EVE Cmin corresponded to a greater
reduction in tumor volume. EVE exposure did not affect the risk of
selected clinically notable AEs except for renal events (more
common with higher Cmin).
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696P A MULTI-CENTER PHASE II STUDY AND PREDICTIVE BIOMARKER ANALYSIS OF
COMBINED CETUXIMAB AND MODIFIED FOLFIRI AS SECOND-LINE TREATMENT IN PATIENTS
WITH METASTATIC GASTRIC CANCER

L. Jin Shanghai/CN

TR AW S AR LU 7Y 28 R P&t R FOLFIRI
(mFOLFIRD) &7 MR 45 )5 VA A= bnic ), I+ Ha Ay
R B B i e att.
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Background:This study was conducted to explore potential
biomarkers for predicting clinical outcome of cetuximab in
combination with modified FOLFIRI (mFOLFIRI) and to analyze
safety of this regimen as a second-line treatment in metastatic gastric
cancer patients.

Methods:A total of 61 patients received an initial intravenous (IV)
dose of cetuximab (400 mg/m?) and weekly doses (250 mg/m?)
thereafter. On day 2 of each 14-day period, patients received IV
irinotecan (180 mg/m?), leucovorin (200 mg/m?), and an IV bolus
dose of 5-FU (400 mg/m®) followed by a continuous infusion of
5-FU (2400 mg/m®) for 46 hours. The primary endpoint was
time-to-progression (TTP).

Findings:The response rate (RR) was 33.3% among 54 evaluable
patients. In the intention-to-treat (ITT) analysis, median TTP was 4.6
months (95% confidential interval [CI]:3.6-5.6 months) and median
overall survival (OS) was 8.6 months (95% CI:7.3-9.9 months). It
was demonstrated that plasma vascular endothelial growth factor
(VEGF) levels could be a predictive factor for the treatment
prognosis. In patients with low (<12.6 pg/ml) and high (>12.6 pg/ml)
baseline P*™ VEGF levels, RR values were 55.0% and 5.3%,
respectively (P=0.001); median TTP values were 6.9 months and 2.8
months, respectively (P=0.0005); and median OS values were 12
months and 5 months, respectively (P<0.0001). None of these
patients exhibited KRAS, BRAF, or PIK3CA mutations.
Interpretation:Low baseline plasma VEGF levels were identified as
a potential predictive biomarker of prognosis. Combination therapy
comprising cetuximab and mFOLFIRI was well tolerated, which
would be potentially used as a second-line treatment for patients
with advanced gastric cancer.
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492P CLINICAL EFFECTS OF MGCD265, AN ORAL TYROSINE KINASE INHIBITOR, IN
COMBINATION WITH ERLOTINIB OR DOCETAXEL FOR TREATMENT OF ADVANCED
GASTROESOPHAGEAL AND NSCLC TUMORS

A. Patnaik, K. Papadopoulos, A.W. Tolcher, et al.
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Background:MGCD265, a multikinase inhibitor with nM IC50
against Met, VEGFR 1, 2 and 3, Tie-2 and Ron, has been shown in
preclinical models to possess broad antitumor effects. A phase I
study was undertaken to assess therapy with MGCD265 and
docetaxel or erlotinib for treatment of solid tumors.
Methods:Patients (pts) with advanced solid tumors were enrolled in
an open-label, dose-escalation study using the standard 3+3 design.
All pts received 3-wk cycles of MGCD265 (p.o. QD or BID) with
docetaxel or erlotinib per standard of care, as defined by
investigators.  Endpoints  were safety, pharmacodynamics,
pharmacokinetics and antitumor activity of the combination therapy.
Results:Of 89 pts enrolled, there were 12 cases of NSCLC
(docetaxel group) and 9 cases of gastroesophageal (GE) cancer
(erlotinib group). Of 10 response-evaluable NSCLC pts, all met
criteria for stable disease (SD) for >2 cycles (including 2 pts with
partial response). Five pts achieved SD for 5-16 mos, with four
exceeding time on prior therapy. Two pts have not reached first
evaluation. Treatment continues in 3 pts.

Four of nine GE pts achieved SD. Three remained stable for 10-18
mos, exceeding time on prior therapy. Treatment continues in 1 pt. A
plasma-based assay of Met phosphorylation showed up to 30%
inhibition at doses to date. PK analysis is pending. Dose escalation
continues. Toxicities were mostly mild to moderate. Nonhematologic
adverse event (AEs) > grade 3 were reported in 20% of pts in each
treatment arm, and were primarily Gl-related. Expected
docetaxel-associated hematologic AEs were also observed.
Conclusions:Preliminary findings from a phase I study suggest that
MGCD265 and docetaxel or erlotinib may hold promise for
treatment of NSCLC and GE tumors. Clinical response was seen in
the majority of NSCLC pts, with almost 50% achieving SD for >5
mos. Select GE pts achieved SD for more than 10 mos. AE rates
with combination therapy were in the expected range.
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677P SURVIVAL IMPACT OF HER2 STATUS IN PATIENTS WITH GASTRIC CANCER:A
MULTICENTER LARGE-SCALE STUDY IN JAPAN

Y. Kurokawa, N. Matsuura, Y. Kimura, et al.
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Background:Although it has been proven in the ToGA study that
HER?2 expression is a predictive factor of trastuzumab treatment, the
relation between HER2 status and prognosis in gastric cancer
patients was still unknown. A multicenter large-scale study was
conducted to evaluate the prognostic value of HER2 status in gastric
cancer.

Methods:A total of 1152 cases with gastric cancer which was
surgically resected between 2000 and 2006 were registered to this
study. The neoadjuvant treatment cases were excluded. Tumors were
centrally tested for HER2 status with immunohistochemistry (IHC)
and fluorescence in-situ hybridization (FISH). HER2 expressions of
resected tissues were evaluated according to the same criteria with
the ToGA study. The relation between HER2 expression and
clinicopathological factors was examined by Fisher's exact test. The
hazard ratio (HR) for death in HER2-positive cases was estimated,
and overall survivals (OS) were compared between HER2-positive
and HER2-negative cases using log-rank test.

Results: The number of cases with IHC 0/ 14/ 2+/ 3+was 662 / 208 /
120 / 162, and eighteen of IHC 2+cases showed FISH-positive. In
total, the proportion of HER2-positive was 15.6% (180/1152).
HER2-positive cases were more frequent in differentiated type
tumors (P<0.001), in upper body tumors (P=0.065), and in T3-4b
tumors (P=0.074). OS in HER2-positive cases was clearly worse
than in HER2-negative cases (HR 1.55 (95%CI, 1.21-1.97);
P<0.001). According to the tumor stage classification, the HR
(95%CI) in HER2-positive cases and P values were as follows; Stage
1:2.05 (1.14-3.68), P=0.015; Stage 1I:1.87 (1.001-3.47), P=0.046;
Stage III:1.46 (0.95-2.27), P=0.085; Stage IV:1.41 (0.93-2.14),
P=0.101. There was no subgroup which showed interaction between
HER2 status and any background factors. The Cox multivariate
analysis with nine background factors revealed that HER2
expression was an independent prognostic factor (HR 1.55 (95%ClI,
1.19-2.02); P=0.001).

Conclusions:HER2 expression is an independent factor of poor
prognosis in resected gastric cancer, showing trends of higher HR in
earlier stage.
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699P HER2 STATUS IN ADVANCED GASTRIC CARCINOMA PATIENTS TREATED WITH
TRASTUZUMAB

C. Gomez-Martin, J.C. Plazal, E. Del Valle, et al.
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Background:Trastuzumab (T) added to standard chemotherapy
increases overall survival for HER2 positive advanced gastric
carcinoma (AGC) patients. The approval of T by the EMA in AGC
was linked to the determination of the HER2-status by
immunohistochemistry (IHC), and hybridization was only permitted
in the 2+subgroup. Taking into consideration the previous highs and
lows in breast carcinoma HER2 testing, we sought to evaluate the
use of Dual Colour Silver-staining in situ Hybridization (dc-SISH)
for selecting patients with AGC as candidates to anti-HER2
therapies.

Material and methods:Sixty-nine AGC patients meeting a
previously set of specific inclusion criteria were included:previous
treatment with Trastuzumab-based chemotherapy, adequate
follow-up, available pathology data and suitable sample for
molecular analyses. IHC results were determined by the Pathway
anti HER2/neu (4BS5) antibody in the fully automated platform
BenchMark ULTRA® (Ventana Medical Systems, Inc, Tucson, AZ).
Automated dc-SISH was performed on Ventana Benchmark XT
(Ventana Medical Systems, Tucson, AZ). INFORM HER2 DNA
Probe and INFORM Chromosome 17 Probe was visualized on the
same slide following the manufacturer's protocols. Gene to CEN-17
ratio was calculated using the cut-off value of HER2/CEN-17 ratio
>2 as amplified. THC evaluation was performed according to
published guidelines.

Results:All cases were amplified. Low polisomy was present in 4
cases. Heterogeneity was observed in 24 (34.78%) cases. A
statistically significant relationship was found between IHC and
dc-SISH results (p<0.0001), with 94% of IHC 3+expressing
dc-SISH ratio >4. Median OS was 19.8 months (95% CI:13.4 — 23.9
months) for the entire population. Mean OS was significantly longer
in the group of patients with amplification ratio >4 (21.4 vs. 8.0
months, HR 0.41; p=0.0087; CI95% 0.2126 — 0.8180). No
differences were observed in OS according to IHC results when
stratified in two groups (3+vs 0/1+2+) (21.0 vs 10.9 months, HR
0.5288, CI95% 0.2469 — 1.1325, p=0.0955).

Conclusions:Dc-SISH amplification ratio >4 predicts OS benefit in
AGC patients treated with trastuzumab in this study.
Characterization in a larger cohort of patients is ongoing.
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LANDSCAPE

A. Jayaram, J.E. Battley, M.Y. Teo, et al.
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HER2 is overexpressed in ~ 7-34% of gastroesophageal (GE)
adenocarcinomas. The ToGA study, established the benefit of
trastuzumab in combination with chemotherapy in HER2(+)
metastatic GE tumours. In this study, 22% of patients were
HER2(+);immunohistochemistry (IHC)3+or fluorescence insitu
hybridization (FISH)(+);. We report a multi-center Irish experience
by examining HER2 status by IHC and FISH in GE tumours.
Methods:Database from three regional cancer centres were
examined to identify pts with junctional or gastric adenocarcinoma.
HER?2 testing was performed on biopsy or resection specimens of
patients with early stage and metastatic GE tumors between
2008-2011. We  defined HER2 positive as IHC3+or
FISH(+);HER2:17ch > 2;. In addition, age, gender, histology, stage
of disease, were recorded. Clinicopathologic characteristics were
extracted and compared with t-test or Fisher's exact as appropriate.
Results:Between 2008 and 2011, 177 pts were identified. Median
age was 68 years (range:25 — 96), 36% were male. Gastric tumours
were identified in 51%, while 53% were metastatic at diagnosis.
Median number of metastatic sites was 1 (0 — 4). IHC and FISH
were performed on 170 pts (96%) and 131 (74%) of patients.
Distribution of IHC score of 0, 1, 2 and 3 were 38%, 32%, 19% and
11%, respectively. With respect to tumour heterogeneity of HER2
amplification, in IHC3+, 50% were FISH(+), IHC2+, 21.1% were
FISH(+) and IHC1+, 3.7% were FISH(+). Overall HER2(+) rate for
the cohort was 16.4% (n=29). Comparing patients with HER2(+)
and HER2(-)disease, gender (males, 38 vs 38%, p=.84), age(69 vs 68,
p=-79) and site distribution gastric, (45 vs 52%, p=.54) were
identical .The rate of metastasis at diagnosis were similar, at 54 vs
53%. Presence of metastases in the liver (69 vs 48%, p=.22),
peritoneum (38 vs 49%, p=.55), brain (8 vs 3%, p=44) were
comparable in both patient cohorts.

Conclusions:HER2(+) GE adenocarcinomas in the analyzed cohort
displays similar pattern of heterogeneity in IHC staining and FISH
positivity but with lower incidence (16.4%) of HER2 amplification
than was reported in the ToGA study. Further analysis did not
identify differences in clincopathologic characteristics in HER2+ve
patients.
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756 CLINICAL OUTCOME OF ADVANCED GASTRIC CANCER (GC) PATIENTS RECEIVING
FIRST-LINE CHEMOTHERAPY ACCORDING TO TUMOUR HISTOLOGY AND LOCATION

A. Bittoni, M. Scartozzi, R. Giampieri, et al.
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Background:In the daily clinical practice GC is considered as a
single disease. However, preliminary data identified distinct
subtypes characterized by relevant differences in epidemiology,
carcinogenesis and gene expression profiles. Recently, a new
classification has been proposed, based on Lauren's histology and on
anatomic tumour location, identifying three subtypes:type 1
(proximal non diffuse GC), type 2 (diffuse GC) and type 3 (distal
non diffuse GC). Aim of our analysis was to compare clinical
outcome (in terms of response rate, RR, progression-free survival,
PES, and overall survival, OS) according to different GC subtypes
(1,2,3) in patients (pts) receiving first-line chemotherapy.

Patients and methods:Advanced GC pts treated with a first-line
combination chemotherapy were included in our analysis. Pts were
divided in three subgroups (type 1, type 2 and type 3) as previously
defined.

Results: A total of 202 advanced GC pts were included:most of pts
belonged to type 2 (50.5%) and type 3 (40.6%); type 1 included 18
pts (8.9%). The majority of pts (62%) received a three-drugs
chemotherapy combinations including a platinum derivate, a
fluoropyrimidine with the addition of an anthracycline, a taxane or
mytomicin C; the remaining patients received a platinum and
fluoropyrimidine combination. The three pts subgroups resulted
comparable for relevant clinical factors such as ECOG PS, tumour
stage, number of metastatic sites, previous surgical resection,
first-line combination and use of second-line treatments; as expected
peritoneal carcinosis was more common in type 2 pts. RR was found
to be higher in type 3 pts (RR=45.1%) than in type 1 (27.8%) and
type 2 (25.5%) (p=0.017). Type 2 pts presented a shorter PFS
(median PFS 5.7 months) compared to type 1, median PFS=6.9
months, and type 3, median PFS=7.8 months (p=0.0069). These
differences did not translate in statistically significant differences in
OS.

Conclusions:Our results suggest that GC subtypes may be important
predictors of benefit from chemotherapy in advanced GC patients.
Future clinical trials should take in account these differences for a
better stratification of patients.
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678P 7EREM B RELFET HER2 ERENIRKE X
678P CLINICAL SIGNIFICANCE OF HER2 OVEREXPRESSION IN GASTRIC AND
GASTROESOPHAGEAL JUNCTION CANCERS

M. Baykara, M. Benekli, O. Ekinci, et al.

B EADT, BATEEAE &L (GC, GEIO)
o HER2 [ g ik 4%, Ll HER2 ik 5InAR . RS 50m
TG 2 [ RIEAT T WER .

BORLRIJ 3 S S 2H 24k 2% (THC) FHAR ST 244832 (SISHD,
X} 285 5 (202 51 5544, 83 #ilZctt) GC 5 GEIC B# F AR
Kb A (¥ HER2 o BERIE AT T PFEM o WFFT0 HER2 BH 1 5 /il
SRR/ (TS). WREZHZAEE (H). 434 (G). RIEENE (SD.
WREERE (LVD. M A BRI (PND. Lauren F1 Borrmann
S RRERAL (TL)  « TNM 2. @ik (LR) FE#
(M) PARAAE (0S) ZIaMk RBHT T gL,

#558: HER2 IHC 143 4 : 194 7 (68.1%) IHC 0, 34 ] (11.9%)
[HC +1, 30 (10.5%) IHC +2, 27 5l (9.5%) IHC +3. 30
THC +2 5%, 12 1% SISH FHYE (4.2%), 18 515 SISH ¥ 4.
PR THC +3 5 THC +2 F1 SISH BH: &1 %, HER2 BHIER N
13.7%. HER2 PHMES4E8 . Al TNM 433, TS, TL. LR,
M. LVI, PNI fl Borrmann 73 %2 [A]AA A 59K 2L e
AHEG, BRI HER2 FHME R R (16.7%5 6.9%, P=0.075),
e JEE - B 43 A0 e RE 1 HER 2 FH 1 6 0 42 3 TR o AL iR (24.3%,
23.4%H17.3%, P=0.001), BRI HER2 BHM: 3 i T HAth gl 2R 2%
TR, HER2 FHVEIRIE N 19.4%, ENARA M4 4.2% (P=0.013).
HER2 BRYEXTHAZ OS (22.7vs 18.4 M H, P=0.81) WH L EW
Wi, {EAENPIR LA, HER2 BHYE S 47 OS % HER2 BT
I B (54.9 N H vs RIEF], P=0.022), 4R, B30 P9% HER2
FEE B PE B Z A OS R BEER.

4. 7 GC Fl GEIC ', HER2 BH 5 R (1) 4010 F2 B R 4121
FERAE A O TR R S, HER2 BIME 5TUE AN RAH G .

PN S PSR 27

Objectives:In this study, we investigated the rate of HER2
overexpression in gastric and gastroesophageal junction cancers (GC,
GEJC), and the relationship with HER2 expression and clinical,
pathological parameters and prognosis.

Materials and methods:Surgery or biopsy specimen of 285 (202
male, 83 female) patients with GC or GEJC, the presence of HER2
overexpression by immunohistochemistry (IHC) and silver insitu
hybridization (SISH) were evaluated. The relationship between
HER?2 positivity and tumor size (TS), histopathology (H), grade (G),
serosal invasion (SI), lenfovascular invasion (LVI), perineural
invasion (PNI), Lauren and Borrmann type, tumor location (TL),
TNM stage, local recurrence (LR) and metastasis (M) and survival
(OS) were investigated.

Results:HER2 THC scores were; 194 (68.1%) IHC 0, 34 (11.9%)
IHC +1, 30 (10.5%) IHC +2, 27 (9.5%) IHC +3. Twelve of 30 (4.2%)
patients with IHC +2, SISH positive, and 18 patients SISH negative.
The number of patients evaluated with IHC +3 or IHC +2 and SISH
positive, HER2 positivity was 13.7%. There was no relationship
between HER2 positivity and the age, gender, TNM stage, TS, TL,
LR, M, LVI, PNI, and Borrmann type. HER2 positivity was higher
in intestinal type tumors than in diffuse type (16.7% vs 6.9%,
p=0.075). HER2 positivity was significantly higher in
well-moderately diferantiated tumors than poorly diferantiated
tumors (24.3% and 23.4% vs 7.3%, p=0.001). HER2 positivity was
higher in adenocarcinomas than the other histologic subtypes; 19.4%
of adenocarcinomas, 4.2% of signet-ring cell carcinomas were
HER2-positive (p=0.013). HER2 pozitivity was no significant effect
on median OS (22.7 vs 18.4 months, p=0.81). But in the early stage
median OS of HER2-positive patients was shorter than
HER2-negative patients (54.9 months vs not reach, p=0.022).
However patients with advaced stage HER2-positive and —negative
there was no significant difference between the median OS rates.
Conclusion:HER?2 positivity is associated with the degree of tumor
differantiation and histopathology in GC and GEJC. Patients with
early-stage, HER2 positivity is related to poor prognosis.
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(BEV) +iby7 (CT) WM et —IREEHL I AR 7T (ML18147) K F &6 I 4H 7 Hr

559P EFFICACY AND SAFETY OF TREATMENT WITH BEVACIZUMAB

(BEV) +CHEMOTHERAPY

(CT) BEYOND FIRST PROGRESSION IN PATIENTS WITH METASTATIC COLORECTAL CANCER
(MCRC) PREVIOUSLY TREATED WITH BEV+CT:AGE SUBGROUP ANALYSIS FROM A
RANDOMISED PHASE III INTERGROUP STUDY (ML18147)

0. Bouché, C.-C. Steffens, T. André, et al.

R ML18147 WFFLRH], DUARERSHi+ARAE CT 14 — 43077,
1E5 VURER BB — A7 FE Bk e ) mCRC B3 o] 2
SRR, BRIz . AT, SRR 2 AFHR IR AT Ik
PRAE AR B AT A 52 H A7 3% 7Eik, FRATARYE ML18147
I I B3 A 0 A A R 22 A AT T VP AN

Frid: 45— DR TV IT 5 3 AN H B R I AT 1)
B AZUEIESE mCRC [ 83 BEALEE 32 1% S e (1) — 22 4by7 =0
R HPUIATT (2.5mg/kg/wk S50 . MRS —LiAIT 7 Rk H 4
BYLREITR AT RIRTT (S . BAINT<65 % 5>65 &
BEMEEFY (0S). LM REAFY (PFS) R 5247 T
G

R 820 Pl E N4, 409 B HEE BN A TR ER
Piribyr 4, 411 BRFBHL NSRElifbyT 41, 458 #iliEE<65 &,
361 Bl EH>65 . 16<65 % (PHMES9INMHE3.9MH; K
E=0.66; 95%m] X[l 0.55-0.80; p<0.0001) F1>65 % (5.5 4
HL5 43 4MNH; M H=0.71; 95%A] {5X [a] 0.57-0.87; p=0.0011)
R, DURER BT 41 e R AR A W T s alif by 4l
HAGER . fr<65 ZHEH T, NRERRHT-IT 410
AT Aty Al BRSO E X CPRME 11.6 5 9.9
A Hs KB EE=0.79; 95% M {5 X ] 0.65-0.98; p=0.0274), IfifE
>65 ZIEEH, TURERAHHET 40 B A K T alifyy
A, AZERRA BEME (107 N HE 9.8 4N H i KUK H=0.83; 95%
AEX ] 0.66-1.04; p=0.1056). 2 MERL %57 TR HR B Hi+ik
I7 B ALY BRI 3 205 AR B3R AR RS LR
518 % ML18147 HEAT XTG4 /3 BT W, £E< 65 % Fi>65 %
) R, PO R R AR AT SR R I DLARER BT vl et ok
JEATFIIR B AR AR, 3 905 BARFERI R E
HAHEL

Background:The ML18147 study showed that BEV+standard CT
as second-line treatment for pts with mCRC who progressed after
first-line BEV-containing CT significantly improved survival with
an acceptable toxicity profile. However, more evidence is needed
that current treatment options are tolerable and efficacious in older
pts. Here, we assessed efficacy and safety according to age in the
ML18147 study.
Methods:Pts with unresectable, histologically confirmed mCRC
who progressed <3 months from discontinuing first-line BEV were
andomized to second-line fluoropyrimidine-based CT +BEV
(2.5mg/kg/wk equivalent). Choice of second-line oxaliplatin or
irinotecan depended on first-line regimen (crossover). We present a
post-hoc analysis of overall survival (OS), progression-free survival
(PFS) and tolerability in pts <65 years vs>65 years of age.
Results:820 pts were andomized, 409 to BEV+CT and 411 to CT
alone. 458 pts were <65 years and 361 pts were>65 years of age.
PFS was statistically significantly longer with BEV+CT vs CT alone
in pts <65 years (median 5.9 vs 3.9 months; HR=0.66; 95% CI
0.55-0.80; p<0.0001) and>65 years (5.5 vs 4.3 months; HR=0.71;
95% CI 0.57-0.87; p=0.0011). OS was statistically significantly
longer with BEV+CT in pts <65 years (median 11.6 vs 9.9 months;
HR=0.79; 95% CI 0.65-0.98; p=0.0274) and numerically but not
significantly longer in pts>65 years (10.7 vs 9.8 months; HR=0.83;
95% CI 0.66—1.04; p=0.1056). The incidence of grade 3—5 Aes in pts
receiving BEV+CT or CT alone in both age groups is shown in the
Table.
Conclusions:This subgroup analysis of ML18147 suggests that the
addition of BEV to CT after disease progression improves PFS and
OS in pts <65 years and >65 years of age. The incidence of grade
3-5 Aes was similar within age groups.

< 65 %//< 65 years >65 %//=65 years
Hal AL 5T /CTI D £l Bk 5 0+ 4k o7 | 4l fb 97 /CT L A% 2k B bt + L 7
alone /BEV+CT alone /BEV+CT
T 45 H/% of Patients (n=230) (n=222) (n=179) (n=179)

3-5 A R F44/Grade 3-5 Aes 54 64 62 63

TUARBRFRAGTAL AR DG (1) 3-5 AN R Fi4f/Grade 3-5 Aes of

special interest for BEV

{3 Ifil. s /Hypertension <1 2 2 1

& 1 JR /Proteinuria 0 <1 0 <1

i [fil/Bleeding/haemorrhage <1 2 0 2

JHe i /328/ Abscess/fistula 0 <1 0 1

1718 % L/G1 perforation <1 2 <1 2

FEAL AL ) 3 4/Congestive heart failure <1 0 <1 0

FHbK I A2 A2 %€ 44/ Venous thromboembolic event 3 5 3 5

B ik A% 42 ZE F 44/ Arterial thromboembolic event 0 <1 1 <1

A 11 @A 9 R HE/Wound-healing complications 0 <1 <1 0

eyt i 5B HET /Deaths not due to progression 43 5.0 6.7 6.7

B IGEE #(5 BEE 30
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565P MRS A NRERATIATT MEBHEERE (MCRC) BEEE RERHRERST MARIREH
(BEV) +kJ7 (CT): MLI18147 [f R AT A S 4R
565P BEVACIZUMAB (BEV)+CHEMOTHERAPY (CT) BEYOND FIRST PROGRESSION IN PATIENTS
(PTS) WITH METASTATIC COLORECTAL CANCER (MCRC) PREVIOUSLY TREATED WITH
BEV-BASED THERAPY:OVERALL SURVIVAL SUBGROUP FINDINGS FROM ML18147

J.M. Vieitez de Prado, C. Borg, D. Arnold, et al.

BFRL: ML18147 VEAL T 4k&E4 T DURER B HT+briE CT 15 — 4%
WRIT QLFES VRS H I — é%(lL){Jchﬂa'ﬁiﬂ@Hﬁ mCRC
BEPMERAT . BATIIE T WA FERRYE KRAS 885047
1) &5 5

Tk 15— VURER RPUIRIT I 3 AN H PPt e 1 AR 1)
Bi\ HEA2AIESE mCRC ) 883 Bl L2 52 oUW I+ B D R A sl £ ST
BrRE ON—8097 28 X0 + IRERHHT (2.5mg/kg/wk S5 8) 2k
YAIT . FEEA S MAETEN (0S). KA S FEAMHIFEIKS T
TriExt B AT L5 HT

g5 409 15J55%‘MIL§})\J”1’EHE%‘T+1U“ 4, 411 L BEHL
SN (1 BB REEZBYT) . DRER RPTHyT 4L A
RN 112 4H, @créﬂﬁ 9.8 MNH GRS 2R H=0.81;
95% {5 X [ 0.69-0.94; p=0.0062). AA7 IR M FA
e BTSSR (R G L BHPRIT R =, A
TRIT-PE AR AR AL IR B ST 24 . X 616 Bl (75%)
HATHER D HIFAG T KRAS 5835504 ; 78 KRAS $#FEM (WT)
BE T, TURER PPk IT 45407 L TR AL B A A7 4 0
154 A5 1114 H QAR HE=0.69, 95%1] %X [7] 0.53-0.90;
p=0.0052); 7£ KRAS 5¢4% (MT) &+, P00 5k
104 M5 100 MH AR H=0.92; 95%T] {5 X 7] 0.71-1.18;
p=0.4969), 7r KRAS B4R &b, DRERAHT+b 7 4 517
LA P TCHE AT N 6.4 A F 5 4.5 A FH OXU& LE=0.61;
95% ] {ZIX [] 0.49-0.77; p<0.0001); 7F KRAS 5¢&s g, th
L TCRE AR A N 5.5 AN A5 414 H AR H=0.70; 95%
AfEX [ 0.56-0.89; p=0.0027). X+ EALFH (p=0.1266) B
ToibJEAAE A (p=0.4436), KILVGIT 5 KRAS IREMIAHEAEA .
2. ML18147 KW, Haifbyrith, Bomitenaksss v
TUARER AP AT B3 s B A . BRI 4
Bra R4 m AR —E

Background:ML18147 evaluated the benefit of continuing
BEV+standard CT as second-line (2L) treatment for pts with mCRC
progressing after first-line (1L) BEV-containing therapy. Here we
report results of pre-specified subgroup and exploratory KRAS
mutation analyses.

Methods:Pts with unresectable, histologically confirmed mCRC
progressing within 3 mo after discontinuing 1L BEV were
randomised to 2L fluoropyrimidinetoxaliplatin or irinotecan
(crossed over from IL)+BEV (2.5mg/kg/wk equivalent). The
primary endpoint was overall survival (OS). Subgroup analyses for
OS were performed using the same statistical method as for the
primary analysis.

Results:409 pts were randomised to BEV+CT and 411 to CT (1 pt
not treated). Median OS was 11.2 mo for BEV+CT vs 9.8 mo for CT
(unstratified HR=0.81; 95% CI 0.69-0.94; p=0.0062). Subgroup
analyses for OS were generally consistent with the overall
population (Table). While the treatment effect in female pts appeared
to be lower, the treatment-gender interaction test was not statistically
significant.

KRAS mutation data were available from an exploratory analysis in
616 pts (75%); median OS for KRAS wild-type (WT) pts was 15.4
mo for BEV+CT vs 11.1 mo for CT (HR=0.69, 95% CI 0.53-0.90;
p=0.0052); in KRAS mutant (MT) pts median OS was 10.4 vs 10.0
mo, respectively (HR=0.92; 95% CI 0.71-1.18; p=0.4969). Median
PES for KRAS WT pts was 6.4 mo for BEV+CT vs 4.5 mo for CT
(HR=0.61; 95% CI 0.49-0.77; p<0.0001); in KRAS MT pts median
PFS was 5.5 vs 4.1 mo, respectively (HR=0.70; 95% CI 0.56-0.89;
p=0.0027). No treatment interaction by KRAS status was seen for
OS (p=0.1266) or PFS (p=0.4436).

Conclusions:ML18147 showed that BEV+CT continued beyond
progression significantly improves survival vs CT alone. Findings
from the subgroup analyses for OS were generally consistent with
the overall population.

73 3%/Category 7. 2H/Subgroup N AW KUK LL/HR for OS  95% A X ]/95% CI
Fif/All s/ All 819 0.81 0.69-0.94
" 11/ Female 294 0.99 0.77-1.28
Pt 51/Gender 51 4/Male 525 0.73 0.60-0.88

<65 /<65y 458 0.79 0.65-0.98
fFhvIAge >65 /=65y 361 0.83 0.66-1.04
0 357 0.74 0.59-0.94
ECOG PS/ECOG PS >l 458 0.87 0.71-1.06
. L <9 MH/<9mo 449 0.89 0.73-1.09
— 2k ~
2§ PFS /First-line PFS ~9 4 H/>9 mo 369 0.73 0.58-0.92
B BSR4
- L /Oxaliplatin-based 343 0.79 0.62—1.00
— A .
24LJ7 /First-line chemotherapy DU 476 0.82 0.671.00
/Irinotecan-based
B 2R U DLARER B HTIR YT I )/ Time from | <42 K/<42d 630 0.82 0.69-0.97
last BEV dose >42 K/>42 d 189 0.76 0.55-1.06
. 75/ No 592 0.81 0.67-0.97
LTy H
AT /Liver metastases only £/ Yes 226 0.79 0.59-1.05
L B 11 4% B B0/No. of organs with | 1 307 0.83 0.64-1.08
metastasis >1 511 0.77 0.64-0.94
B 245 B 31 BTN R N LK, (XS5, BRAT R H S #Uk




571P  MEEAEEZ & UK BHHLTNIEBHEERE (MCRC) BEEEREWRIERES T REREH
(BEV) +bJ7 (CT) (ML18147): Ry FAE LR RA R M 2t adr
571P BEVACIZUMAB (BEV)+CHEMOTHERAPY (CT) BEYOND FIRST PROGRESSION IN PATIENTS
(PTS) WITH METASTATIC COLORECTAL CANCER (MCRC) PREVIOUSLY TREATED WITH
FIRST-LINE BEV+CT (ML18147):EFFICACY AND SAFETY ANALYSES BY OXALIPLATIN VS I

P. Osterlund, V. Alonso-Orduna, C. Schlichting, et al.

TR ML18147 & —IBEALIGIRIIFY, & UAEFsME—Z (1L
DR R BT 5 L ILEEE () mCRC B h kS84 T DA Bk 4
PiHbrdE CT VB0 23697 QL) o BN A (0S) i
T RAEAFH (PFS). 7EIL, FRATRA RIR 5 P8 i —
LAITVEN D ERT, S ERiA97 45 JRAT 7 V-

Tk 15 1 VRER P 2I697 5 3 AN NP0 B (1 O AT 1)
B HZUSAIESER mCR B BEHLEE 2 3 R e (1) — 2k byr =1
RERPT (2.5mg/kg/wk ZEE) JRIT . WP —Z I Bk B EVF
BB SRR LAY T (O XBET ). SR BRI ST s
— WA ERTF, &G s FIEBER . Tl
W, RMERZE (ORR) MIANRFM: (AE) #4707,
55 820 B AT 2006 41 2 H & 2010 4F 6 H [AI45Z T B4
Yl Ho 343 GlRE R & WP R — AT, 476 BliEE %
TR BT, 2R HEAS R SZ  RD R s A
REMT 2 Ab)7 « i — Ay 7 Al FH BRI AR LR BE, 9
St S 5 45T DUARER AP+ g7 A AT LLSE K A A7 AN Tk e A
A (L. EBZ AT R TR ER P+ 7 17 2 4L,
SRR IR o FERESZ VPRI B ST BT 1 R R, 5 D4R
BRI IR AR AR AL

g XA R WA SHRE, T —gtbyr SRy FlgE
PR, kel sz VURER AT+ S yb R A el g s R R T
Ay X&) WTLUE K S IROCHE R LA .

Background:ML18147 is the first randomised study to show that
continuing BEV+standard CT as second-line (2L) treatment
significantly improves overall survival (OS) and progression-free
survival (PFS) in pts with mCRC who progressed after receiving a
standard first-line (1L) BEV-containing regimen. Here we evaluate
outcome in the 2L setting using, as a stratification factor, 1L
oxaliplatin vs irinotecan-based CT.

Methods:Pts with unresectable, histologically confirmed mCRC
who progressed within 3 months of discontinuing 1L BEV were
randomised to 2L fluoropyrimidine-based CT+BEV (2.5mg/kg/wk
equivalent). Choice of 2L oxaliplatin or irinotecan was dependent on
the 1L regimen (crossover). OS, PFS, overall response rate (ORR)
and adverse events (AEs) were analysed in the 2L setting using the
1L oxaliplatin or irinotecan-based CT as a stratification factor.
Results:820 pts were randomised from Feb 2006 to Jun 2010. Of
these, 343 received 1L oxaliplatin-based CT and 476 received 1L
irinotecan-based CT, after which they crossed over to receive either
oxaliplatin or irinotecan-based CT in 2L. BEV+CT beyond
progression prolonged OS and PFS, regardless of whether
oxaliplatin or irinotecan-based CT was used in 1L (Table). ORR was
low in CT and BEV+CT-treated pts in both groups. AEs associated
with BEV were generally similar in pts treated with either
oxaliplatin or irinotecan-based CT.

Conclusions:This post-hoc subgroup analysis suggests that
continuing BEV+2L oxaliplatin or irinotecan-based CT (following
crossover) leads to prolonged OS and PFS, regardless of the type of
oxaliplatin or irinotecan-based CT used 1L.

B WYL REA G — 264097 /1L oxaliplatin-based |2 7% FER)— 4L I7/1L irinotecan-based
b L . CT CT
-~ RTTE T Outeome in 2L o Tt 7a | PR (7T SRR LT
/BEV+CT (n=169) (n=236) /BEV+CT (n=240)
Hpz A2, A/Median OS, months 10.0 12.0 93 10.9
p {E/p-value 0.0524 0.0454
AEEEL (95%H[{F[X ) /HR (95% CI) 0.79 (0.62-1.00) 0.82 (0.67-1.00)
WAL EE A A,  H/Median PFS, months 42 6.2 3.8 5.4
p {E/p-value 0.0005 <0.0001
REEEE (95% A {FIX [H]) /HR (95% CI) 0.68 (0.55-0.85) 0.67 (0.56-0.81)
ORR,% 29 55 4.7 54
p fii/p-value 0.2414 0.7145
A>1%HEH RN 3-5 BARFM, %/Grade
3-5 AEs in >1% of pts, %
{TAT/Any 52 66 60 61
{4 Ifi He/Hypertension 0 1 2 2
HiIfl Bleeding/haemorrhage <1 3 0 1
H W% #L/GI perforation <1 2 <1 1
Ik Al A4 A4 ZE 2/ Venous thromboembolic event | 5 7 1 3

B IGEE #(5 BEE 32

BAERIR B E T AN ETR, (S, SORA T RS #Uk




555pP

TURER B HUGRTT B G ERE (MCRC) MIBAMMMZEN: —S&EHNERE (RCTS) &3H40E

5
555P EFFICACY AND SAFETY OF BEVACIZUMAB IN METASTATIC COLORECTAL CANCER
(MCRC):FIRST-LINE ANALYSIS OF POOLED DATA FROM RANDOMIZED CONTROLLED TRIALS
(RCTS)

F.F. Kabbinavar, H. Hurwitz, N.C. Tebbutt, et al.

BTEt: VURERRPL (BV) ifkyy (CT) /& mCRC FIARHAEIRTT
AW AT 6 BIKERFPT RCT (T W5k 101 1) R Hd
FERR A B R BE, B et AT IR R4S R
HFEA A LS.

Jrik: ¥ UURER P69 mCRC IRRIRE: (AVF2107.

NO16966. ARTIST. AVF2192. AVF0780. AGITG MAX) ]
BRI, AR TR R NBET. R
Kaplan-Meier VAl 5 S AETEIHAUGHE EAFAH (OS. PFS). 4
VPAIRIT A ()7 5 DURER BT+ T (RIS R 2 R, K
3 ZBPUR CROEE RIE R CEH R HESIER
[t (HR) 1 95%n[ {5 XA (CD, ARRRIIA—)Z,

g 7E 3178 BlG I —&iniT 4B (UF[n=1481]; DI{XEE
HHHEIT [n=1697]) 1, 58.5%I1 4 W, 40.1%[1) Hi35>65
%, 44.9%W 3 ECOG A JIRAE>1 4. SXtH4LEE AL,

TR ER P FTIR T 4L S AR e R AR A e K, R4
TR AT BT 6 TURER B BUARSCA R -, WK
T e et .

g8 WTA BRSSP mCRC B3, —ZR b7 Eml s in
UUARER U] I K S AR T R AR A, A SR,
LEALITEREE . PR RER S A KRAS RS 4L, it Efs
Wb K

Background:Bevacizumab (BV) with chemotherapy (CT) is a
standard treatment for mCRC. This analysis pooled individual
patient data from the clinical databases of six RCTs (phase 2 or 3) of
BV to further define clinical outcomes with first-line treatment,
including within subgroups.

Methods:Patient data were pooled from first-line (AVF2107,
NO16966, ARTIST, AVF2192, AVF0780, AGITG MAX) mCRC
trials of BV. All analyses were based on the intent-to-treat
population. Overall and progression-free survival estimates (OS,
PFS) were calculated by Kaplan-Meier methods. To assess
differences in time to response variables by treatment arm (CT vs
BV+CT), stratified random (overall) and fixed (subgroup
comparisons) models were used to estimate pooled hazard ratios
(HRs) and 95% confidence intervals (Cls), with each study included
as a stratum.

Results:Of the 3178 pooled first-line patients (CT [n=1481];
BV+CT [n=1697]), 58.5% were male, 40.1% were>65 years, and
44.9% had an ECOG performance status>1. OS and PFS were
statistically significantly increased in BV-treated patients vs control
patients. The BV-associated adverse event profile from this pooled
analysis identified no new safety signals.

Conclusions:The addition of bevacizumab to first-line CT resulted
in statistically significant improvements in OS and PFS for mCRC
patients in the overall analysis, with PFS benefit extending across
subgroups defined by CT intensity, site of metastatic disease, and
KRAS status.

MNEE: DURERRPT+LIT H4bI7 A /Overal :(BVH+CT vs CT

M B (95% 5 X []) /HR[P {H/P value

(95% CI)
SAELEI/0S 0.81 (0.70—0.93) .0034
ok e HE A7 I/PFS 0.58 (0.46-0.73) <.0001
WAl b e DU AR ER B BT+ 4k 97 5 b JY /Subgroup
comparisons:BV+CT vs CT

ML XL (95%0T)
f5IX0H) / HR (95% CI) for

ToRE ARG EE (95% ] fF X [/])
/ HR (95% CI) for PFS

0S
H.ZjI597 /Monotherapy (n=751) 0.86 (0.72-1.02) 0.56 (0.48-0.67)
MR 1A TT /Doublet therapy (n=2427) 0.84 (0.77-0.92) 0.73  (0.67-0.80)
I H L5 7 1) £ %4 /Patients with liver metastases only (n=1095) | 0.87 (0.76-1.00) 0.67 (0.59-0.77)
HEL) 32 MESRI ¥ £ /Patients with extensive disease (n=1049) | 0.79  (0.69-0.90) 0.67 (0.59-0.77)
KRAS H74E 1 %/ KRAS wildtype patients (n=364) 0.70 (0.54-0.91) 0.57 (0.45-0.72)
KRAS 78748 4/ KRAS mutant patients (n=166) 0.85 (0.60-1.22) 0.54 (0.38-0.76)
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LI TUARER BEUITR AT ¥6IT B 0 2 L BET R BT B 1 IIGIRAT A (BRANCH): ARk, %4
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567P

NEOADJUVANT MULTIDISCIPLINARY PHASE II STUDY (BRANCH) OF AN EARLY

BEVACIZUMAB SCHEDULE PLUS CHEMO-RADIATION THERAPY IN RECTAL CANCER:EFFICACY,
SAFETY, AND BIOMARKERS

A. Avallone, E. Di Gennaro, L. Aloj, et al.

TR £ BRANCH WF5T, FATPHE T 5 Gar 4 X Dk
TR (BEV) INEILYY (CT) MUY (RT) REMEIEYY
T7 AL G R 0 B s (pLARC) H vp i 22 4 P AN 2%
M, IR TIEIR N 40 (CECs) Fsg i Ae R (TLG)
EAEREMR (PR) HIRACR ISR T RedE .
BERNGEE: 46 H1#HE (T4, N+, ¢T3 FEATAMNZES ScmAl/a
WUIAZEATE, M1 WEIED AREEYT (45 Gy) WilR, 55 1
RAEZ HybFH (100mg/m?) /75 F M2 (2.5mg/m?) ¥E77, £ 2
JA—W, EBRIT 3 AR, HEAEE 2 RIE% S-HIRMEN
(800mg/m®) /M (250mg/m?) VA7 . TTEABULITRT 4 K45
T ISR BT (Smg/kg), PRE—IK, 32 A7 . i FNCI-CTC
v.3 SRR T K. Al Mandard YRR YK (TRG) & X
PR. R#ESimon 2 BrBLETl, B 50% TRG1 (SEARMRTHIE)
HKEDRHE=0.05, “REIRF=0.20), WLIRkEERD 6/16
BITRG1, A W4kLLIRSE 3T 46 B F . LN (BL). 4
10 RAAKF], 4358 240 i - AR FIFDG-PETXf CECHITLG
HEAT PP . SR FIMann-Whitney 8 5153 TS0 0 HT o
GEEL. IRATILR5 T 23 5] TRG UMRR 464820 1 (50%). 14 14l
TRG2 (30%) F1 8 1§l TRG3-4 (17%). & WHIA BR324
HrE kAN Mk /D RE (13/46 BEERE, 28%). {EMNZE# TRG1-2 H1,
55 10 K TLG AR LR I P 5 25 K TR W24 TRG3-4 (Fhfir
B -72%, Y0 -90%+31%5 1 {7 {E-38%, i [H-45%+25%;
p<0.05). 7£ TRG1-2 # 1, JLLkm {7 CEC KT TRG3-4 i
F CPAE 0.22/ul, JEF 0-3.98 5 4if 0/ul, EFE 0-0.174;
p=0.009). It7h, 7 TRGI-2 BEH, 5 10 KI¥ CEC S
M EE TR A 0.014/ul, JEFE 0-2.29; p=0.002). 7F
TRG3-4 EF R WX —FiE, H CEC /K& T8 Ch {8
0.316/ul, i 0-2.64; p=0.097). 7F TRG 1-2 Al TRG 3-4 i
1, RTiif CEC # PET-CT ¥y & ANHETHI PR,
3% AT TURER APUINLST RUST 7 32 2 AR 201
7t pLARC HFH 74 TRG1 Fl TRG2 NZ&HEKE. H1
FDG-PET Al CEC VP4l 1] LIE A I 7 R AE A= ks o, =5
BN NAZIAIT T R IR RS e i 3t CEP Al
citochine %# .
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Background:In BRANCH study we assess the safety and efficacy
of an experimental schedule of early (4 days before) bevacizumab
(BEV) added to neoadjuvant chemotherapy (CT) and radiotherapy
(RT) in poor-risk locally advanced rectal cancer (pLARC) patients
(pts) and explore the potential of circulating endothelial cells (CECs)
and tumor lesion glycolysis (TLG) as surrogate markers of
pathological response(PR).

Patients and methods:46 pts (cT4, cN+, ¢T3< 5cm from the anal
verge and/or positive circumferential margin, M1 resectable)
received 3 biweekly courses of oxaliplatin (100mg/m’)/raltitrexed
(2.5mg/m®) on day 1, and 5-FU (800mg/m2)/folinic acid
(250mg/m”) on day 2 during pelvic RT (45 Gy). BEV (5mg/kg) was
given biweekly 4 days before beginning of CT/RT for 2 courses.
Toxicity was graded with NCI-CTC v.3. PR was defined using
Mandard tumor regression grade (TRG). According to the Simon's
two-stage design, assuming an hypothesis of a 50% TRG1 (complete
tumor regression) (o error=0.05, B error=0.20), at least 6/16 TRG1
should be obtained to continue accrual to 46 pts. CECs and TLG
were evaluated at baseline (BL) on day 10 and before surgery, by
flow cytometry and FDG-PET, respectively. Statistical analysis was
by Mann-Whitney test.

Results:We obtained 23 TRG1 (50%), 14 TRG2 (30%) and 8
TRG3-4 (17%). Grade ¥ neutropenia was the most common adverse
event (13/46 pts, 28%). TLG reduction on day 10 vs BL was
significantly higher in responders TRGI1-2 compared to
non-responders TRG3-4 pts (median -72%, range -90%+31% vs
-38%, range -45%+25%; p<0.05). Median CECs at BL were higher
in TRG1-2 vs TRG3-4 pts (median 0.22/ul, range 0-3.98 vs 0/ul,
range 0-0.174; p=0.009). Moreover, in TRG1-2 pts CECs were
significantly reduced on day 10 vs BL (median 0.014/pl, range
0-2.29; p=0.002). This pattern was not seen in TRG3-4 pts with a
tendency toward increased levels (median 0.316/pl, range 0-2.64;
p=0.097). In both TRG 1-2 and TRG 3-4 preoperative CECs and
PET-CT studies were not predictive of PR.

Conclusions:Current scheme of BEV plus CT and RT appears safe
and active, yielding high rate of TRG1 and TRG2 responses in
pLARC. Early FDG-PET and CECs evaluation emerged as potential
biomarkers for treatment selection to be incorporated in design of
future studies with this regimen. CEP and citochine data will be
provided at the meeting.
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600P 2 X%:%4 CPT-11 5 LVSFU2 ¥ (FOLFIRI-3) B DREREPUIATT, BEJERITMIEM NRZRA G4
FifyT: HBUHEERE ST H ILIRKTTA
600P BIFRACTIONATED CPT-11 WITH LV5FU2 INFUSION (FOLFIRI-3) IN COMBINATION WITH
BEVACIZUMAB FOLLOWED BY A CAPECITABINE AND BEVACIZUMAB MAINTENANCE
THERAPY:A PHASE II STUDY IN FIRST-LINE METASTATIC COLORECTAL CANCERS

C.H.S. Kim, E. Curti, T. Nguyen, et al.

. VRIS (Bev) N FOLFIRI 8 FOLFOX 1497 77 % &
Bt EnlE (mCRC) [H—ZbriEyrik. 14 FOLFOX A
JTJE I 25 %, FOLFIRI-3 S5 3Ah-& 0 37 8 By A LL vl i 3%
B Uk A AE . BRI, FRATTX FOLFIRI-3 164 DA R B 1
i mCRC WIRIAIT Iz asth . 820 A KCRT RE R T s PR kAT
TG, @ MEtZ mCRC HhAR FEAWIERAEDARCY, &
TP VPG A A 1 25-2 (Ang-2) TG INE.

BEMAZE: WAVIFE T — I JTFOLFIRI-3 697 77 BAE N
mCRC—£R¥A77 1 3 O TR 7T CIUIR R e 3 S5 46 /)
I (2400mg/m?) N URER BT (Smg/kg, 1K) WWITHIGES
FARILEEHE 100mg/m®, £ 2 ). 4T N 6 A HINESE
J7 (FOLFIRI-3 FlUUKERAPD), ZIRETHRHAIT, B IK
BRMH (7.5mg/kg, 6 1K) MR (1000mg/m?, 1 £
14 X, 8 3 JH—Ik. fEFELIIE K VEGFMINTE Ang-2
HKOVe FBL SN BRI G AW BT
IR VR YT AR TG 2 A 4T

g8 61 BlEEHENA REBIREN 66.7%(95% 1 {5 X [H], 55-79).
25% 1) B E (DCR A 91.7%). i BALEN 12 M
(95%AI {5 IX 0], 9-16 M), BALEA 33 N (95%A{F X
[a], 19-44 N~ H)o L 41 BB N 4ERr 0. UARER
PO B SRR IR T 38 2 T A2 1 BT vA 7 1 4% . 7R iZBA
B, JAITRTIG Ang-2 AKCFTHEwail b 45 R 2z g e AL
bRy Cher et e a N 147 AH 5 73 ~H,
p<0.0D). EZZENITH, HBILTRA Ang-2 AT 2L E
AL AR B AR A B BT TS R 26

i {8 mCRC M—£i897 /7%, FOLFIRI-3/VAREK b,
WRIGE T & REAOIE I ERF BT R 3000, 7T Re/E R R TIT K %
RE, TR By RIS B VA T I R . I I A AR R 2
2 REEERALIT R URER RHUIAIT A mCRC 5 PO TE 3t J A=
LR AEAE ) R ARl . IEAEHEAT AN BRI o

B IREE 205 B 35

Background:Bevacizumab (Bev) with FOLFIRI or FOLFOX
regimen is a standard of care in first-line metastatic colorectal
cancers (mCRC). As second-line regimen after FOLFOX,
FOLFIRI-3 has shown a significantly better PFS in comparison with
other irinotecan-based regimen. We therefore evaluated the safety,
efficacy and possible predictive factors for FOLFIRI-3 in
combination with Bev as initial treatment for mCRC. Since fully
validated biomarkers in mCRC are still lacking, we decided to assess
the prognostic value of Angiopoietin-2 (Ang-2).

Patients and methods:We conducted a three-institution phase II
trial of FOLFIRI-3 regimen (irinotecan 100mg/m?2 before and after a
46-hour continuous infusion of fluorouracil (2400mg/m?) with Bev
(5mg/kg day 1) repeated every 2 weeks, as first-line treatment in
mCRC. Induction treatment (FOLFIRI-3 and Bev) was
administrated for 6 months, followed by a maintenance treatment
including Bev (7.5mg/kg day 1) and capecitabine (1000mg/m’ day 1
to 14), repeated every 3 weeks. Plasma VEGF and serum Ang-2
were measured at baseline. The primary endpoint was ORR.
Secondary endpoints were PFS, OS, and biologic analysis of
potential predictive factors of response to treatment.

Results:61 patients were enrolled for treatment. The ORR was
66.7% (95% CI, 55-79). SD in 25% of patients (DCR of 91.7%).
PFS was 12 months (95% CI, 9-16) and OS was 33 months (95%
CI, 19-44). A total of 41 patients entered the maintenance phase of
the study. Bev/capecitabine maintenance therapy appeared as an
appropriate and well-tolerated option. High pre-therapeutic serum
Ang-2 level was identified as a potential biomarker correlated to
worse outcomes in this cohort (median progression free survival of
14.7 months vs. 7.3 months, p<0.01). In multivariate analysis,
metastasis surgery and Ang-2 levels were the only independent
prognostic factors for PFS and OS.

Conclusions:As front-line regimen in mCRC, FOLFIRI-3/Bev
regimen, followed by a capecitabine-based maintenance therapy, is
effective and might be considered for future development
particularly in patients treated by oxaliplatin in the adjuvant setting.
Serum angiopoietin 2 is a promising biomarker to predict PFS and
OS in mCRC patients treated with chemotherapy and bevacizumab.
External validation is in course.
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607P 2 A TURZREFTRIF FBY AT T RSB VIR E R A Btk m e etk: il 8. ok
RETFE H H5 R
607P EFFICACY AND SAFETY OF TWO NEOADJUVANT STRATEGIES WITH BEVACIZUMAB IN
LOCALLY ADVANCED RESECTABLE RECTAL CANCER:INTERIM RESULTS OF A RANDOMIZED,
NON-COMPARATIVE PHASE II STUDY

J.-F. Bosset, G. Mantion, T. André, et al.

T HAr R P B (LARC) MIGIT SRS
tI7 (CTO. U7 (RT) MAEBEMRETIBRA (TME). £
BEAL TR 22 ot I I ARIE ST Hpoxt 2 2 DUARER ST (Bv)
BT B A YT 3T PE A

Jrk: BEBERT IR, AR DURERRPUE SihIT6 AN A
(5mg/2 Ji]) +Folfoxd, 2 JaH32 sy (UUREREHI6 A
+5-FU/S ANEIHD +RT (45Gy), #RJGh TME (A 41D FIAH R
TG TME (B 4. FEL S A MRHIRZE (pCR) - 4R
b 10%. WML DS WA RER 2 AT R . BRAR)E 8
JEINERE

R, A (n=46) M B 4 (n=45) EFERE N I 67%,
W 60+£9 %, ECOG ¥4 085%), HMHL(60%), LA
(40%), MRI 43 #1: T3NOMO/T3NIMO/T3N2MO (20%/65%/15% )
£ A A, 94%M R SRS FI69T, 91%EH B3 CT-RT
FFAR; £ B 4lH, 100%1EEESZ CT-RT, 98%I1EEHZ
FAR. € N%KEE T, WIRAT WL VIR H A SE R
Wik 15[0-841K. fEEMMERIT AR, A 415 B 4K pCR
(ypT0-NO) #4354 23.8% [12.1%- 39.5%] (p=0.015) F1 11.4%
[3.8%- 24.6%] (p=0.91), THILHE BN 10% pCR. & & A1
B[] pCR &5 AL AEAR T FIAR G 4 &, 2 213945 10 91 5 (22%)
W 3 Qa4 BARFH (AE). ERJG 8 B, A4 59%HEHE
1B HT 36%IK EERE 3 H/4 BN RFEE (AE). 78 DRERH
PURTT A, A 41 20%I1) 4 B 417 22%1) B E e 3 /4
DU T A R EAR S 8 JREDT I, BWE RS LTI 1
. 17 2 PR BhIG T 1Y LARC R 1P iRgs L], 78 B
A, DURERRPUCS CT-RT FrifiBhig)r A& &N pCR. A
Y, HrBNIRYT VAl A A, AP, RS 8
J&, A 4UR B 4110 A AL
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Background:Current therapy of locally advanced resectable rectal
cancer (LARC) involves a combination of chemotherapy (CT),
radiation therapy, (RT) and total mesorectal excision (TME) surgery.
Two neoadjuvant strategies with bevacizumab (Bv) were assessed in
a randomized, open-label, multicentre, phase II study.
Method:Patients (pts) were treated with a sequential strategy
including induction Bv/6 cycles (Smg/2weeks)+Folfox4, followed
by CT-RT (Bv/6 cycles+5-FU/5 cycles)+RT(45Gy) then TME in
Arm A and the same CT-RT, then TME in Arm B. Primary end-point
was tumor sterilization rate (pCR)-at least 10% in each arm.
Efficacy and safety were reviewed by an independent committee.
Results at 8 weeks post-surgery are presented.

Results:Pts characteristics in Arm A (n=46) and in Arm B (n=45)
were:men 67%, age 60 = 9 years, ECOG score 0 (85%), mid-rectum
(60%), low-rectum (40%), MRI stage:T3NOMO/T3N1MO0/T3N2MO
(20%/65%/15%). In Arm A, 94% pts completed induction and 91%
had CT-RT and surgery; in Arm B 100% had CT-RT and 98%
surgery. Resection was macroscopically complete in 91% pts.
Median post-surgery hospitalization duration was 15 [0-84] days. In
the ITT population, pCR (ypT0-NO) rate was 23.8% [12.1%-39.5%]
in Arm A (p=0.015) and 11.4% [3.8%-24.6%] in Arm B (p=0.91),
both compared to the 10% pCR initial hypothesis. Central review
found similar results for pCR. At surgery and 4 weeks post-surgery
grade 3/4 adverse events (AE) were reported in 10 (22%) of pts in
both arms. At 8 weeks post-surgery, grade 3/4 adverse events (AE)
were reported in 59% of pts in Arm A and 36% in Arm B. Grade 3/4
AE:s of special interest for bevacizumab were reported in 20% of pts
in Arm A and 22% in Arm B. No death was reported at 8 weeks
post-surgery follow-up.

Conclusions:Interim results in patients with LARC treated with 2
neoadjuvant strategies showed that bevacizumab combination to
neoadjuvant CT-RT did not significantly increase pCR in Arm B.
The neoadjuvant strategy assessed in Arm A seems promising and
deserves further investigation. Safety was comparable in Arms A and
B at 8 weeks post-surgery.
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SRR RIS R
663TIP AXE BEAM:ENCOURAGING EARLY RESULTS OF A NEO-ADJUVANT BEVACIZUMAB,
CAPECITABINE +/- OXALIPLATIN AND RADIATION MULTIMODALITY REGIMEN FOR LOCALLY
ADVANCED RECTAL CANCER

G. Chiritescu, K. Dumon, P. Vergauwe, et al.

TE— TN 2 T D IIG RIS, 5 SR e 0 1 s SR B AL
P52 TANER ST (Smg/kg) s FHEFAbIE (1650mg/m*/d) RBYT (1.8
Gy/d) 5 (A4 8RS (B4 BbHIEH (50mg/m?) BEAIAYT .«
7 IR VURER BTG 2 T ERIyT (CRT), JERREE 5 .
WRITERBAGIT 5 6-8 EAT A E A RMIEDIBR AR . 7582 5015 M
(g b, WAL ZURNIURE AT S s AL g 6, WS D g DA AL
W47 Luminex 7347, VEASEIAVEGFEIEK T 0454k . 495 B 52
BLEH (pCR) F. TR HEAN R 5 S 2R F A= b ric B
PE R BT,

R HuTdt 65 HlEE NAWTT, TAAFERA 60 2. 57 Bl
HSERL T SEEIRIT T S, DURERAPUIIAE X IR 97%, R
R 95%, WIFIAIA 93%.

60 BITTVEAL B WD 2 Ak 8RB, Z T ERA FAAR
LFIm 2t . K2 HOE A RIRAETER ST (B RSB,
W9 BB, TERAMBSI AT, {6 CRT W], A 41 3 4
BEPMERECONE L. 5T (DL JEYS (2). B (). R R
ANMIIERE (1D BEIERIZIR (1. 2 BUREICTHREERE, 1
Bl B F I F ARG liAe 2.

52 BEF VM R MR L. 11 FIEE S pCR, A 4104 30%
(8/26), B H#Hh 12% (3/26) (p=0.08). A 41 (18/26) H RUT
i # (Dworak TRG 3+ 4) Ll KT B 41 (10/26) (p=0.05).
SR M4 R 40 o8 o . Mg 4 B9 4 A1 PDGF-AA. PDGF-BB
I VEGF IR E R AR, FERAESE— DG

258 TBUIT 5 DURER B HUIK B 187 TR R 8 e T 1 22 A Py
TETT LAHESZ o W8I0 SV R 25 P BUEE PR AT 1S I, BT e s 2z
i LAl o

1E1%H 5, PDGF REMTS R R IEEVERE—2 0.
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In an academic multicentric phase II study, patients (pts) with locally
advanced rectal cancer are randomized to receive bevacizumab
(5mg/kg), capecitabine (1650mg/m*/day) and radiotherapy
(1.8Gy/day) with (Arm A) or without (Arm B) oxaliplatin
(50mg/m?). Chemoradiotherapy (CRT) starts at 2 weeks after 1%
infusion of bevacizumab and continues for 5 weeks. Total
mesorectal excision is planned at 6-8 weeks post CRT.
Immunohistochemical staining to study the functionality of blood
vessels and Luminex analyses to assess the changes in circulating
VEGEF ligands are performed on tissues and blood samples from
consenting pts. Pathological complete response (pCR) rate, safety
profile and identification of biomarkers for early response prediction
are the main endpoints.

Results:Sixty five pts with median age 60 have been enrolled to
date. Fifty seven pts completed the full protocol scheme, with a
relative dose intensity of 97% for bevacizumab, 95% for
capecitabine and 93% for oxaliplatin.

Preliminary safety data from 60 evaluable pts show that the regimen
is generally well tolerated. Most severe adverse events were
post-operative (wound infections, leaks) in 9 pts, equally distributed
between arms. During CRT, grade 3 toxicities were more frequent in
Arm A:fatigue (1), diarrhea (2), infection (2), febrile neutropenia (1),
sensory neuropathy (1). Two pts deceased due to disease progression
and one due to lung embolism post-surgery.

Fifty two pts are evaluable for response. pCR was seen in 11 pts,
30% (8/26) in Arm A and 12% (3/26) in Arm B (p=0.08). The rate of
good responders (Dworak TRG 3,4) was higher in Arm A 18/26
versus Arm B 10/26 (p=0.05).

Changes in the pericyt coverage of the blood vessels, proliferation of
the tumour cells and plasma concentrations of PDGF-AA,
PDGF-BB and VEGF were observed and will be further assessed.
Conclusions:Chemoradiotherapy in combination with bevacizumab
showed an acceptable safety profile in this patient population.
Adding oxaliplatin determined a slight increase of toxicity but might
enhance the percentage of responders.

PDGF may be a predictor of response in this setting. Further
analyses are ongoing.
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BREHL (BV) KIBEAL I HIREKZE: GRUPPO ONCOLOGICO NORD OVEST (GONO) #HTHI BEBYP i
WEER
LBA17 A RANDOMIZED PHASE III STUDY EVALUATING THE CONTINUATION OF BEVACIZUMAB
(BV) BEYOND PROGRESSION IN METASTATIC COLORECTAL CANCER (MCRC) PATIENTS (PTS)
WHO RECEIVED BV AS PART OF FIRST-LINE TREATMENT:RESULTS OF THE BEBYP TRIAL BY
THE GRUPPO ONCOLOGICO NORD OVEST (GONO)

G. Masi, F. Loupakis, L. Salvatore, et al.

S5 Inlidt Hedl R WA7E BV —2kif )7 #E R R 4k 8l ] BV+ &k
b3y (CT) ArbAekse B,
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(0S) Mtaf, E201245 A 11 H& kT A& TAE.

SER W 185 PEF AT T RENL AL, 1 ELE 184 4 s i A 2]
ITT 38R (1 ) e g iR BN L) . BB HFIE (A 41/B
A): B 92/92; M B 75%-&ME 25%/ M 57% Lotk
43%; FALAERE: 66 (38-75) %/62 (38-75) % PS=0 82%/82%:;
AR 76%/77%; ANFIERIAE: 15%/13%. AWFFTILF]
THEFBEE S, ALEPAIAN 18 ASHMIBEY G, PFS HHFM
B R 172 11 (93%); A 080 B 4L 47 PES 4305114 4.97 M H
F16.77 ™M (HR=0.65; 95% CI 0.48-0.89; A4 2[RI BHR 56,
p=0.0062). PFS [IMIEJE /M5 EE T /r 2 E . ER AR,
% HTRIIN T B 411 PFS ¥9n (HR=0.70; 95% CI 0.50-0.97;
p=0.032). CT [MZEMER N 18%, 11 BEVHCT [HZEMEE N 21%
(p=0.71). OS ¥ MiARsEsE, A LA 52 pIfE, B 41kE
46 Pl1FEM. AR FHSIE S 2 Aris 1) BEVHCT 234
ZEW: AWIFCIENT T 4RS84 ] BV =237 18 PFS 3400, 4431
WS R
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Introduction:Retrospective data suggested that the continuation of
BV with second line chemotherapy (CT) beyond the progression to a
first line treatment with BV was associated with improved survival.
Methods:This phase III study randomized pts with unresectable
mCRC treated with BV plus first line CT (fluoropyrimidine,
FOLFIRI, FOLFOX or FOLFOXIRI) to receive a second line CT
with FOLFOX or FOLFIRI (depending on first-line chemotherapy)
alone (arm A) or in combination with BV at 5mg/Kg i.v. every 2
weeks (arm B). Pts were stratified according to center, PS (0 vs 1-2),
disease free interval from the last administration of first line CT (<3
months vs >3 months), second line regimen. The primary endpoint
was progression-free survival (PFS). To detect a HR for PFS of 0.70
the trial was designed to randomize 262 pts. Considering that the
AIO/AMG MLI18147 trial with a similar design demonstrated an
improved overall survival (OS) with BV beyond progression, the
accrual was stopped on May 11th 2012.

Results:A total of 185 pts were randomized and 184 pts were
included in the ITT analysis (1 pt randomized in error). Pts
characteristics (arm  A/arm  B)mumber 92/ 92, gender
M75%-F25%/M57%-F43%, median age 66 (38-75) years/62 (38-75)
years, PS=0 82%/82%, multiple site of disease 76%/77%, liver-only
disease 15%/13%. The study met its primary endpoint. After a
median follow up of 18 months the number of events for PFS was
172 (93%); median PFS was 4.97 months for arm A and 6.77 months
for arm B (HR=0.65; 95% CI 0.48-0.89; unstratified log-rank test,
p=0.0062). Adjusted analysis for PFS taking into account
stratification factors, age and sex confirmed the increased PFS for
arm B (HR=0.70; 95% CI 0.50-0.97; p=0.032). The response rate
was 18% for CT and 21% for BEV+CT (p=0.71). The OS data are
still immature with a number of events of 52 in arm A and 46 in arm
B. The adverse event profile was consistent with previously reported
data for BEV+CT.

Conclusions:This study demonstrates an increased PFS by
continuing BV in second-line. Updated results will be presented.
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594P CANADIAN ECONOMIC ANALYSIS OF BEVACIZUMAB, CETUXIMAB, AND PANITUMUMAB IN
THE FIRST LINE TREATMENT OF KRAS WILD-TYPE METASTATIC COLORECTAL CANCER
(MCRC)

D. Lawrence, M. Maschio, S. Yunger, et al.

TR EMEA, CRC &5 KH WBUEIE. EH ALY
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£ (QALY). 8L O A& R HEE A Sz A s BB I ) 45 8 3045
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WAL (JICER).
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PHFBC HIH 2 5% A 531K T JE PR+ FBC B4 22 bt
+FBC. 3 A5 4/ QALY AL, (B3 HHiZ 458 Hie
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gE9, DRER P B H NP RE P A f A DF I

Background:CRC is the second leading cause of cancer death in
Canada. Bevacizumab, a recombinant humanised monoclonal
antibody that selectively binds to human vascular endothelial growth
factor, is approved and funded for first line mCRC use in Canada. A
substudy has also confirmed its effectiveness in KRAS wild-type
patients. Recent evidence has also shown clinical benefit from
anti-epidermal growth factor treatments panitumumab and
cetuximab  in  these  patients.  Objective:We  assessed
cost-effectiveness of fluoropyrimidine-based chemotherapy (FBC)
alone and in combination with bevacizumab, panitumumab or
cetuximab for first line treatment of KRAS wild-type mCRC
patients.

Methods:Cost-effectiveness to the Canadian health care system was
estimated using separately reported trial survival and adverse event
results for each comparator. We used a Markov model calibrated to
progression-free/overall survival, and calculated quality-adjusted life
years (QALYs). Health-state resource utilization was derived from
published data and Canadian oncologist input. Health state utilities
and unit prices were obtained from published literature and standard
Canadian sources.

Results:Results per patient over a lifetime horizon, to a maximum
10 years with 5% discounting are presented below. Comparators are
ordered by total cost, and the incremental cost-effectiveness ratio
(ICER) of each is determined against the previous non-dominated
therapy.

Conclusion:For first line treatment of KRAS wild-type mCRC in
Canada, bevacizumab+FBC is associated with substantially lower
costs than panitumumab+FBC or cetuximab+FBC. All three
biologics may be associated with similar QALYs, although; this
conclusion was based on the limitation of modelling life expectancy
from separate trials. Given these findings, bevacizumab seems likely
to offer the best value for money for this patient population.

% [#/ Comparator A/ Total Cost . QALYs/Total QALYs|A JfiA/A Cost AQALYs/A QALYs |ICER/ICER

FBC 39,061 % C/dollar | 1.354 ; ; ;

Dl A% E . . .

UAR Sk 58 5L HFBC |04 054 25t /dollar | 1.848 64,993 % 70/dollar | 0.494 131,631 3 7¢/dollar

Bevacizumab+FBC

" Je B 41 +FBC/ e e N .
Panitumumab+FBC 151,776 J70/dollar 1.806 47,722 J&Jt/dollar -0.041 F 5/ Dominated

o

P22 R BLAFBCY | 6 o6 s dollar | 1.865 57,542 %50/dollar | 0.017 3,327,501 2 Ji/dollar
Cetuximab+FBC
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629 DIFFERENT CLINICAL OUTCOME OF METASTATIC COLORECTAL CANCER (MCRC)
PATIENTS TREATED WITH INTENSIVE TRIPLET CHEMOTHERAPY PLUS BEVACIZUMAB
(FIR-B/FOX) ACCORDING TO KRAS GENOTYPE AND DISEASE EXTENSION

G. Bruera, K. Cannita, D. Di Giacomo, et al.
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Background:Bevacizumab (BEV) plus triplet chemotherapy can
increase efficacy of first-line treatment of MCRC (Bruera G et al,
BMC Cancer 2010, 10:567), particularly if integrated with
secondary liver surgery in liver-limited (L-L) patients (pts) (Bruera
G et al, Clin Colorectal Cancer 2012). Clinical outcome of
Fir-B/Fox regimen was evaluated according to KRAS genotype in
L-L and other MCRC pts.

Methods:Tumoral and metastatic samples were screened for KRAS
codon 12 and 13, and BRAF mutations by SnaPshot and/or direct
sequencing. MCRC pts were classified as L-L and other or multiple
metastatic (O/MM). Activity and efficacy were evaluated and
compared using log-rank test.

Results:Fifty-nine pts were evaluated:31 KRAS wild-type, 53%; 28
KRAS mutant, 47%. At 21.5 months median follow-up, objective
response rate (ORR), progression-free survival (PFS) and overall
survival (OS) were, respectively:KRAS wild-type 90%, 14 months,
38 months; KRAS mutant 67%, 11 months, 20 months. PFS and OS
were, respectively:overall in 25 L-L compared to 32 O/MM
evaluable pts, 17 and 12 months, 47 and 21 months, significantly
different; in KRAS wild-type, 12 L-L compared to 18 O/MM, 21
and 12 months, 47 and 28 months, significantly different; in KRAS
mutant, 13 L-L compared to 14 O/MMS, 11 months equivalently, 39
and 19 months, not significantly different.

Conclusion:First line Fir-B/Fox regimen can increase activity and
efficacy of KRAS wild-type and mutant MCRC pts; integration with
secondary liver surgery significantly discriminates increased clinical
outcome in KRAS wild-type L-L compared to O/MM pts while not
in KRAS mutant pts.
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651 RETROSPECTIVE ANALYSIS OF PATHOLOGICAL RESPONSE IN COLORECTAL CANCER
LIVER METASTASES FOLLOWING TREATMENT WITH BEVACIZUMAB:UPDATED FINDINGS

R. Vera, J. Figueras, M. Gomez Dorronsoro, et al.
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Background:Recent reports have shown that pathological response
predicts for better outcome (overall survival) following preoperative
chemotherapy and surgical resection of colorectal cancer (CRC)
liver metastases. The aim of this retrospective analysis was to
evaluate the effect of adding bevacizumab (BEV) to standard
chemotherapy on pathological response in patients (pts) with CRC
liver metastases.

Methods:Pts with stage [V CRC with liver metastases who received
neoadjuvant chemotherapy (oxaliplatin-or irinotecan-based) at two
Spanish centres were analysed retrospectively. Pathological response
was evaluated as follows:complete pathological response (cPR),
PR1 (<25% of residual viable tumour cells), PR2 (25-50% of
residual tumour), PR3 (>50% of residual tumour). cPR or PR1 was
considered to be a good response, and PR2 or PR3 a poor response.
KRAS status was determined from tumour blocks.

Results:95 pts were evaluated. Of these, 44 received chemotherapy
alone and 51 received chemotherapy+BEV. Baseline characteristics
were as follows:median age 61.0 years (range 43.0-80.0 years);
male/female (68%/32%); tumour location — colon (72%) / rectum
(28%); hepatic metastases — synchronous (74%) / metachronous
(26%); extrahepatic disease — yes (26%) / no (74%); KRAS status —
mutated (37%) / wild type (29%) / not available (34%). The overall
response rate (ORR) by RECIST was 51% (1 CR and 47 PRs) and
48% of pts had stable disease. ORR did not appear to vary in pts
who did or did not receive BEV. In terms of pathological response,
49% of pts receiving BEV had a good response (cPR+PR1)
compared with 27% of those receiving chemotherapy alone
(p=0.0302). Good pathological response (cPR+PR1) was slightly
lower in pts with mutant (31%) vs wild type (43%) KRAS status
(difference not significant). At the end of the analysis, 45% of pts
had relapsed and 67% were alive.

Conclusion:Adding BEV to standard chemotherapy in the
neoadjuvant setting improves pathological response of liver
metastases in pts with stage IV CRC. Further studies are required to
examine the potential relationship between pathological response
and survival outcomes in pts with CRC and liver metastases.
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596P ADVERSE EVENTS (AES) ASSOCIATED WITH BEVACIZUMAB (BV) IN OLDER PATIENTS (PTS)
WITH METASTATIC COLORECTAL CANCER (MCRC)

V. Shankaran, D. Mummy, L. Koepl, et al.
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Background:The relative safety of BV in older mCRC pts is
understudied. The objectives of this analysis are to investigate
treatment-related AE incidence and to determine factors associated
with Aes in a population-based sample of older mCRC pts.
Methods:Pts age >65 diagnosed (Dx) with mCRC in 2001-7 were
identified from SEER-Medicare. First-line (1L) chemotherapy (CTx)
was identified by claims within 3 months of Dx; pts were
categorized as receiving no 1L CTx, 1L CTx alone, or 1L CTx+BV.
Pts were also categorized by Dx period (2001-3 vs. 2005-7); pts Dx
in 2004 were excluded as BV use could not be reliably identified in
that year. Preexisting conditions (PCs) identified in the year prior to
Dx were grouped into 5 categories (cardiovascular (CV),
cerebrovascular (CNS), gastrointestinal (GI), tissue integrity (TI),
and pulmonary (Pulm). Claims for these conditions between start of
1L CTx and end of follow-up were identified as Aes. AE incidence
rates were determined by Dx year and 1L CTx cohort. We used a
competing risks regression model to compare time to 1* AE for pts
who received 1L CTx+BV in 2005-7 to pts who received 1L CTx
alone in 2001-7. Similar models were constructed for specific
serious Aes (stroke, DVT/PE, GI bleed, GI perforation).
Results:6,899 pts (median age 77) were identified. In 2001-3, 37%
of pts received 1L CTx alone; in 2005-7, 21% and 19% of pts
received 1L CTx alone and 1L CTx+BV. AE incidence was similar
between pts receiving 1L CTx alone in 2001-3 (135 Aes / 100,000
person-days (PD)) and 1L CTx+BV in 2005-7 (140 Aes / 100,000
PD). Time to 1* AE was not shorter in pts receiving 1L CTx+BV in
2005-7 compared with 1L CTx alone in 2001-7 (HR 0.99, p=0.90).
Similarly, receipt of 1L CTx+BV was not associated with a shorter
time to specific AE. (Table)

Conclusions:Older pts who received 1L CTx+BV had neither
increased AE incidence nor decreased time to 1* AE compared with
pts who received 1L CTx alone. BV utilization may not increase AE
risk among elderly mCRC pts.

Time to 1* AE:BV vs. 1L CTx alone

AN R FEI/AE Type A H/HR 95% 1 {5 X 1] /95% CI
LA R diff/Any AE 0.99 0.90-1.10
1 JX/Stroke 1.04 0.95-1.15
PRI K AR JE 1/ i 2 ZE/DVT/PE 1.03 0.94-1.14
B Hi 1fi/GI bleed 1.03 0.94-1.14
A W % L/GI perforation 1.05 0.95-1.15

HRYE UF e R AT 4 4R JREPO . AR, PR CTx 12y, PC

Models adjusted for:age, comorbidity, race, gender, CTx backbone, PC
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FZEBHIMLT AT KRAS EFAERURATIBR 045 EL R SRR PEAT#e25 BE HIREAL. o FUAK:
A RANDOMIZED, CONTROLLED TRIAL OF CETUXIMAB PLUS CHEMOTHERAPY FOR

PATIENTS WITH KRAS WILD-TYPE UNRESECTABLE COLORECTAL LIVER-LIMITED METASTASES

J. Xu, L. Ye, L. Ren, Y. Wei

BB VP VY 2 PG — AT IR YT AN T DI BRI 45 B AT
¥ (CLM) 3.

Fride: VIBRIEEAL)E, TIE AS TGk 1) = PR LT A 1) 7 26
Al KRAS 45 H M B & BE WL 8 % 1L 97 (FOLFIRI X
mFOLFOX6) PG ZE gt (A 4 wisshibyy (B 41). T3
LA RS IR VIR . IR RIS IR R AE AR DL
ZE8. M 2008 4E 6 HE 2011 4E 12 A, 116 Fl g A N HWF
7% (A 459 BlEE A B 4 57 B, i sE s, 348
HEAECOS) ZFN AL AELE I CMST) 23 31 32%A1 27.5 A F (mo).
1E A 0 B #Hdr, BRI RO YIRS 54 30.5% (18/59)
1 8.8% (5/57), HAFAERFHER (AH=4.57, p<.01). f£A
M52 RO VIBRA 18 BIEE T, {7 JoR A A7 WA A A
WYk 114 N HF46.6 N H. 5B 4ME, A 4EE BN
ZRFEAIISE (OR, 66.1%5 33.3%, fL#Alt=3.90, p<.0D).
3 4ERALERIE (43%5 21%, p=.01) HAAAEFEIRE K (32.8
MY 228 M, RKLE=0.49, p=01). 4, HREZHN
FARMEES, A AEEBANELAFERNT B A, 053 4
RMAELER (25%5 17%, p=.047). MST (282 MH 5 2124,
KB L=0.55, p=.047) FUCHERALE (83 MHE 52 M A,
K Lb=0.64, p=03). Ubok, 75 A 4, FFEBUIRESEN 3
TERAETER (74%5 25%, p=.02) FIMST (46.6 M5 2824
H, AR =029, p=.02) S5ABZIMT AL EE M EE %
2, M4 BRAF B 2E AR ) 3, MST 3R KT (35.8
MA5 234401, K& H=0.39, p=.045) 545 BRAF filg ik,
{BX}F OR (70.0%15 44.4%, h#HL6=2.92, p>.05) Jo3kii.
8 £ KRAS BARURT PR CLM & ABET, PH2H 0
PO A bI7 5 P 7 A EERT 403 R RS 988 T DI« B R A
AAFIRYL (Clinical Trials.gov 45 NCT01564810).
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Background:To assess the effect of cetuximab combined with
chemotherapy in first-line treatment for unresectable colorectal liver
metastases (CLM).

Methods:After resection of the primary focus, patients (pts) with
non-resectable synchronous liver-limited metastases from wild-type
KRAS colorectal cancer were randomly assigned to received
chemotherapy (FOLFIRI or mFOLFOX6) plus cetuximab (arm A)
or chemotherapy alone (arm B). The primary end point was the rate
of secondary resection for liver metastases. Secondary end points
included tumor response and survival.

Results:From June 2008 to December 2011, 116 pts were eligible
(59 in arm A and 57 in arm B). The 3-year overall survival (OS) rate
and median survival time (MST) of the total pts was 32% and 27.5
months (mo), respectively. RO resection rate for liver metastases was
30.5% (18/59) in arm A and 8.8% (5/57) in arm B, with significant
difference (Odds ratio=4.57, p<.01). In RO resected 18 pts from arm
A, the median disease free survival and MST was 11.4 and 46.6 mo.
The pts in arm A had improved objective response (OR, 66.1% v
33.3%, Odds ratio=3.90, p< .01), increased 3-year OS rate (43% v
21%, p=.01) and prolonged MST (32.8 v 22.8 mo, HR =0.49, p=.01)
compared with those in arm B. Furthermore, for the pts without liver
surgery, people from arm A also got more survival benefit than those
from arm B on 3-year OS rate (25% v 17%, p=.047), MST (28.2 v
21.2 mo, HR =0.55, p=.047) and progressives free survival (8.3 v
52 mo, HR =0.64, p=.03). In addition, in arm A, pts who
experienced resection of liver metastases were significantly
improved 3-year OS rate (74% v 25%, p=.02) and MST (46.6 v 28.2
mo, HR=0.29, p=.02) than those without liver surgery, and the pts
harboring BRAF wild-type tumors gained more benefit on MST
(35.8 v 23.4 mo, HR =0.39, p=.045) rather than on OR ( 70.0% v
44.4%, Odds ratio=2.92, p>.05), when compared to those with
mutated BRAF tumors.

Conclusion:For initially unresectable CLM population with KRAS
wild-type, cetuximab combined with chemotherapy could improve
resectability of liver metastases, response rates and survival
compared with chemotherapy alone (ClinicalTrials.gov number
NCTO01564810).
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%% FOLFIRI MIVE 28 HHIH KRAS BB M4 H R B3 10 A s a4

561P QUALITY OF LIFE ANALYSIS IN PATIENTS WITH KRAS WILD-TYPE METASTATIC
COLORECTAL CANCER TREATED WITH FIRST-LINE FOLFIRI PLUS CETUXIMAB

Lang, C.H. Kohne, G. Folprecht, et al.

HH: 7 CRYSTAL WistH, —%& FOLFIRI FFERE s ny 2
P KRAS WML H I (mCRC) Bl g
EUGE IR S R . AR R (QoL) #EATIEAL, i misk
FAEAE 2 8] AR S AT RS

MR AR T R RERT ST ANA T 4140 QoL A Il ¥
core-30. FHLHT X FEAARE FEVE 4> (GHS) /QoL Atk Thig
BRM BECARA T IR AT LIRS BTk S N ™ E R
(1) QoL VForHHNFHELR I (AR 4k« AR e 3 2 RVA 97 (b a5 e
SR A FoF 2R IS (69 A5 A A0 B 2 PRt I 25 R A 7 [ S0 o
R 7F 627/666 5] KRAS HFAERIPREH (94%) W, AL R
B PAL, 52%M0 #4552 FOLFIRI, 48%[ %452 FOLFIRI
VS 2 BRI . 75 2 ANAIT 21, GHS/QoL (p=0.12) Al
HEYIREVES (p=0.43) LR FEER . EEZVIZE RIURITI
s, JE Rk RO 1K) GHS/QoL 532k (AR L 1R 24735 4k
3.00, HEL T R0 LIV 00 R kS B (1) 553 4390 ok -1.09
-0.51. JERZIR Y [ R B A S DhREVE 2 PG CPIYME-6.41), 1MT
WL T2 CPEME 1.64) IV 20 CEEME 1.48) BT R
IR AT G . FERIN TR SR R A L, R AR
I (58%vs 40%, p=0.0002) H EFWIEK (XELL 1.68,
p<0.0001). FEIELLISH AR (65%vs 52%, p=0.0388) FITIEIR
HIEE (52%vs 31%, p=0.0034) LK BRI 2E. XS Lk IR
B KRR IR R R AR B B (855566616 Ji) [,
FOLFIRI 74 & B 55 Bl FOLFIRT A LE RT3 Jin g 1 25
ZEU: AEIMRISEAR I B b, FOLFIRI (KR FVRINTE 248 i
W IRR S JR, AN ARG T AE AN RS, T A S
AR DU T O BRI TR ik . 4F mCRC &
Fp, LR U HUS K2 .
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Background:In the CRYSTAL study adding cetuximab to first-line
FOLFIRI significantly improved clinical outcome in patients (pts)
with KRAS wild-type metastatic colorectal cancer (mCRC). Quality
of life (QoL) was assessed and associations with tumor response and
survival were studied.

Material and methods:The European Organization for Research
and Treatment of Cancer QoL questionnaire core-30 was used. The
primary analysis was a pattern-mixture analysis for the global health
score (GHS)/QoL and social functioning scales. Exploratory
analyses included the change from baseline QoL scores by severity
of skin reactions, the change in reported symptoms from baseline
according to tumor response and treatment, and the effect of
symptomatic status at baseline on response and survival.
Results:QoL was evaluable in 627/666 pts (94%) with KRAS
wild-type tumors, 52% received FOLFIRI, and 48% FOLFIRI plus
cetuximab. No significant differences for GHS/QoL (p=0.12) and
social functioning scores (p=0.43) were found between the treatment
arms. In pts receiving cetuximab, the mean change from baseline in
GHS/QoL was 3.00 in pts without skin reactions compared with
-1.09 and -0.51 in those with grade I and grade II-IV early skin
reactions, respectively. Social functioning score worsened in pts
with no skin reactions (mean -6.41) compared with a slight
improvement in those with grade I (mean 1.64) and grade II-IV
(mean 1.48) early skin reactions, respectively. Tumor response was
higher (58% vs 40%, p=0.0002) and survival longer (hazard ratio
1.68, p<0.0001) in asymptomatic versus symptomatic pts at
baseline. FOLFIRI plus cetuximab increased tumor response in
symptomatic (65% vs 52%, p=0.0388) and asymptomatic pts at
baseline (52% vs 31%, p=0.0034), and in pts whose tumors had
responded, maximum symptom relief from baseline occurred earlier
(8 vs 16 weeks) compared with FOLFIRI alone.
Conclusions:Adding cetuximab to FOLFIRI improved clinical
outcome without negatively impacting on QoL, improving response
despite baseline symptoms and leading to earlier symptom relief in
pts whose tumors had responded. Symptom status at baseline was
demonstrated to be a useful prognostic factor in mCRC.
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TREEDIMERY%E (ETS) FEZHE%H (P) il FOLFOX (F) 8T HIE 4% KRAS MCRC EE T

K E
558P UNDERSTANDING THE VALUE OF RESPONSE AND EARLY TUMOUR SHRINKAGE (ETS) IN
PTS WITH WT KRAS MCRC TREATED WITH PANITUMUMAB (P) PLUS FOLFOX (F)

J.-Y. Douillard, S. Siena, J. Tabernero, et al.

5315 AlRARE T, HIE RECIST (ORR), U1HkA4E/N>30%,
A IR N B AT IR R R X - $ 3R, e PT EGFR mAb iG97
MEF AR KRAS mCRC i, MR AR 4N 8
8 Jil [W8]; >20%) m Tl 5 hruEia T AH LI S AE AR s . Fk
AR IR X SR B 1 A b

Jrik: WP PRIME im0 indds, BATH T WT KRAS
mCRC B FH WP B AR R A A7, XU HAEEE 8
JHIE BB AR IAF]: RECIST N2 (>/<30%) B 1 e 45 /)N
(>/<20%). BATHE T 8 Fl L4/ Mre G2/ 12 4F
R A RS SR I T TAE O R B (Phi).

. SR R EIGE BHRE, B PAF T AL EME KT F,
5 8 J, B2 PAF VAT I P I RECIST MU
Z (5 F MW (R, TCIREMAIRITAL, SZHL IR 46 /)N
ok RECIST NARIEHE T, w47 IR A A7 4 B 2%
SEK (5 RSP SN A R E AR ). FERANMRSE D
H, %% P+F (55 F AL 37 M B B A B A A7 A 3t i
ALK . ARSI 4N B T, PRI LS ALY
I (5 F ML W3R, SR, 765 8 JAISLEL RECIST W&
FIEE T, BT LM g mA L. 2 >30%8>20% FrifERl 2
AF AT R Z R RAE G R E 70k 0.21 F110.27.

g8 LIEMAEIT4L, 95 8 AL RECIST N2 (230%)
s FLIMR SR /N (220%) 1 5B 5 R SETILIK e B 25 1) JR AT LE
T AR A AR S A AE I . 7E45% P+F YAY7 ik 21 5L i
RGN EE S, BAFPKTEZ F RAGHRITES. REG
Pt EGFR mAb [ FH R Bk 26 198 48 R A5 B B MR R T B 2R
TER RS AR = A IR . 28 8 JRI IR 4 /N EAN 2 SR RVESF R 2
/& PRIME [{] Phi {428 W, 7 mCRC —£VAI7 9, REHR
LI 98 45 /N ARG A T S AR AR

Introduction:In clinical trials, tumour response is considered
clinically meaningful when a lesion shrinks by>30%, according to
RECIST (ORR). It has been purported that in pts with WT KRAS
mCRC treated with an anti-EGFR mAb, both ORR and ETS (week 8
[W8];220%) predict improved OS compared with standard
treatment. We explore the validity of these hypotheses.
Methods:Using final analysis data from PRIME, we calculated
median OS and PFS in pts with WT KRAS mCRC who did or did
not achieve:a RECIST response (>/<30%); or ETS (>/<20%) at WS8.
We calculated the binary correlation coefficients (Phi) for the
association between meeting the above shrinkage criteria at W8
(yes/no) and OS at 2 years.

Results:Consistent with the previously published finding that ORR
is higher with P+F vs F, at W8 more pts treated with P+F (vs F) had
a RECIST response (Table). Irrespective of treatment arm, median
OS and PFS were significantly longer in pts who achieved either
ETS or a RECIST response (vs pts who did not; Table). Pts
receiving P+F (vs F) showed longer median OS and PFS in each
shrinkage group. OS trends favoured the P arm for pts achieving
ETS (vs F alone; Table). However, outcomes were similar between
arms in pts that achieved a RECIST response at W8. The correlation
coefficients between meeting the>30% 0r>20% criterion and OS at 2
years were 0.21 and 0.27, respectively.

Conclusions:Regardless of treatment arm, pts achieving a RECIST
response (>30%) or ETS (>20%) at W8 demonstrated improved PFS
and OS compared with those who did not. Trends toward longer OS
were observed in pts treated with P+F achieving ETS compared with
F alone. Potential imbalances in post-protocol anti-EGFR mAb use
and resection rate limit the interpretation of ORR in predicting OS.
The poor Phi values found in PRIME between W8 tumour shrinkage
and 2-year OS suggest that ORR and ETS alone in the first-line
treatment of mCRC are inappropriate surrogates for predicting OS.

FOLFOX M J& B Hi+FOLFOX/
Panitumumab+FOLFOX
<30% >30% <30% >30%
ITT (N=584) N=186 (62%) N=112 (38%) N=141 (49%) N=145 (51%)
{7 PFS, JI/Median PFS, mo 17.6 29.5 18.0 303
[95% CI] [15.4-20.2] [22.5-34.5] [14.2-21.7] [26.6-36.8]
HR 0.543 0.540
[95% CI] [0.404-0.730] [0.404-0.722]
p-1i/ P value <0.0001 <0.0001
thfi PFS, H/Median PFS, mo 73 9.6 7.4 11.1
[95% CI] [5.8-8.7] [7.7-10.8] [6.2-9.2] [9.6-13.0]
HR 0.648 0.617
[95% CI] [0.500-0.839] [0.478-0.796]
p-{H/ P value 0.0010 0.0002
<20% >20% <20% >20%
ITT (N=584) N=130 (44%) N=168 (56%) N=87 (30%) N=199 (70%)
{7 OS, H/Median OS, mo 16.6 25.1 10.7 30.2
[95% CI] [12.4-18.8] [22.1-32.8] [9.4-16.1] [27.4-33.1]
HR 0.519 0.431
[95% CI] [0.394-0.683] [0.320-0.582]
p-1E/ P value <0.0001 <0.0001
ff7 PFS, JJ/Median PFS, mo 5.7 9.3 5.7 11.0
[95% CI] [5.3-7.6] [7.7-9.9] [4.0-7.1] [9.6-12.8]
HR 0.624 0.462
[95% CI] [0.487-0.799] [0.350-0.609]
p-{H/ P value 0.0002 <0.0001
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X BTAE TS % -FOLFIRI 5 2/ F-FOLFIRI {8 T % B EHBE (MCRC) EILi#RARY (PFS) M

BMESHT: VELOUR FFRLHIZE R
581P SENSITIVITY ANALYSES OF PROGRESSION-FREE SURVIVAL (PFS) OF
AFLIBERCEPT-FOLFIRI VERSUS PLACEBO-FOLFIRI IN METASTATIC COLORECTAL CANCER
(MCRC):RESULTS FROM THE VELOUR STUDY

E.J.D. van Cutsem, J. Tabernero, R. Lakomy, et al.

B EHEEBIZYT I mCRC 3 kT VELOUR 5%
[NCT0056147013 8, BilHp4i%-FOLFIRI & %% 7)-FOLFIRI #H
LT B 35 03 AR A2 (13.5vs12.06 3 P=0.0032) FIGiHEE
IR (6.9vs4.67 N P=0.00007). T T 2 THEBURPEHT
(SAs), BN EE i ot A A7 feda vk .

Jrik: AEREERRALNNT, M HEEZR RS (IRO) R
I TR 2 b9 0 R VP4 T ki o Bk R AR A O M A
FHERSE o K7 0.0001. 7 SA #1 W, XF AR KA R PEAs AR I
HREJERT 9 B BUBU 28k e B gz k5 it
VAT HLAR H BT R 1Y) B3 A AR U AR VA > H A TR
1E SA#2 W, ARYEWFFCE I AR VP As il e JC 3 R 2B A7 005 IRt
JEBEAA — A

R SA#1 (WK WoRBTHIPEIE-FOLFIRI 45 %/ 7-FOLFIRI
AR EC AT 3 s S R A A (P<0.00001), MIMIES: T XL
HERBAEAEIA WIS T SA #2 AR AIE W BT A PG 32 55 22 Bt 7 AH Bb A 2
TR RAEAA S 7E 0.0001 o /KR, ZRAEZE (P=0.0017).
EZRA (n=273, 45.8%) FIFTHIPEYE (n=231, 39.3%) AT
A, IRC FIRFUH VPl 2 A a2 . L 2 dl BB R
LIRS 2 I AR 56 5 00 J2 A0 AT ARARE 5 2 W BT A G 38 e 3t
AN 1835 22 57 (P=0.00005) - il A PG 31 7] 7= 4= #1784 (1) 47 VEGF
EIEH

g5 XS TCHE R AE IR 0 (Sas) % 5 VELOUR
HROCHE R AAF W T TR, B SRR R A e R AR
TEMAMRGE T2 35 A IR AR = IR i

Background:The VELOUR study [NCT00561470] in previously
treated mCRC showed significant improvement in overall survival
(13.5 vs 12.06 months; P=0.0032) and PFS (6.9 vs 4.67 months;
P=0.00007) with aflibercept-FOLFIRI vs placebo-FOLFIRI. Two
sensitivity analyses (SAs) were performed to assess robustness of
PFS observed in the primary analysis.

Methods:In the primary PFS analysis, an Independent Review
Committee (IRC) assessed disease progression per radiological
tumor progression. The primary PFS analysis was performed at a
conservative a level of 0.0001. In SA#1, patients with documented
radiological progression or death occurring >9 weeks after the last
valid tumor assessment without progression and patients who
received further anti-cancer therapy without documented
progression were censored at the last valid tumor assessment date. In
SA#2, PFS was per the investigators” assessment of lesions; clinical
progression was considered as an event.

Results:SA #1 (Table) showed significant improvement in PFS with
aflibercept-FOLFIRI compared to placebo-FOLFIRI (P<0.00001),
thus confirming primary PFS analysis. SA #2 also showed an
improvement in PFS with aflibercept vs placebo; difference was not
significant (P=0.0017) at the 0.0001 a level. Discrepancies between
IRC and investigators’ assessments were noted in placebo (n=273,
45.8%) and aflibercept (n=231, 39.3%) arms. An unstratified
log-rank test comparing primary PFS in the two arms was consistent
with the stratified analysis, showing a significant difference in PFS
with aflibercept (P=0.00005). Aflibercept showed typical anti-VEGF
side effects.

Conclusion:The data from these PFS sensitivity analyses (Sas) are
consistent with the primary analysis of PFS in VELOUR, further
supporting the statistically significant and clinically meaningful
improvement in PFS seen in the primary analysis.

o 0, RS \
/¥H7: PES (J1) /Analysis:PFS (months) IR A/Placebo N=614 K17 1%/Aflibercept N=612 JA RS EE [99.99% 1T {5 < [a]
HR [99.99% CI]
Y3, /Primary: 4.674.07-555 6.90 5.88 - 7.85 0.758 [0.578 — 0.995]
SA#1: 453407568 6.97 6.05 851 0.654 [0.477 — 0.895]
SA#2: 4504.04—555 6.245.49—7.19 0.814 [0.630 — 1.052]
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LBA18 Regorafenib VAT H#BIEE EFE (MCRC) [ I £ CORRECT R%: M/ AEFSIETE G
LBA18 PHASE 3 CORRECT TRIAL OF REGORAFENIB IN METASTATIC COLORECTAL CANCER
(MCRC):OVERALL SURVIVAL UPDATE

E.J.D. van Cutsem, A. Grothey, A. Sobrero, et al.

8 : CORRECT XK H 2 7E BT CHLHERRUES 7 V9097 IS %
HEREM) mCRC 3 Tk IR 2 Bl 177 regorafenib (REG) i
TV . AETUETERIR R AT, 2RI IA R 7 H TN,
mHZ i CEAm T g3 (J Clin Oncol 30, 2012
[suppl; abstr 3502]). SbAbIR T HEF S AELE (OS) £l
Frik: NAUFHERFERI2 N mCRC 1 HAEE2 85 5 — s vEyT i
Wi sk J5 3 AN H A LR o BB T 2:1 (W BB B AL 52 A S
FFVAIT+REG(160mg, od, po)sl#g#| (PL) ¥A¥7, AIT 3 JH/MT
251 8. FEALENELE (0S). KB S AHETEHEE A
(PFS). WEARFPIRTE IR X2 A MERVE S PR #T T
PEAT .

g 2010455 HEI 2011 4 3 H, X 760 i 38347 7 FlEAL
3t (REG: 505 #; PL: 255 491D, Pl LbG 10 /0 A ¥ 5
4IRS 2011 4F 11 H 13 HIEERE, 347 7530 0S ik
PEEEF T, LSS 566 BIFHE (JERESR 97%MITF ). AE1%I0
S, OS IR L (HR, REG/PL) 24 0.79 (95% CI, 0.66-0.94,
il p=0.0038). REG 41 A1 PL 411¢+ {7 OS 4370 6.4 A~ H (95%
ClI, 5.8-7.0) F150™H (95% CL 4.4-5.9). REG 4] 6 > A1 12
AT OS 43 Wk 52.2%F1 24.1%, T PL 443 )4 43.1%H1 17%.
XN Z BRI WA (T 432 BIFEA, 74%) 0S
BB, AEZ BRI 4T, OS i HR 4 0.77 (95% CI,
0.64-0.94, 4l p 14=0.0052). REG 41135 3455 T H-XI7)
TR 78.9%, i PL 41003982 T i RIFIE T 90.2%. 73
VRITFREEINIA] 20 5k 12.1 £9.7 1 (REG) Fil 7.8 £5.2 & (PL).
EAERS . PR, BIhREMATIhAE W4T, REG MR RFEEM A
AEFRARBL, O A A R SRR (98.6%) mTEEAN
B (92.3%), 1 HFELZ ECOG P4k 0 B ERA R FL A
HF (97.0%) T ECOG Ik 1 HEE (88.6%).

g XTUEHIN OS ZMHFIERT: EZ BT I mCRC 3,
REG VA7 HHEL 522 B ) OS 328 B A R P —3ik .

B IREE 205 B 47

Background:The CORRECT trial was conducted to evaluate the oral
multikinase inhibitor regorafenib (REG) in patients (pts) with mCRC
whose disease had progressed after all approved standard therapies.
This trial met its primary endpoint at a pre-planned interim analysis,
the results of which were presented previously (J Clin Oncol 30, 2012
[suppl; abstr 3502]). The updated overall survival (OS) data are
reported here.

Methods:Enrollment criteria included documented mCRC and
progression during or <3 months after last standard therapy. Pts were
randomized 2:1 to receive best supportive care plus either REG
(160mg od po) or placebo (PL) on a 3 weeks on/1 week off schedule.
The primary endpoint was overall survival (OS). Secondary endpoints
included progression-free survival (PFS), overall response rate, and
disease control rate. Safety and quality of life were also evaluated.
Results:From May 2010 to March 2011, 760 pts were randomized
(REG:505; PL:255). Baseline characteristics were balanced between
the two arms. A descriptive updated analysis of OS was performed,
based on a database cutoff of Nov 13, 2011 with 566 total events (97%
of events originally required). In this analysis, the hazard ratio (HR,
REG/PL) for OS was 0.79 (95% CI, 0.66-0.94, 1-sided p=0.0038).
Median OS was 6.4 months (95% CI, 5.8-7.0) in the REG arm vs 5.0
months (95% CI, 4.4-5.9) in the PL arm. OS rate at 6 and 12 months
was 52.2% and 24.1% in the REG arm vs 43.1% and 17% in the PL
arm, respectively. These data serve as an update to previously reported
OS data from the earlier interim analysis based on 432 (74%) events,
which showed a HR for OS of 0.77 (95% CI, 0.64-0.94, 1-sided
p=0.0052). Pts in the REG arm received an average of 78.9% of the
planned dose, and pts in PL arm 90.2% of the planned dose. The mean
treatment duration was 12.1 + 9.7 wks (REG) and 7.8 + 5.2 wks (PL),
respectively. Incidence of treatment-emergent, REG-related adverse
events was similar in subgroups by age, sex, renal function and
hepatic function, whereas the incidence was higher in Asian pts
(98.6%) compared with Caucasian pts (92.3%), and higher in pts with
a baseline ECOG score of 0 (97.0%) compared with pts with ECOG
score of 1 (88.6%).

Conclusions:This updated OS analysis demonstrated the robustness
and consistency of the OS benefit of REG treatment over PL in pts
with previously treated mCRC.
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5180 #nvE—ZRFERIRIT B AL TH mgN1703 4ERpiG T i MEKEBHEEHRE (MCRC) BEFLHE
AEFERR: 11BN B9 IMPACT R4 R
5180 MAINTENANCE TREATMENT WITH IMMUNOMODULATORmgN1703 FOLLOWING
INDUCTION WITH STANDARD 1ST LINE THERAPY PROLONGS PROGRESSION-FREE SURVIVAL IN
PATIENTS WITH METASTATIC COLORECTAL (MCRC):RESULTS OF THE PHASE II/III IMPACT
TRIAL

D. Arnold, H.J. Schmoll, J. Riera-Knorrenschild, et al.

BIE: EEZ—23A97 1) mCRC B, mIh “iFS” Eck
W B E R . MGN1703 2B AN TH LT DNA
FIBER TR, 1E R TLR-9 ¥ah#l, 4 mCRC H HA IR ATIE
P o XTI B 7RV MGN1703 4E451677 5 2B 70HH EL I R
B R R e A

Jrig: IMPACT W7t —TEPrME. 250, . WE. %
SRR I 393/ SRR F ST . 4.5 & 6 AN H [ FOLFOX/XELOX
8 FOLFIRI +/- WARERIHT—LhrUEEIT (WU IES) 5 sl
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Introduction:Standard chemotherapy is increasingly discontinued
after successful “induction” in patients (pts) undergoing 1% line
treatment for mCRC.MGN1703 is a synthetic DNA-based
immunomodulator acting as an agonist of TLR-9 that has shown
preclinical activity in mCRC. This study has been conducted to
assess clinical efficacy, immunogenicity, and safety of MGNN1703
as maintenance vs. placebo.

Methods:The IMPACT study is an international, multicenter,
randomized double-blind placebo-controlled phase II/III study. Pts
with mCRC showing disease control (CR, PR or SD) after 4.5 to 6
months of 1%-line standard therapy with FOLFOX/XELOX or
FOLFIRI +/- bevacizumab (investigato&racute;s choice) were
included.

Results:Interim analysis of the unblinded data revealed a strong
therapeutic effect compared to anticipated PFS. Therefore, patients
were withheld from further randomization, according to a decision
of the steering committee. In the ITT population (N=55 pts), hazard
ratio (HR) was 0.53 in favor ofmgN1703 (p=0.062). In the
per-protocol population (excluding screening failures; N=50), HR
was 0.43 (p=0.015). In the pre-defined target population (2 out of 3
factors:CEA <30 x ULN, GGT <2 x ULN, AP <2 x ULN; N=46 pts),
median PFS were 5.8 and 2.7 months formgN1703 and placebo,
respectively, with a HR at 0.39 and p=0.013. The PFS rates after
three months of treatment withmgN1703 were 43% vs. 8%
(p<0.001); after six and nine months 34% vs. 8% (p=0.011) and
22% vs. 0% (p=0.010) formgN 1703 vs. placebo, respectively.
Drug-related Aes included fever reported in 3 pts, atypical
pneumonia, muscle aching, arthralgia, fatigue, paresthesia, rash,
pruritus on injection sites, and increased ANA reported in one
patient, each.

Conclusions:Maintenance therapy with MGN 1703 after standard
chemotherapy with or without bevacizumab, is associated with
significantly improved progression-free survival compared to
placebo and is accompanied by low toxicity. A confirmatory clinical
study in patients with metastatic CRC is currently being planned.
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608P EXCITE:A PHASE II TRIAL OF PREOPERATIVE CETUXIMAB, IRINOTECAN AND
CAPECITABINE PLUS RADIOTHERAPY (RT) IN MRI-DEFINED LOCALLY ADVANCED RECTAL
CANCER (LARC)

S. Gollins, A.S. Myint, M.P. Saunders, et al.
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Introduction:This phase II trial examined combining cetuximab,
irinotecan and capecitabine concurrently with RT in the preoperative
downstaging of LARC.

Methods:Patients (pts) had rectal adenocarcinoma with locally
advanced/borderline unresectable disease on MRI. KRAS/BRAF
was not assessed before treatment. Pts had pelvic RT to 45 Gy in 25
daily fractions over 5 weeks with concurrent oral capecitabine at
650mg/m’ twice daily 5 days/week. They also received intravenous
(IV) cetuximab at 400mg/m” one week before RT then weekly at
250mg/m” weeks 1-5 of RT plus IV irinotecan weekly at 60mg/m’
weeks 1-4 of RT. Surgical resection was stipulated at 8 weeks after
chemoradiation (CRT) with primary end point histological
circumferential resection margin (CRM) negative rate.

Results:From Apr 2009-Oct 2011 82 pts were recruited. At
baseline:male/female 61/21, median age 62, WHO PS 0/1/missing
60/19/3. On MRI tumour was T2/3/4 in 6/67/9 and NO/1/2 in
14/41/27 pts, mesorectal fascia or levator-sphincter complex was
threatened (< Imm gap) in 45 (55%), definitely involved in 21
(26%) and breached in 16 pts (20%). 2 pts did not commence RT
and were withdrawn from trial treatment. The no. (%) of significant
acute toxicities were diarrhoea grade (Gr)3 20 (25%), acneiform
rash Gr3 7 (9%), fatigue Gr3 6 (8%), thrombotic event Gr3 1 (1%)
and Gr4 5 (6%) and febrile neutropenia Gr3 1 (1%) and Gr4 1 (1%).
75 pts had surgery (36 anterior resection, 37 abdominoperineal, 2
Hartmans). Post-resection histology showed a negative CRM
(>1mm) in 67 (89%), a pathological complete response (pCR)
(TONO) in 14 (19%), T0/1/2/3/4 in 15/2/16/40/2 and NO/1/2 in
51/15/9 pts. 38 of the 75 resected pts (51%) had their T and 49 of 63
(78%) their N1-2 stage downstaged. 5 pts with a clinical CR (cCR)
post CRT did not have surgery and were alive with no evidence of
disease at 8, 12, 14, 24 and 26 m.

Conclusion:EXCITE is the largest reported phase II trial of a triplet
CRT regime including EGFR targeted therapy in LARC, showing
acceptable toxicity and compliance. In MRI-defined locally
advanced/borderline unresectable disease a combined pCR+cCR rate
of 19/80 (24%) is promising. Data on KRAS and BRAF influence
will be available by Aug 2012.
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580P HEPATIC ARTERIAL INFUSION (HAI) OF OXALIPLATIN PLUS INTRAVENOUS (IV)
FLUOROURACIL (FU), LEUCOVORIN (LV) AND CETUXIMAB FOR FIRST-LINE TREATMENT OF
UNRESECTABLE COLORECTAL LIVER METASTASES (CRLM):FINAL RESULTS OF A
MULTICENTER PHASE 2 STUDY (CHOICE)

D. Malka, V. Boige, M. Faron, et al.
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Background:To determine the efficacy and tolerance of HAI
oxaliplatin plus iv FU/LV and cetuximab in patients (pts) with
unresectable CRLM.

Methods:Main eligibility criteria for this phase 2 study
were:histologically proven colorectal adenocarcinoma; tumor
wild-type (wt) KRAS status (protocol amendment in 09/2008);
unresectable CRLM; no extrahepatic disease (except primary with
absent/mild symptoms, and<3 nonspecific lung nodules<5 mm in
diameter); no prior chemotherapy for metastatic disease; WHO
performance status 0-1. After surgical or percutaneous insertion of
an implantable HAI catheter, pts were treated with HAI oxaliplatin
(100mg/m® in 2 hrs) plus iv modified LV5SFU2 regimen (LV,
400mg/m’ in 2 hrs; FU, 400mg/m2 bolus then 2400mg/m” in 46 hrs)
every two weeks plus iv cetuximab (400mg/m’ then
250mg/m*/week, or 500mg/m’ every two weeks) until disease
progression, limiting toxicity, or CRLM resection. Primary endpoint
was objective response rate (ORR) (RECIST 1.0). Secondary
endpoints included toxicity (NCI CTC-AE v3.0), disease control rate
(DCR), resection rate, progression-free survival (PFS), and overall
survival (OS).

Results: A total of 36 pts were included in 8 centers from 11/2006 to
12/2009. Most of the 35 eligible pts (male, 63%; median age, 54 yrs
[range, 33-75]) had extensive disease (>4 CRLM, 88%; bilobar
CRLM, 91%). Pts received a median of 10 cycles (range, 1-41).
Main severe toxicity was abdominal pain (40%), neutropenia (37%),
peripheral neuropathy (34%) and rash (29%). Among 32 evaluable
pts, ORR was 87% and DCR was 97%. Among the evaluable pts
with wt KRAS (n=27) or wt KRAS/BRAF (n=24) tumor status,
ORR were 89% and 96% and DCR 96% and 100%, respectively.
Overall, 23 of the 35 pts (66%) underwent curative-intent resection
and/or radiofrequency ablation (wt KRAS pts, 21 [70%]; wt
KRAS/BRAF pts, 20 [74%]). After a median follow-up of 48
months, median PFS was 29 months (median OS, not reached).
Conclusions:First-line HAI oxaliplatin plus iv LV5FU2 and
cetuximab seems feasible and highly effective in pts with
unresectable CRLM.
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568P SAFETY AND EFFICACY OF INTRAVENOUS CETUXIMAB (CET) AND HEPATIC ARTERY
INFUSION OF IRINOTECAN, 5-FLUOROURACIL AND OXALIPLATIN IN PATIENTS WITH
UNRESECTABLE LIVER METASTASES FROM WT KRAS COLORECTAL CANCER (CRC):RESULTS
FROM OPTILIV EUROPEAN PHASE II TRIAL

F. Levi, V. Boige, P. Rougier, et al.
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Background:Hepatic artery infusion (HAI) of chronomodulated
(Chrono) irinotecan (I), 5-Fluorouracil (F) and oxaliplatin (O), or
flat O combined with intravenous (iv) F-Leucovorin allowed
secondary metastases resections and prolonged survival in patients
(pts) with CRC liver metastases despite prior failure of iv
chemotherapy (Bouchahda, Cancer 2009; Goere, Ann Surg 2010).
Purpose:To prospectively evaluate safety and efficacy of combining
iv Cet with HAI of IFO in pts with CRC liver metastases.

Methods

This Phase 1II trial involved pretreated pts with unresectable CRC
liver metastases receiving iv Cet (500mg/m®) and Chrono or
Conventional (Conv) HAI of I (180mg/m®), F (2800mg/m?), and O
(85mg/m®) q2 weeks. Liver metastases were resected whenever
adequately downstaged.

Results:Accrual of 64 pts (42 M, 22F; age, 33-76 years; 4 ongoing)
was complete at 9 centers (4 countries) on 13/03/2012. In 62
monitored pts:PS 0/1/2 (61/36/3%), bilobar liver lesions (84%), a
median of 9 metastases (1-50; largest diameter, 54 mm; range,
15-172) involving a median of 6 segments (1-8). Pts received one
(44%), two (30%) or three (26%) prior iv chemotherapy lines. A
median of 5 courses (1-13) was given to 59 pts (Chrono, 18; Conv,
41; 3 never treated), with artery occlusion as main cause of
withdrawal (53%). Main grade 3-4 toxicities per pt were neutropenia
(39%), abdominal pain (25%), fatigue (17%), diarrhea (15%), and
nausea (10%). Grade 3 sensory neuropathy occurred in 3% of the
pts. Intent-to-treat objective tumor response rate was 45% [95%
CL,31-59], including 2 radiological complete responses. Disease
control rate was 83%. Per-protocol secondary liver surgery rate was
33.3% [20.4-46.2]. One pt had pathologic complete response in
24/25 metastases in all liver segments (1-6cm) and has been
disease-free for 25+months and alive at 38+months. Median
progression-free survival (41 events) was 9.1 months [6.5-11.6].
Preliminary median survival (19 events) is 28.6 months [16.3-40.9].
Conclusions:The combination of intravenous cetuximab with triplet
HAI chemotherapy offers a safe and highly effective treatment
option for patients with chemotherapy- refractory CRC liver
metastases.
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LBA4

ADJUVANT FOLFOX4 WITH OR WITHOUT CETUXIMAB (CTX) IN PATIENTS (PTS) WITH

RESECTED STAGE III COLON CANCER (CC):DFS AND OS RESULTS AND SUBGROUP ANALYSES OF
THE PETACCS8 INTERGROUP PHASE III TRIAL

J. Taieb, J. Tabernero, E. Mini, et al.
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Background:The potential benefit of adding CTX to the current
standard treatment for stage III CC, was assessed. Subgroup
analyses of demographic, oncologic and molecular data may
improve our understanding of this patient population.

Methods:CC pts were randomized 28-56 days following resection.
They received 12 biweekly cycles of oxaliplatin 85mg/m” day (d) 1,
with leucovorin 200mg/m”, 5-FU 400mg/m’ bolus 1V, followed by
5-FU 600mg/m” 22-hr IV on d1-2 (FOLFOX4), without (arm A) or
with weekly CTX (arm B) 250mg/m” (initial dose 400mg/m’, cycle
1). Primary endpoint was disease free survival time (DFS).
Secondary endpoints included overall survival (OS), treatment
compliance and safety. Planned accrual of 1,407 KRAS wild-type
(wt) pts provided 90% power to detect a hazard ratio (HR) of 0.75
with 2-sided 0=0.05, with interim analyses after 65% of planned
events. Preplanned subgroup analyses were performed.

Results: 1,602 KRAS wt pts (811 arm A, 791 arm B), were
randomized. BRAF status was determined in 1134 (71%) KRAS wt
pts; median follow-up 40 months. This interim analysis showed no
difference between arms for DFS (HR 1.047, 95% CI 0.85, 1.29;
p=0.66) or OS (HR 1.09, 95% CI 0.81, 1.46; p=0.55) in KRAS wt
pts or for DFS (HR 0.985, 95% CI 0.75, 1.28; p=0.91) or OS (HR
0.98, 95% CI 0.67, 1.44; p =0.92) in KRAS/BRAF wt pts (n =984).
Worse outcomes were seen with CTX in pts >70 years (n=149,
DFS:HR 1.97, 95% CI 0.99, 3.93; p=0.051), in females (n=666, HR
1.45, 95% CI 1.03, 2.02; p=0.03) and pts with right-sided CC
(n=570, HR 1.40, 95% CI 1.01, 1.94; p=0.04). Conversely, a trend
towards a better outcome was seen in pts with poor prognosis tumors
(high grade, T4, N2, perforation/ obstruction, VELI+) and was
significant in pts with pT4N2 at diagnosis (n=146, HR 0.55, 95% CI
0.35-0.88; p=0.01).

Conclusions:In this trial adding CTX to FOLFOX4 offered no
benefit to pts with resected stage III KRAS wt and KRAS/BRAF wt
CC. Subgroup analyses in this large population suggest that pts with
pT4N2 tumors may receive some benefit from CTX in this setting.
MSI status determination is ongoing to explore its interaction with
poor outcome in female pts and those with right-sided tumors.
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601P ADJUVANT CHEMOTHERAPY (AC) INITIATION AND EARLY DISCONTINUATION IN
ELDERLY PATIENTS (EPS) WITH STAGE III COLON CANCER (CC)

W. Cheung, D. Renouf, H. Lim, et al.
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5 62%, p=0.08). {EZAEMENERBH A, FRITEL MR
BEIAIBL. 5 Baph TRANEL, 4252 FOLFOX o Ahm ity vl LA
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A AN AEWS A B4R A p=0.26; FOLFOX FNAEHS (1) AH E.AF H
p=0.40).
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Background:Research suggests that Eps with cancer are commonly
undertreated, but the precise reasons for this observation are unclear.
Our aims were to 1) evaluate the impact of advanced age on AC use
(none vs capecitabine vs FOLFOX) for stage III CC, 2) determine
the specific reasons for selecting and discontinuing a particular
regimen, and 3) examine if the effect of AC on outcomes is modified
by age.

Methods:Patients diagnosed with stage III CC from 2006 to 2008
and referred to any 1 of 5 cancer centers in British Columbia,
Canada were identified. Descriptive statistics were used to
summarize treatment patterns in young patients (Yps) aged <70 vs
Eps aged >/=70 years. Logistic regression was used to evaluate the
association between AC and cancer-specific survival (CSS) in Yps
and Eps.

Results:We identified 810 patients:51% men, 52% Yps and 48%
Eps, and 74% received AC in the entire cohort. When compared to
Yps, Eps had worse ECOG and more comorbidities (both p<0.01).
Eps were less likely than Yps to receive AC (57 vs 91%, p<0.01).
Frequent reasons for no treatment included age, comorbidities and
perceived minimal benefit from AC. Among those treated with AC,
Eps were less likely to receive FOLFOX (32 vs 74%, p<0.01) in
favor of capecitabine due to patient preference, age and
comorbidities. Once started on AC, Eps had similar rates of early
treatment discontinuation as Yps (70 vs 62%, p=0.08). Reasons for
early discontinuation were comparable between Eps and YPs.
Receipt of either FOLFOX or capecitabine was correlated with
improved CSS, compared to surgery alone. Age did not modify CSS,
irrespective of AC choice (interaction p for capecitabine and
age=0.26; interaction p for FOLFOX and age=0.40).
Conclusions:EPs with stage III CC frequently received either no
adjuvant treatment or capecitabine monotherapy due to advanced
age and comorbidities. The treatment effect of AC on CSS is similar
across age groups, with comparable side effects and rates of
discontinuation between EPs and YPs. AC should not be withheld
from CC patients based on advanced age alone.
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551P ADJUVANT CHEMOTHERAPY (AC) USE AND OUTCOMES IN STAGE II COLON CANCER (CC)
WITH VS. WITHOUT POOR PROGNOSTIC FEATURES

A. Kumar, H. Kennecke, H. Lim,, et al.
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Background:AC is frequently considered in patients (pts) with
“high risk” stage II CC, defined by the presence of >/=1 poor
prognostic features:obstruction or perforation, T4 stage, <12 lymph
nodes removed, positive margins, and lymphovascular or perineural
invasion. Survival benefits associated with AC use in high risk pts
remain largely unproven. Our aims were to examine patterns of AC
use in stage II CC and the impact on survival in high vs low risk pts.
Methods:All pts with stage II CC in British Columbia from 1999 to
2008 and evaluated at 1/5 regional centers were reviewed.
Kaplan-Meier and Cox regression methods were used to correlate
high vs low risk status and receipt of AC with relapse-free (RFS),
disease specific (DSS) and overall survival (OS).

Results:We identified 1,697 pts:1,236 (73%) high risk and 461
(27%) low risk among whom 363 (29%) and 61 (13%) received AC,
respectively. Individuals with high risk disease who received AC
were younger (median 62 vs 72 yrs p<0.001) and had better
performance status (ECOG 0/1 47% vs 34%, p=0.02). For high risk
pts, AC was associated with improved S5-year OS (Table 1).
Adjusting for confounders, an OS advantage from AC persisted for
high risk pts (HR 0.67, 95CI 0.52-0.86, p=0.002), with no
significant RFS or DSS benefits. Subgroup analyses revealed
individuals with T4 lesions had significantly improved RFS (HR
0.63, 95CI 0.42-0.95, p=0.03), DSS (HR 0.59, 95CI 0.37-0.93,
p=0.02), and OS (HR 0.50, 95CI 0.33-0.77, p=0.001). For low risk
pts, AC was associated with decreased RFS (HR 2.27, 95CI
1.03-4.97, p=0.04) and DSS (HR 2.97, 95CI 1.10-8.02, p=0.03).
Conclusions:In this population-based cohort study, AC was
associated with an OS advantage in high risk pts, likely due to pt
selection. RFS and DSS benefits were mainly seen in T4 lesions,
suggesting a limited role for AC in pts deemed high risk. A possible
trend towards harm was seen in the low risk group receiving AC.
Risk stratification based on molecular testing should be further
explored.

*® 1:
Tablel:
3 4E RFS %/3yr RFS % sﬁé p ]5)2;5 1;)55 %lSyr Sﬁ/e P f)gpo /OOS WI3YE o i) p value
T f&/High risk
B LIT/AC 78 0.98 80 0.83 75 <0.01
T LT /No AC 80 79 68
fIf&/Low risk
HksT AC 87 0.18 93 0.78 87 0.26
FThiALIT /No AC 93 93 85
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657 ADJUVANT MFOLFOX6 IN THE TREATMENT OF ELDERLY COLON CANCER PATIENTS

J. Godinho Bexiga, F. Carneiro, D.S. Marques, et al.
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IR R L T4 3 . RAAT 50%M 45 H i iRm ) WL F>70 %
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I8
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Yo A Cox  EL A RUBG A TR - 0 JRUEG: EE AN 95% 1] 5 X [7]
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B (p<0.05). K+ 70 Z[EHERS NI >3 gostt, HoF
PR AR SRR VPRI 66%vs 72%, p=0.062; S5-5JK
BEE: 70%55 76%, p=0.01). 7£ 45 AR ALBET, Z4EH
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92%F 84%. EAARAKEEMT< 70 ZEHE (DFS: XKLL
0.612, p=0.243; CSS: KLk 0.533, p=0.166; OS: KLk 1.226,
p=0.674).
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AL, SR T AR I 7T R AT 45 50, IRRR T 3
L5 AN
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Background:In Europe, more than 60% of new cancer cases and
more than 70% of cancer deaths occur in elderly patients.
Approximately 50% of colorectal cancer cases occur in patients >70
years. Despite this, elderly patients are under-represented in clinical
trials. Adjuvant chemotherapy with Fluoropyrimidines and
Oxaliplatin is the recommended treatment for stage III colon cancer.
Our aim was to determine the effectiveness of mFOLFOXG6 in the
adjuvant treatment of elderly colon cancer patients.

Material and methods:Retrospective cohort study of colon cancer
(CC) patients treated with adjuvant mFOLFOX®6, in a Portuguese
cancer centre, from September 2004 till November 2009. Elderly
patients were defined as having>70 years old. Toxicity was
evaluated using Common terminology criteria for adverse events
(CTCAE), v 3. Comorbidity was assessed by Charlson’s Index. The
primary efficacy variable was disease-free survival (DFS).
Secondary endpoints were cancer-specific survival (CSS), overall
survival (OS) and toxicity grade>3. Hazard ratios and 95%
confidence intervals were calculated with the use of the Cox
proportional hazards model.

Results:In the study period, 277 patients were treated with adjuvant
mFOLFOX6. Fifty three patients (19.1%) were>70 years and of
these, 76.8% were male and 80% had stage III CC. Elderly patients
were more likely to be male and have a higher comorbidity index
than younger patients (p< 0.05). Patients older than 70 were more
prone to grade>3 toxicity and a lower mean relative dose-intensity
(Oxaliplatin:66% vs 72%, p=0.062; 5-Fluorouracil:70% vs 76%,
p=0.01). With a median follow-up time of 45 months, elderly
patients had 3 year DFS, CSS and OS of 82%, 92% and 84%,
respectively. Survival wasn’t significantly lower than that of patients
aged<70 (DFS:HR 0.612, p=0.243; CSS:HR 0.533, p=0.166; OS:HR
1.226, p=0.674).

Conclusions:Adjuvant mFOLFOX6 is feasible in elderly patients
and its benefit is similar to that of younger patients. Selection bias
might explain the good results of this study and limit the external
validity of our conclusions.
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576P ADVERSE EVENTS IN ELDERLY PATIENTS ON ADJUVANT THERAPY WITH UFT/LV OR S-1
FOR STAGE III COLON CANCER:ACTS-CC TRIAL [TRICC0706]

M. Ishiguro, H. Uetake, T. Ishikawa, et al.

R ACTS-CC AL 2 — T I WG PRIRES:, B AEUAE S-1 AE%5
T UFT/ LV, Ja# 2 HA I 45 e s e T . AR
A5 T IR IR RIS 1K) 22 4 YRR AE (Brit J Cancer 2012). &y T 15 1
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(69%)+ 160 1 (20%) #1904 (11%), HE4 PS 1 i Ebfil sy
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Background:The ACTS-CC trial is a phase III trial designed to
validate non-inferiority of S-1 to UFT/ LV, a standard adjuvant
therapy for stage III colon cancer in Japan. We reported the safety
profile of this trial (Brit J Cancer 2012). To clarify the characteristics
of adverse events (Aes) in elderly patients, subgroup analysis was
performed.

Methods:20-80 aged patients with stage III colon cancer were
randomly assigned to receive UFT/LV (UFT:300 to 600mg/day and,
LV:75mg/day on days 1-28, followed by 7 days rest, 5 courses) or
S-1 (80 to 120mg/day on days 1-28, followed by 14 days rest, 4
courses). We compared treatment status and safety among group A
(age<70), group B (age 71-75) and group C (age 76-80).

Results: A total of 1,504 patients (756 in S-1 group, 748 in UFT/LV
group,) were analyzed. The numbers of patients of group A, B and C
were 506 (69%), 160 (20%) and 90 (11%), and the rates of patients
with PS 1 in each group were 2.6%, 4.3% and 16.8%, respectively.
Pre-treatment value of Hemoglobin of group B and C was lower
than that of group A, while there were no differences in that of
neutrophils, platelets and creatinine.

In S-1 treatment, incidences (any grades) of anemia (group A:29%,
B:37%, C:47%), anorexia (30%, 34%, 46%) and fatigue (25%, 29%,
39%) were higher in group C. In>grade 3 Aes, incidences of
anorexia (3%, 7%, 13%), diarrhea (4%, 3%, 7%) and fatigue (2%,
3%, 7%) were higher in group C.

In UFT/LV treatment, incidence (any grades) of anorexia (22%,
33%, 30%) and anemia (24%, 32%, 35%) were higher in group B
and C, while incidence of elevation of AST (23%, 15%, 12%) and
ALT (25%, 15%, 12%) were higher in group A.

The completion rates of S-1 treatment was lower in group C (group
A:78%, B:77%, C:69%), although those of UFT/LV did not differ
among the groups. There was no difference in the rate of
discontinuation due to Aes listed on the discontinuation criteria
among the groups, while that due to Aes not listed on the criteria
(i.e. physician’s judgment or patient’s request) was higher in group
C.

Conclusions:In elderly patients, subjective Aes such as anorexia and
fatigue were common, and mild anemia was observed in one-third
of>71 aged patients.
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AGE DEPENDENT INCREASE IN MEDIAN AND LONG-TERM SURVIVAL IN 29 628

METASTATIC COLORECTAL CANCER (MCRC) SCANDINAVIAN PATIENTS DURING THE PAST TWO
DECADES

C. Qvortrup, M. Cvancarova, B. Glimelius, et al.
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Background:In mCRC studies, median survival has increased from
6-8 months to above 20 months during the last decades. Uncertainty
exists whether this improvement in survival is also seen in a general
mCRC population or in selected subgroups.

Methods:Survival data from patients with synchronous mCRC were
collected from Norwegian (1980-2008), Swedish (1996-2008,
Uppsala/ Orebro and Stockholm) and Danish (2001-2009) cancer
registries. Survival was modeled using Kaplan-Meier method and
the differences assessed with log-rank test.

Results:A total of 18114 Norwegian, 6477 Danish and 5037
Swedish patients were identified. The percentage of stage IV,
Norwegian CRC patients at initial diagnosis was 22% and
unchanged during the study period. From 1980-85 to 2006-08,
median survival increased from 5 months (95% CI 4.7-5.3) to 10
months (95% CI 9.1-10.9) for Norwegian patients. Three-year
survival increased from 7% to 21% (p<0.001) and five-year survival
from 4% to 9% (p<0.001) in the same period. Younger patients had
significantly higher median and long-term survival, and the increase
in survival in recent years was much higher for younger patients. For
age groups <60 years, median survival has doubled from 8 to 16
months and the most recent survival estimates were 14% (5-year)
and 28% (3-year). A similar improvement in median survival and
3-year survival was seen in Sweden (8 to 11 months and 11% to
21% (p<0.001) from 1996-2001 to 2006-2008 and in Denmark (7 to
10 months and 12 to 18% (p<0.001) from 2001-2005 to 2006-09).
No increase in survival was observed in patients above 80 years.
Conclusions:The study shows a marked improvement in median
and long-term survival from 1980 to 2008 in an unselected
population of patients with synchronous mCRC. We believe this
survival benefit mainly reflects increased use of more effective
systemic therapy. Median and long-term survival were highly
dependent on age at diagnosis, as the recent improvement in survival
was most pronounced for younger patients.
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ARE PATIENTS WITH RESECTABLE RECTAL CANCER BETTER OFF IN THE ERA OF

MULTIDISCIPLINARY CARE?

V.T. Broadbridge, J. Hardingham, K. Pittman, et al.
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Introduction:The management of rectal cancer (RC) has evolved
with the introduction of Total Mesorectal Excision Surgery (TME),
use of Magnetic Resonance Imaging (MRI) for staging, changes in
chemotherapy and radiotherapy and multidisciplinary meetings
(MDTs). The timing of therapy for T3/4 and/or node positive RC has
also changed with neoadjuvant chemoradiotherapy (CRT) becoming
standard based on lower local recurrence rates. Given these changes
in management over time, we assessed disease free survival (DFS),
overall survival (OS) and rates of local and distant recurrences of
patients treated at The Queen Elizabeth Hospital (TQEH) between
1992 to 2006.

Method:Demographic and outcome data of patients diagnosed with
early stage RC from TQEH Cancer Registry from 2 different time
cohorts 1992-99 (A) and 2000-06 (B) were analysed. Survival
analysis was by Kaplan-Meier method and prognostic factors were
analysed using cox proportional hazards regression.

Results:423 patients were identified; 235 in A, 188 in B. Patient
characteristics were generally similar. Median age A 68.1 yrs (range
32-94), B was 67.4 yrs (range 25-92). More patients had stage B in
cohort A (47%) v B (39%). 56% of patients had surgery alone in
cohort A compared to 47% in cohort B. Rates of any “adjuvant”
therapy was similar (A=41% v B=46%), although there was a
doubling in proportion of patients who received neoadjuvant CRT in
the latter cohort (A=7.2% v B=16%). There was a significant
improvement in rate of 5 year local/distal recurrence; A 87%/71% v
B 95%/81%, p<0.0001. 5 year DFS improved over time; A 65.2% v
B 73.3%, p=0. 03. 5 year OS was A 66.1% v B=78.4% and median
OS for A was 14.62 years and not reached for cohort B (p=0.007).
Stage and cohort B were prognostic for OS while age, sex,
preoperative RT and any chemotherapy were not.

Conclusion:There has been significant improvement in DFS, OS
and local and distant recurrence rates in patients diagnosed with
early stage RC. The trend to greater use of neoadjuvant CRT in the
latter cohort is consistent with changes in practice, and this may be a
factor in improved local control, but does not appear to impact on
survival. Other factors likely to have improved overall outcomes
include:increased TME rates, improved preoperative staging
including use of MRI and potentially the introduction of MDTs.
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530PD CAPECITABINE (CAPE) +/- BEVACIZUMAB (BEV) IN THE ADJUVANT TREATMENT OF
COLORECTAL CANCER (CRC) - FIRST AND FINAL TOXICITY RESULTS FROM THE
INTERNATIONAL PHASE I1I QUASAR2 TRIAL

R.S. Midgley, S. Love, V. Potter, et al.
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8. 1952 BUEESE T ERETD, JFR2ogl, HkR
WHBSZZD 1 /MR R EE TS, X963 FlH:% R R bk H
PHVAIT IR ERE D 959 W57 R A n VAR BR S HU e S Va7 1
BE AT T 00T 2 MAIT AL RIFEERRRAE (LS4R8 5095 3 391D
AL, REE MRS TR, HEEHALER,
e : WTATRL, 7R85 DURER L B0ia T R P, @i E BT
HoMBESD) UERARMEI O EERE (Fradn) ikt
KRB FE R RN TRER R PUR SIS & ALK, B HFS
E’ﬁift*%‘%uﬂzﬁzﬁi*bu XM AR AR SRR
UL A% BR B0 2 B8 im0 95 P R THEJJH/KW*%H/KJﬁLﬁ*%%
(ATE/VTE) AN, (HAEXWFIeH, {16 VIE W2
AT B VE o I YR B R R S5 SRR, T ELAT
REI ARG VTE USRI DA ER S BT 10 {2 f AR i e A 2 TR R A B
EFH TS F BRI, 8% IKERRIURIT B EH, “af
AESVRIT HOCH” ZETIN (1.9% Y 0.8%: RR2.3: AJ{FX[A]
1052), It AR B BEMEZER (p=0.05). BT 45 R
R R AR .

Background:Bevacizumab is an anti-VEGF antibody approved for
use in metastatic colorectal cancer (CRC). However 2 trials have
suggested lack of efficacy in combination with dual agent
chemotherapy in the adjuvant setting and there has been some
indication that the spectrum of toxicity may be different compared to
that observed in patients with advanced disease.

Methods: The international phase III trial, QUASAR2, randomised
stage III and high risk stage II CRC patients who had undergone
potentially curative resection to receive oral Cape (1250mg/m’ bd,
days 1-14 q 21d) alone for 6/12 or Cape (6/12) plus intravenous
Bev(7.5mg/kg q 21d) for 12/12. This abstract overviews the final
toxicity data (15/12 minimum follow up per patient) from the Q2
trial.

Results: 1952 patients were consented and randomised and, after
excluding patients who did not receive at least one cycle of
treatment, 963 patients receiving Cape alone and 959 patients
receiving Cape plus Bev were analysed. Baseline characteristics
(gender /age /stage of disease) were balanced across the 2 arms. See
frequency of selected toxicities, as % patients, in table below.
Discussion:As expected, the rates of hypertension (all grade or high
grade) and proteinuria and wound healing (all grade) were
significantly higher among patients receiving Bev. Although the
addition of Bev did not increase diarrhoea rates, the frequency and
severity of HFS was increased. This is not well recognised.
Although cardiac chest pain was not increased by the addition of
Bev, both arterial and venous thrombo-embolism (ATE/VTE) rates
were increased although the difference only reached significance for
VTE in this study. This is in contrast to most results in the advanced
disease setting and may be a result of an interaction between
post-operative risk of VTE and pro-thrombotic potential of Bev. Of
note, an excess of ‘possibly treatment-related’ deaths was found in
patients receiving Bev (1.9% vs 0.8%:RR2.3:CI 1.0-5.2) and this
just reached significance (p=0.05). All results will be expanded in
detail in the presentation / poster.

R DUk R S i/Cape/ Bev | RERbIE/Cape  RR/CLp
milil & (45 /Hypertension (all grades) 334 7.8 4.3/3.4-5.4/p<0.001
IR (3/4 4% /Hypertension (3/4 4%) 3.8 0.6 6.0/2.6-14.2/p<0.001
EAR TS0 /Proteinuria (all grades) 20.5 5.1 4.0/3.0-5.4/p<0.001
BIOAAEARRE (FFEHH) /Poor wound healing (all grades) | 3.1 1.8 1.8/1.0-3.2/p=0.05
Y5 (3/4 4%) /Diarrhoea (g3/4) 10.8 10.6 1.0/0.8-1.3/p=0.9
FRLGAE (3/4 20D /Hand-foot syndrome (g3/4) 26.8 20.9 1.3/1.1-1.5/p=0.002
LoJEMEMIJE SAE/Cardiac chest pain SAE 2.7 2.6 1.0/0.6-1.8/p=0.9
kM ke ke 2 SAE/Arterial Thromboembolism SAE 1.1 0.6 1.8/0.7-5.0/p=0.2
ik A2 42 %€ SAE/Venous Thromboembolism SAE 43 2.3 1.9/1.1-3.1/p=0.01
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591P COLON CANCER ADJUVANT MFOLFOX-6 — SURVIVAL IMPACT OF OXALIPLATIN REDUCED
DOSE-INTENSITY

A.F. Carneiro, J. Godinho Bexiga, D.S. Marques, et al.

TR 4G T B R R RS AR IT . FEIX
SR E R, BCAVRIT S R PR 2 IR T A LU B T e R AR A I
(PFS) FEAEAFI (0S). ARFFE NI, Hrl'S8GIT
SEIR SN 25 . FRAREE DRI E 50 E (RDD S AEAF IR0
AN WA

H #I: €35 mFOLFOX-6 fliBhiA T I 4 e 8 Hp PG By )
#1 RDI SHAETEIM . AR 2004 55 9 H 4 2009 4 11
HR, — 245 B A B ATH 0 %2 mFOLFOX-6 HlihiA
57 o SKH Cox  LUAs XUBSAR IR ik 5 B8 DRI <75% (A 4D F1>75%
(B 41 SHcik e A7 MRS AEAE I 52 o

R RN, FERS. PR ECOG. AN . ety
SRR W AT 255 . BT 277 Bl (A A0
53%). 59%[KIEE 5T 12 /> mFOLFOX-6 JAM, il
TN 65 MH. BRI THFERE R 71% (PALE
74%) 0 SH S3%AMT 40%H R RN R 3R S BRI
A g2y, Wy E k4 3 BIBET:. RDI 1B R R A>3 2%
MR ARG T (47%) TR (12%) —EIRME ARG R TR
KA b RIE T A RGN 1024mg. 7 RDI 4110,
BRI B A AN 25, W 2E, WEEES.
g ERATIASI, BE MRS O &2 1R AR 56 A
L. FOLFOX 528 1%T MOSAIC ikl (59%5 74.7%), J345
SERRERIRAG, (HBLYLRIE RDI<T5%Z1 ek e A= A AN s A 15
WK =5
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Background:Adjuvant colon cancer treatment may include the
oxaliplatin/fluoropirimidine combination. This association has
shown benefit on progression free survival (PFS) and overall
survival (OS) compared to fluoropirimidine monotherapy in these
patients. Adverse events are frequent and may cause delay on
treatment delivery or drug dose reduction. The survival impact of
oxaliplatin reduced dose intensity (RDI) is unknown.
Objective:Evaluation of survival impact of oxaliplatin RDI in colon
cancer patients treated with adjuvant mFOLFOX-6. Material and
methods:A consecutive series of colon cancer patients treated with
adjuvant mFOLFOX-6 at our institution between 09/2004 and
11/2009. The impact of Oxaliplatin<75% (group A) and>75%
(group B) on PFS and OS was estimated with a Cox Proportional
Hazards model.

Results: There were no differences in age, sex, ECOG, comorbidity,
histologic grade and stage distribution between groups. Two hundred
and seventy seven (277) patients were identified (53% in group A).
Fifty nine percent (59%) of patients completed the 12 mFOLFOX-6
cycles and the median duration of adjuvant chemotherapy was 6,5
months. The mean oxaliplatin dose-intensity was 71% (median
74%). Adverse events led to dose reduction and drug suspension in
53% and 40% of patients, respectively. There were 3 deaths during
treatment. The main causes to RDI were grade >3 hematologic
toxicity (47%) and neuropathy (12%)-median cumulative
oxaliplatin dose at first neurologic severe event was 1024mg. There
were no differences in PFS and OS between RDI groups, neither
after stage stratification.

Conclusion:In our cohort patient’s characteristics and toxicity
profile were similar to published trials. FOLFOX conclusion rate
was inferior than the described in MOSAIC trial (59% vs 74,7%).
Despite the inferior accomplishment rate, there was no impact in
PFS and OS in oxaliplatin RDI<75% group.
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526PD TEEZVPHZEHRPLIGITHI MCRC FFETMHAHIAEE (AREG). KEZ 7% (EREG) 1 EGFR-FISH
FIRK BT HIWIF2: #28E AIO CRC-0104 R 47
526PD DEVELOPMENT OF A PREDICTIVE SCORE USING AMPHIREGULIN (AREG), EPIREGULIN
(EREG) AND EGFR-FISH EXPRESSION LEVELS TO DETERMINE TREATMENT EFFICACY IN MCRC
PATIENTS RECEIVING CETUXIMAB-BASED THERAPY. ANALYSIS OF THE GERMAN AIO CRC-0104
TRIAL

V. Heinemann, R. Laubender, D.P. Modest,et al.

B e B2 241 EGFR HE V5 25 40N CAPOX B}
CAPIRIYAY7 ) mCRC B3 IR bR A 5T T EGFR FLIEX
I (AREG) FIEREMITE (EREG) [KFRIE/KF-LLL EGFR
FEY . X 3 FHE R X ARG EED . A, B
SR B VP T LR R R

Jrik: U5 185 )l mCRC HB#FH B2 V25 FPUn CAPIRI
Wi in CAPOX J897 . TEEMFTLL SN BERH . £l HHl. #F
U4, KRAS FRAIRA . BRAF RADIRA. AREG. EREG I
EGFR-FISH ik /KFH T2 4 # Logistic [2[JH 5347 .

£5 3. AREG Ml EGFR-FISH 5 M2 f# 2 B A0 G . T Logistic
B AR TR, A5 P 3k S PR 7l 7 s R A R TR R 2 Y () 2
PE 0 F X o8 4 LP=-7.63+ ( 0.35*%log[AREG] ) +
(6.58*[EGFR-FISH]), T8 aZEMR, AR N exp (LP)
/[1+exp (LP) 1o i#id ROC it izt B X /3 ge s, e
X o 25 L ARG AR SRR RS Ik TR0l DA 7 () e A
Wresi, SRA Youden ¥eEUHfIIN, HH3R4-0.095. ROC {4k i
L (AUC) 25 0.79 (95%AI{F X H: 0.63, 0.90), XA,
TS IRFI AP 0], BB R WT S 50%. BHPEBAGIH B2
fift 2 B 25 KT BHYERAS, 43300 81%55 42% (p=0.009). X ‘FE(
BB R ICRE R A (8.6 M HE 4.6 N H; KUIKiEL 0.44;
p=0.003) LS4 (384 NMHYE 172 A~H: WKL 0.37;
p=0.001) EFEIEK.

250 R IR ERIRRE T, £ TARCIn B~ 4
T BATRI S 222 . AREG #1 EGFR-FISH Tl i 22 it 22 ¥ 1X 45
e ORI AUC) A%, Dk, X 2 iy Fhrical LAE N
TR VY 25 BT R R R MR I R AP FR e s [N 75 20
X EFRCEATRIIEVEVPAY, DAEIUIE LR R AT 45 R .
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Background:We investigated the expression of the EGFR ligands
amphiregulin (AREG) and epiregulin (EREG) as well as the
amplification of the EGFR-gene in tumor specimens of mCRC
patients (pts) treated first-line with anti-EGFR targeted cetuximab
together with CAPOX or CAPIRI. All three factors have shown the
capability to separate patient groups of different prognosis. Here we
used a composite score to calculate response probability.
Methods:A total of 185 mCRC pts were randomized to cetuximab
plus CAPIRI or plus CAPOX. The primary study endpoint was
ORR. Age, gender, study arm, KRAS mutational status, BRAF
mutational status, AREG, EREG and EGFR-FISH expression levels
were used for multivariate logistic regression analysis.
Results:AREG and EGFR-FISH significantly correlated with ORR.
These factors were used to create a prediction model for ORR by
using logistic regression model. The linear predictor of this model is
given by LP=-7.63+(0.35*log[ AREG])+(6.58*[EGFR-FISH]) which
can be used to calculate the probability of ORR by exp(LP) /
[1+exp(LP)]. The discriminatory ability of this model was assessed
by ROC analyses were the optimal cut-off of the linear predictor
discriminating best between responders and non-responders with
respect to ORR was identified by using the Youden index and is
given by -0.095. The area under the ROC curve (AUC) is 0.79 (95%
confidence interval:0.63, 0.90). Using this formula, response and
survival times with a cut-off of 50% of ORR probability were
calculated. ORR was significantly higher in the positive cohort and
reached 81% vs. 42% in the negative cohort (p=0.009). This led to
significantly longer survival times in the positive cohort, with regard
to PFS (8.6 mo vs 4.6 mo; HR 0.44; p=0.003) and OS (38.4 mo vs
17.2 mo; HR 0.37; p=0.001).

Conclusion:In this retrospective and exploratory analysis it was
possible to predict ORR probability with the help of molecular
markers. There is an acceptable discriminatory performance as
measured by the AUC for predicting ORR by AREG and
EGFR-FISH Hence, both molecular markers might be promising
candidates for predicting ORR under cetuximab-based treatment
regimens and prospective evaluation of these markers is needed for
replicating and validating our findings.
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599P EARLY TUMOR SHRINKAGE (ETS) FOR THE PREDICTION OF EFFICACY IN METASTATIC
COLORECTAL CANCER (MCRC):POST-HOC ANALYSIS FROM AN IRINOTECAN-BASED
RANDOMIZED FIRST-LINE TRIAL

C. Giessen, R. Laubender, S. Stintzing, et al.

TR EEsAEZE YU Mgt b, IR 46
(ETS) ATCHEALFN (PFS) FUEALFN (0S) MM KT
TG &R o ATV B B — 23Ry T e B M 46 L s Bl T
S PR TR 56 v ) B U1 Bl 98T 45 /N >20% FT< 20% (1 He 5 MEAT T P4l
FERERI G - 4 479 9] 3% P L FUFIRT 5 mIROX fBEHL TIT
WG RWT X M BEHEAT VP0G « 35 Piessevaux 25 A MM s, F0)
TR 45 /N 58 X R RELR I B AR AN (RECIST) I E YR 5t IR
T 2 B DG 20%. T AERATIIIT, 1 ANEY
50 RYAST, ISTEERE A 7.2 J. 201 ) 82 0] LAk AT 5300 v 4
ANVPA o TSR IR 45 /N >20% < 20% 5 R TEHE R AR A7
FUSEARI . Ak, XLt s de /N BE AT e RN 43T, FFxF
SVEAF YT Cox [FIH,

gEEL. A LRI 5 /N>20% 1< 20% (1 B b, SEZREREAAL,
B A7 R AR AN (FEZRIN ETS 220%, 81.5mm FI%E 50 K
47.0 mm, HELIN ETS<20%, 68.0 mm FlZE 50 K 72.0 mm).
55 LR 45 < 20% 18 5B (n=107OAH LL, FLIHARE 4N >20%
K (n=94) MR EAEF (9.9 4MHY 6.1 4~H, p=0.001)
FBALE (275 4NH5 17.8 mo, p=0.001) &5 5Khr, &R
SR s /NI s R b, E R I R AR x4
INFEAN DG o FLIIRIRE 4 /< 20% 1 R 410 ok “IRpadE N B
(19-0%; n=65) CILHEJRAEAI 8.4 M H, MAFH 21.6 A~ H).
7RI BRIt EE (EMEEED (n=36; JCHFREAE
W 4.0 N, B 153 DD DL “F R ERAR” [
B (n=6; LREBAFY 224, BAEFEY 7.6 M), XfkE
L IS IR AR I 46 /N PR G P[RR e B, SR 1 il B A2
BN 1em, MPFIZE%4E/NERIN 0.354em (p<0.001). R4
ol JopIRE 4 /N ok AEAE IR Cox [RIHZM A R BIRUB HE R 0.923
(95%A[ {5 X [11] 0.878-0.971; p=0.002)

G XTI BT, IR 4 N >20% 0 T ek R
AEAF RS AR AT = A B R A . IR 46 /< 20% 1) BB
FRAES 5, ARG /N B R R AR B . SRR
JilIRE B AR i R AT S S

B IGEE #(5 BEE 62

Background:Early tumor shrinkage (ETS) has been highlighted as a
favorable prognostic factor related to progression-free survival
(PFS) and overall survival (OS) in cytotoxic chemotherapy with or
without cetuximab. We investigated ETS>20% and <20% in an
irinotecan-based randomized phase III trial for first-line treatment
for metastatic colorectal cancer.

Material and methods:Data from a randomized phase III study
comparing FUFIRI vs. mIROX in 479 pts were evaluated. ETS has
been defined as at least 20% shrinkage between the sum of baseline
diameters (RECIST) and the first remission control imaging
according to Piessevaux et al. As in our study one cycle consisted in
50 days of treatment our time interval was 7.2 weeks. ETS
assessment was possible in 201 pts. PFS and OS for ETS >20% and
<20% pts were calculated. Additionally, linear regression for
modeling of the absolute tumor shrinkage and Cox regression for OS
were estimated.

Results:Baseline characteristics between ETS>20% and <20% were
comparable, except for median tumor diameter (ETS>20% 81.5mm
at baseline and 47.0 mm at day 50 vs. ETS <20% 68.0 mm at
baseline and 72.0mm at day 50). When compared to pts with ETS
<20% (n=107), patients with ETS>20% (n=94) had a favorable PFS
(9.9 vs. 6.1 mo, p=0.001) and OS (27.5 vs. 17.8 mo, p=0.001).
While ETS is usually indicated as a percentage, measurement of
baseline tumor diameters relates to the absolute magnitude of tumor
shrinkage. Pts with ETS <20% were subclassified in pts with “minor
shrinkage”, (19-0%; n=65) (PFS 8.4 mo, OS 21.6 mo), pts with
“numerical tumor progression” (any increase) at 7 wks (n=36; PFS
4.0 mo, OS 15.3 mo), and pts with “new target-lesions” (n=6; PFS
2.2, OS 7.6). Linear regression of the absolute shrinkage on the
baseline tumor diameter revealed that with each lcm increase in
baseline tumor diameter, mean absolute shrinkage increases, namely
by 0.354cm (p<0.001). Cox regression for OS using absolute tumor
shrinkage indicated a hazard ratio of 0.923 (95%C.I. 0.878-0.971;
p=0.002)

Conclusion:In this irinotecan-based study the presence of ETS>20%
was associated with a significant benefit in PFS and OS. Pts with
ETS <20% were found to be a heterogeneous group consisting of pts
with minor shrinkage, progressive disease, and new lesions. Baseline
tumor diameters had a significant impact on the magnitude of
shrinkage.
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625 FEASIBILITY REPORT OF A RANDOMIZED MULTICENTER CONTROLLED PHASE III TRIAL
OF ADJUVANT UFT/LV THERAPY AFTER RESECTION FOR LIVER METASTASIS FROM
COLORECTAL CARCINOMA

J. Yamamoto, K. Hatsuse, N. Kokudo, et al.
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There is no established evidence yet to support the of postoperative
adjuvant chemotherapy after resection of colorectal liver metastasis.
A randomized multicenter controlled phase III trial was conducted
and patients were recruited from 20 hospitals to compare the
efficacy of  postoperative  adjuvant  UFT/LV  therapy
(UTF:300mg/m°/day and LV:75mg/day, Day 1-28, once every 5
weeks, 5 cycles) with that of surgical monotherapy in patients with
colorectal liver metastasis. A total of 180 patients enrolled from
January 2004 to December 2010 are currently under follow-up. The
primary endpoint is recurrence-free survival time and the secondary
endpoint is overall survival time, the results of which are awaited. It
is expected that the patients who underwent liver resection in this
study are different from the stage II or III colon cancer patients
treated by surgery for primary diseases. We shall report the results of
the interim analysis of compliance and safety in the 175 patients for
whom the CRFs relevant to this study could be collected.
Eighty-eight patients received surgical monotherapy and 87 received
surgery plus UFT/LV therapy. There were no significant differences
in the demographic or clinicopathological factors between the two
groups. The rate of completion of UFT/LV therapy (5 courses) was
53.8% (43/80), and the rates of completion up to 3 and 6 months
were 71.3% (57/80) and 53.8% (43/80), respectively. The mean rate
of dose intensity was 70.1%. Of the 37 patients in whom the
treatment was discontinued, the reason for the discontinuation was
adverse events in 26 patients (in conflict with discontinuation
criteria in 7 patients and no conflict in 19) and appearance of
recurrence in 8 patients. Adverse events of CTCAE grade 3 or
higher observed in the UFT/LV Group included decrease in
hemoglobin (3.8%), increase in AST/ATL (2.6%), febrile
neutropenia (1.3%), hyperbilirubinemia (1.3%), diarrhea (5.0%),
loss of appetite (2.5%), and nausea (2.5%). There were no
treatment-related deaths. The incidence rates of these symptoms are
not greatly different from those reported in relation to the safety
profile after surgery for stage III colon cancer from the ACTS-CC
study, which suggested that the tolerability of UFT/LV therapy was
maintained even in stage IV colorectal cancer patients treated by
hepatectomy.
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588P HRQOL DURING ADJUVANT CHEMOTHERAPY WITH CAPECITABINE IN PATIENTS AFTER
SURGERY FOR COLON CANCER:ADDITIONAL STU DY OF JFMC37-0801

Y. Kinugasa, T. Shiroiwa, M. Nakamura, et al.
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Objectives:The JFMC37-0801 trial is a phase III trial designed to
validate superiority of l-year treatment with capecitabine to 6
months treatment as adjuvant chemotherapy for stage III colon
cancer. Health related quality of life (HRQOL) and
cost-effectiveness have been evaluated as an additional study. We
analyzed impact of prolonged treatment with capecitabine on
patients” HRQOL.

Methods:Capecitabine (2500mg/m*/day) was orally given on days
1-14, followed by a 7-day rest. Enrolled patients were randomly
assigned to group A (received 8 courses of capecitabine) or group B
(16 courses). In patients agreed to participate to the additional study,
HRQOL was evaluated by self-administered questionnaire at the
start of the protocol treatment, 3, 6, 9, 12, 15 and 18 months. The
questionnaire includes Functional Assessment of Cancer therapy-C
(FACT-C) and EuroQol 5 Dimension (EQ-5D).

Results:In 1306 patients enrolled to the JFMC37-0801 trial,
HRQOL of 171 participants (81 in group A, 90 in group B) were
evaluated. Mean age of the patients in group A and B was 63.3 and
64.5 years-old, respectively. Among a total of 1197 points of survey,
959 questionnaires (80.1%) were retrieved. Recovery rates of
questionnaires tended to decrease with time after finishing treatment.
Through the entire survey period, mean score of FACT-C (96.9-103)
and EQ-5D (0.85-0.93) were satisfactory. In longitudinal analysis of
the change from baseline score, the scores tended to increase after
finishing the treatment period in both group A and group B.
Significant difference between the score of group A and group B was
not observed in each survey point. No difference by age and tumor
stage was also observed.

Conclusions:HRQOL of the patients received postoperative
adjuvant chemotherapy with capecitabine was satisfactory through
the survey period. There was no significant difference of HRQOL
between 8 and 16 courses of capecitabine treatment.
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647 PREDICTIVE MARKERS FOR OVERALL AND PROGRESSION-FREE SURVIVAL WITH CAPOX
IN SECOND-LINE CHEMOTHERAPY OF METASTATIC COLORECTAL CANCER

M.D.P. Solis Hernandez, P. Jimenez Fonseca, Q. Perez, et al.
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RAEIREERAT . FLg CEA. CEA N, N A k-RAS IR
SRS EME (mCRC) W7 Gt (PFS) A
B (0S) MTRIRZE . AWFIEH H K E R WL R &)
RESN 2k VA 9T J5 I G AR A7 RS AR A7 T

BE AL Xt 138 Bi4E 2002 & 2010 £E A% T R R s m
BYFE 4697 (CAPOX) [HRE T T 201, KA Cox R
RO A 20 g g B A R 22 AR B A AT

R LA IR S A AR 50 3.5 MR T.85 AN H . 7
ARSI TA VG R # S, A KPS 270, CEA NERIRE
G2 N2 5 T R AR AT SRR B AR A HAGE AT G, B RA SR B
FE N W< 65 5 FI< 2 AR L KR T S A2 (SR
1) ZAERNNIERY, wBRFNE AR =034, p=0.0003) I
KPS >70% (X EE=0.96, p=0.0002) A LATRIN TG i A5 A7 B A0
MAEIINSGE GERENYE: K =036, p=0.0001 #I
KPS>70%: A% th=0.97, p=0.0007), ifi PTLCE /%, A Lh=1.50,
p=0.032) F1 NMS (>2 AHB{7, RS LE=1.25, p=0.0043) [ TH
M 22 Aok e AL WA A . (BHE 2D

i XL K], 75 mCRC BF T, MARZNAH KPS B
U AT TG R AT A B AR A I s, i iR A M PR A
CEA N NMS WAE#E— A,

Background:Age, sex, Karnofsky (KPS), number of metastatic sites
(NMS), primary tumour localization, baseline CEA, CEA response,
scan response and k-RAS status are focused on progression free
survival (PFS) and overall survival (OS) as predictive factors in
chemotherapy metastatic colorectal cancer (mCRC). This study aims
to find which might generate impact on PFS and OS for a second
line therapy.

Patients and methods:138 patients treated with capecitabine and
oxaliplatin (CAPOX) in second-line from 2002 to 2010 were
analyzed. Cox hazard model was employed to build univariante and
multivariate analysis.

Results:PFS and OS were 3.5 and 7.85 months, respectively. Among
all evaluated factors, only KPS>70, CEA response and scan response
were associated with better PFS and OS on univariate analysis with
statistical significance. Age <65 years and <2 metastatic sites were
predictive only for OS. (See table 1) Multivariable analysis showed
that scan response (HR=0.34, p=0.0003) and KPS>70% (HR=0.96,
p=0.0002) were predictive for better PFS and OS (scan
response:HR=0.36, p=0.0001 and KPS>70%:HR=0.97, p=0.0007),
while PTL (rectum, HR=1.50, p=0.032) and NMS (>2 sites,
HR=1.25, p=0.0043) were predictive for worst PFS and OS,
respectively. (See table 2)

Conclusion:These findings suggest that scan response and good
KPS may predict better PFS and OS in mCRC while primary tumour
localization, CEA response and NMS should be further validated.

1 - Joidt AR A RS A A I AR 5 3 T/ Table] — PFS and OS univariate analyses

N 47 {f/ Median P {f{/P-value
PFS KPS <0.001
<70% 43 2.3
>70% 95 4.8
[V % /Response
J&/Yes 23 6.8
77/No 115 2.9
CEA W%/ CEA response
s&/Yes 34 6.9
5/No 104 2.9
oS KPS <0.01
<70% 43 4.7
>70% 95 11.9
W% /Response
s&/Yes 23 234
17/No 115 7.2
CEA W%/ CEA response
s&/Yes 34 13.6
77/No 104 7.8
fEWG/Age
<65 68 11.7
>65 70 6.7
NMS
<2 78 9.9
>) 60 6.8
2 — T JEAAE IS AAT ] 2 48 55 HT/Table 2 — PFS and OS multivariate analyses
P {fi/P-value | HR IC 95%
LIC HIC
PFS | RECIST JW%/RECIST Response
<0.001 0.34 0.20 0.56
KPS >70
<0.001 0.96 0.95 0.98
Jr R M MR A B/ Primary tumor localization Rectum
0.03 1.49 1.03 2.16
OS | RECIST [%/RECIST Response
<0.001 0.36 0.21 0.61
KPS>70 <0.001 0.97 0.96 0.98
H 4k >2/ Metastatic sites >2
0.004 1.25 1.07 1.46
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(UMIN ID03396)
1704P PROSPECTIVE FEASIBLE STUDY TO EVALUATE NEOADJUVANT-SYNCHRONUS S-1+RT
FOR LOCALLY ADVANCED RECTAL CANCER:A MULTICENTER PHASE-II TRIAL (UMIN ID03396)

M. Inomata Yufu/JP

TR SRRBEIERBULIT (CRT) BRI & Es e 30 & i
TIRRHE ARV TT o« FATIFIE T H DUIRAT A 254 TS-1 AR
o IR I A R D e Ak

Jiik: £F 2009 4 4 H & 2011 46 8 HWNA), JFRET —Hizd
O (17 AERFOD). TN IR .. XIWF5TE
UMIN-CTRZ1T, 45 HC003396. AZWFFT 10 8 4 Bl
BB 7 AT 0 S A R e () 4 2R SE W B i s
Gi) BRI T EM (A7 T Gii) SERE H2 T34,
NO-3 FIMO; 257 2 A TS-1 9 Bhs L7 (100mg/m?,
H1-5 K. B 8-12 K 22-26 KM 29-33 K, AT
J7 (R 45 Gy/25 fr, 1.8 Gy/ K& 1-5 K. S 8-12 K.
22-26 KA 29-33 K)o EHFHIBIBALIT 4R 5 4 BRI
8 R T AT ARBEVIRA LD WRELETIRA. FHE& N
BT R SE R o IR SN T B LT IR 8K
R OMEWIGRS: R IR DI R FRE N & (2/3 ).,
SR XIIRARI AL T 37 B . 83.3%MEE (95%
AMEXIE 71.2%4% 95.5%) SE T Hidbhisfbsy, 4 ik
H (11.1%) RAEARTMH 3 %/4 %), MEEYZE (PR/CR;
RECIST 1.0) 4 83.3% (95% {5 X [i]; 71.2%% 95.5%),
IR N 50.0% (95% A fFIX [l 33.7%% 66.3%),
8 BATDXIATHETE T WG PRITSCIE R, A2 9975 BE S A 1
AN B S, - TR B P TS-1 807 38 T YA 7 =) s e 1) B
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Background:Fluorouracil-based chemoradiotherapy (CRT) is regarded
as a standard perioperative treatment in locally advanced rectal cancer.
We investigated the efficacy and safety of substituting fluorouracil with
the oral prodrug TS-1.

Methods:A multi-institutional (17 specialized centers), interventional
phase II trial, was conducted from April 2009 to August 2011.This study
is registered with UMIN-CTR, number C003396. For inclusion, patients
must fulfill the following requirements before neoadjuvant CRT:(i)
histologically proven rectal carcinoma; (ii) tumor located in the rectum
(upper,lower); (iii) cancer classified as T3-4, NO-3 and MO; Two cycles
of neoadjuvant CRT with TS-1 (100mg/m” on days 1-5, 8-12, 22-26, and
29-33) is administered, and irradiation (total 45Gy/25ft, 1.8Gy/day, on
days 1-5, 8-12, 15-19, 22-26, and 29-33) is performed. Total mesorectal
excision with D3 lymphadenectomy is performed during the 4" and 8"
week after the end of the neoadjuvant CRT. The primary end-point is rate
of complete treatment of neoadjuvant CRT. Secondary endpoints are
response rate of neoadjuvant CRT, short-term clinical outcomes, rate of
curative resection, and pathological response (grade2/3).

Results:This trial included 37 patients. A complete treatment of
neoadjuvant CRT was found in 83.3% of patients (95%CI;71.2-95.5%),
and an adverse event (grade 3/4) occurred in 4 patients(11.1%). A rate of
an overall downstaging (PR/CR;RECIST 1.0) was 83.3% (95%CI;
71.2-95.5%), and a pathologic response rate was 50.0% (95%CI;
33.7-66.3%).

Conclusion:Our prospective phase-II study demonstrated that a
neoadjuvant-synchronus TS-1+RT for locally advanced rectal cancer was
feasible in terms of pathological response and adverse events.
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566P HYFIHIMN S-1 (0S) SHEYPFHM-FIEMBE (XELOX) AT HBHIRE R ML EHEEH HRENL 1
B RBT
566P RANDOMIZED PHASE I STUDY OF OXALIPLATIN AND S-1 (OS) VERSUS OXALIPLATIN AND
CAPECITABINE (XELOX) IN PATIENTS WITH METASTATIC OR RECURRENT COLORECTAL
CANCER

D.Y. Zang, 1.J. Chung, H.-S. Oh, et al.

e BRI S-1 (0S) EREILHFIE KR AliE (XELOX)
A b7 LEW I 25 E i b B BT 3% o TV X e 25
BRI e A, BATERS a2 R kgt i B b idkT T
—IGBENL IT IR 5T

Jrid: Ok BB E NIRRT I H R Bk T AN AT S
F o 88 Wil M EBENLIEZ BV 130me/m i KA (3 1K)
Ins-180mg/m> (OS, AZL) BEHifbiE 2,000mg/m® (XELOX,
B4 LRHZY BB 1-14 K. & 21 RA—AJAH. HEE2
YRIT AR SR R Bl R AN TR I B F I R B
MEfRZ (ORR),

G BRIFUR MR AL S R B BB, PITRYT AL B R IR AT
8L, oA SR MR R 4 1 . EL M ZOWR &8 T A0 L P 43 B3 S
H 42%- 16%F1 42% (A ) LUK 58%. 22%F1 20% (B 4H),
AT HUR/NT 1 AR T 2 A E 4 LA R 53%F0 47%
(A 41 PLA 67%H133% (B 41). A 4133152 T 284 AN
K169y CFPALE 6, JEH 1-39); B 41#:5%2 T 298 M RWINIATTY
CPAZAE 5, JEF 1-19). 83 HiliE# (A 40 41 ], B 40 42
W) 52 T R TR SRR . SRR N MR RE [1/2/3/4
2=8/10/7/1 & (AD; 10/10/7/5 (B 1+ HFPERIAN M/ E [1
12/3/4 94=9/8/1/0 (A); 8/12/5/2 (B) ] FLUL [1/2/3/4 %=21/13/3/1
(A); 20/11/4/0 (B) 1+ FIEIFIZE [1/2/3 F=11/10/0 (AD; 11/8/3
(B) VHIFLLZERIE [1/2/3 =2/0/0 (A); 7/12 (B) 1. 33
] CR. 11 5] PR. 25 1 SD 1 2 il PD (A #41); 5 % CR. 13
5] PR. 16 ] SD 1 7 5] PD (B 41). fERlntEiair ABE, A
YR B AGAUF SRR AN 32.6% (95% AT {5 X [H]

18.6-47.4%) 1 40.0% (95%A[{5IX 8], 25.0-55.0%). 745k
TRk REIR 20508 6.7 N H (95%AI {5 IXA], 4.8-8.7 ™ H) (A)
8.0 NH (95%A[{EX [A], 6.3-9.6 NH) (B). H{rAAE W15
AR 19.0 NH (95%AM{EX R, 7.6-30.5 A~ H) (A Fi122.1 4>
H (95%m[{5 XA, 17.9-26.3 4 H) (B).

g0 XEERR Y], HEBMEE RS s EE T, 0S
1 XELOX 97 77 A R B =Pk R 1T
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Background:Combination oxaliplatin and S-1 (OS) or oxaliplatin
and capecitabine (XELOX) chemotherapy have shown significant
efficacy in advanced colorectal cancer. To evaluate those efficacy
and safety, we performed a randomized phase Il study in patients
with metastatic or recurrent colorectal cancer.

Methods:Eligible patients were those who had measurable lesions
and had no previous history of chemotherapy except adjuvant
chemotherapy. Eight-eight patients were randomly assigned to
receive oxaliplatin 130mg/m’ was administered intravenously on
day 1 and S-1 80mg/m* (OS, arm A) or capecitabine 2,000mg/m’
(XELOX, arm B) was administered orally on days 1-14. Cycles
were repeated every 21 days. Patients were treated until proved to
have disease progression or unacceptable toxicity. The primary
endpoint of the study was to assess the overall response rate (ORR).

Results:Characteristics of the patients were well-balanced between
arms, except for primary disease site, where the percentage of colon,
rectosigmoid, and rectum were 42%, 16%, and 42% (arm A) and
58%, 22%, and 20% (arm B), and number of metastatic organs,
where the percentage of less than 1 and more than 2 were 53% and
47% (arm A) and 67% and 33% (arm B). A total of 284 cycles
(median 6, range 1-39) in Arm A; 298 cycles (median 5, range 1-19)
in arm B were administered. Eighty-three (41 for arm A and 42 for
arm B) patients were evaluated for toxicity and response. The main
toxicities were thrombocytopenia [grade 1/2/3/4=8/10/7/1 patients
(A); 10/10/7/5 (B)], neutropenia [grade 1/2/3/4=9/8/1/0 (A);
8/12/5/2 (B)], anemia [grade 1/2/3/4=21/13/3/1 (A); 20/11/4/0 (B)],
peripheral neuropathy [grade 1/2/3=11/10/0 (A); 11/8/3 (B)], and
hand-foot syndrome [grade 1/2/3=2/0/0 (A); 7/1/2 (B)]. There were
3 CR, 11 PR, 25 SD and 2 PD (A); 5 CR, 13 PR, 16 SD and 7 PD
(B). The confirmed ORR in the intention-to-treat population was
32.6% (95% CI:18.6-47.4%) in arm A and 40.0% (95% CI,
25.0-55.0%) in arm B. The median time to progression was 6.7
(95% CI, 4.8-8.7) months (A) and 8.0 (95% CI, 6.3-9.6) months (B).
The median survival time was 19.0 (95% CI, 7.6-30.5) months (A)
and 22.1 (95% CI, 17.9-26.3) months (B).

Conclusion:These data suggest that both OS and XELOX regimens
are active and are well tolerated regimens in patients with metastatic
or recurrent colorectal cancer.
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528PD THE EFFECT OF CHEMOTHERAPY HOLIDAY ON THE OVERALL SURVIVAL OF PATIENTS
WITH ADVANCED COLORECTAL CANCER:A META-ANALYSIS OF RANDOMIZED TRIALS

A.A.L. Pereira, J.FM. Rego, P.M. Hoff, et al.

R AT RESEI (R W1 25 B B VR T 45 R R A
el TATIN H NS R PR S5 1 s B T LR AT &2
PPN 3 J 5 AT TR REATLN AR SS (RCTD AT AR Ge Mk [ml B
LR

Frig: BAVRGMATR T HA rE S H I B BENL AR S0y T Bk
I 0F Ji B S IR e K R Ak 5 AT v TR I B2 (] R U P A
RCT. 7E PubMed. Cochrane Library 1 2012 4 2 H i
ASCO/ESMO i EH TR . | 2 &l & H R i,
WIH LA, FREIE IR SR BB AR T 2525 0 #7 o
LR N PR RS (HRD, 35 95%m{FX 1A (CD —jtd
Fomo AR AT EHE Mg 5 TS, R 12
TeBAT RIS
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ERTHRIEAR, RO 1 BUERIRRD . SRR, R
ST H AT IRYT FEE AR L ] AR G2 B (R AR A R XU
=0.90, 95%n[{5 X [f]=0.82 & 0.99; p=0.03; 12 0%). 1 Jillf
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Background:The impact of the duration of chemotherapy on the
outcomes of patients with advanced colorectal cancer is
controversial. Our objective was to perform a systematic review and
meta-analysis of randomized controlled trials (RCT) that compared
chemotherapy continuously administered until disease progression
versus chemotherapy interruption in patients with metastatic
colorectal cancer.

Methods:We systematically searched for all RCT in which
metastatic colorectal cancer patients were randomized to continuous
therapy until progression or chemotherapy discontinuation after
maximal response or fixed number of cycles. Trials were located
through searches of PubMed, Cochrane Library and of
ASCO/ESMO abstracts up to February 2012. Two authors
independently extracted the data, and consensus was achieved when
there was disagreement. Meta-analyses were performed using
random-effects model. Hazard ratios (HR) were used for the
meta-analysis and were expressed with 95% confidence intervals
(CI). Statistical heterogeneity of data was evaluated with the
chi-square test, and expressed using the 12 index.

Results:Our search retrieved 42 RCT, of which five were eligible,
with 1815 patients included. The analysis of progression-free
survival (PFS) was not possible due to the different definitions of
PFS across trials. The median chemotherapy free interval in the
discontinuation group was 3.9 months. The pooled analysis of
overall survival included 1776 patients (one trial was not included
because it did not present extractable data). The metanalysis showed
a statistically significant survival benefit with continuously given
chemotherapy (HR=0.90, 95% CI=0.82 to 0.99; p=0.03; 12 0%) in
comparison to chemotherapy holiday strategy. Quality of life was
reported in one trial and no difference was found in it.
Conclusions:Chemotherapy delivered continuously until tumor
progression appears to be associated with a modest but significantly
better survival in patients with advanced colorectal cancer over
chemotherapy interruption. Continued therapy may be available for
selected patients with more aggressive disease.

BAERIR B E T AN ETR, (S, SORA T RS #Uk



550P TP. TS F DPD {EX-FIEAEME YR (XELOX) XFH. S-FURmMEm/ T H RS (5-FU/LV) #ErERR)

BT AT IS 5 6T 45RO FE TR A 3R -

5 NO16968 (XELOXA) BIA¥ibric s £ 5

550P TP, TS AND DPD AS POTENTIAL PREDICTORS OF OUTCOME FOLLOWING CAPECITABINE
PLUS OXALIPLATIN (XELOX) VS. BOLUS 5-FLUOROURACIL/LEUCOVORIN (5-FU/LV) AS
ADJUVANT THERAPY FOR STAGE IIT COLON CANCER:UPDATED BIOMARKER FINDINGS FROM
STUDY NO16968 (XELOXA)

H.-J. Schmoll, J. Tabernero, J.A. Maroun, et al.

e 755 NO16968 1, XELOX FHT 1L W4k msmishvasy
MG AATF ] (DFS) FAAE(FH] (OS) BT S-FULV i
[Schmoll 2 A\, ASCO GI 2012]. 3 P bl : M1 i BR AL B (TP).
PR G (TS) R _ZmEne UM (DPD), HA il & s
WE VAT I A R/l e A (9 . BATTVPAh T34k TP. TS
1 DPD {5 585745 % (DFS H10S) 2 & A1k

Jrige 11 W45l 85 5% XELOX ¥897 (8 ANAW, 24 D
o} 5S-FU/LV #E4: G2 HT, 6 AN, 24 ;5 Roswell Park, 4
AN, 32 FD ¥RIT . EEWIFRL A DFS; REL SRR
TR ERUR AR . A a4, JEid RT-PCR
& TP TS Al DPD RikAKF, LA/ AWE: ™ CRF
DD & CNFAALAED .

SR, EWE Y AR 498 (26%) /1886 I N 41 & ¥
(XELOX, n=242; 5-FU/LV, n=256). L&k N\ 4t 22HE
JHRIERIE . SERE A RPE (DFS #1 OS) 5 :HF50 ABEFHILL
DFS (1) Cox [AA43HT Al 2 L3k . 76 XELOX yAyr 4l MiiE
DPD 1 TP /KK TP/DPD LU % = 25 1) DFS 38 003
1€ 5-FU/LV {897 43 MEZRX—30R .
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gy T 2 DIkk 11 A4 i B R i et L it . 4
5-FU/LV 1741+, DPD /KFRIZ, R RIJCAH G o X £ din$
TNIX SR AT BEAE O XELOX 1697 TN ARC Y, 1B H wr Ta97
PRAEWTCAER,  F5 AT ATIE PRI .

Background:In NO16968, XELOX was superior in terms of
disease-free survival (DFS) and overall survival (OS) to bolus
5-FU/LV as adjuvant therapy for stage III colon cancer [Schmoll et
al. ASCO GI 2012]. Three key enzymes appear to have the potential
to predict efficacy and/or safety of fluoropyrimidine-based
treatment:thymidine phosphorylase (TP), thymidylate synthase (TS),
and dihydropyrimidine dehydrogenase (DPD). We evaluated the
association between baseline TP, TS and DPD and outcome (DFS
and OS).

Methods:Patients (pts) with stage III colon cancer received either
XELOX (8 cycles, 24w) or bolus 5-FU/LV (Mayo Clinic, 6 cycles,
24w; Roswell Park, 4 cycles, 32w). The primary study endpoint was
DEFS; secondary endpoints included OS. TP, TS and DPD expression
levels were determined in formalin-fixed, paraffin-embedded tissues
by RT-PCR, and the median used as a cut-off point:high (above
median) vs. low (below median).

Results: The biomarker population included 498 (26%) of 1886 pts
entered (XELOX, n=242; 5-FU/LV, n=256). Baseline demographics,
tumour characteristics, cancer history and efficacy (DFS and OS)
were similar to those in the main study population. Cox regression
analysis for DFS is shown in the table. In the XELOX group pts
with low tumour DPD and TP levels and a high TP/DPD ratio
appeared to have significantly better DFS; this effect was not
observed with 5-FU/LV. XELOX 5-FU/LV Covariate (high vs. low)
HR 95% CI p value HR 95% CI p value DPD 2.45 1.55-3.86 0.0001
0.69 0.47-1.00 NS TP 1.73 1.10-2.72 0.0186 0.81 0.55-1.18 NS TS
0.90 0.58-1.40 NS 0.91 0.62-1.33 NS TP/DPD ratio 0.54 0.34-0.86
0.0091 0.76 0.51-1.13 NS

Conclusions:These exploratory findings suggest that low tumour
levels of DPD may be predictive for XELOX efficacy when given as
adjuvant therapy in pts with resected stage III colon cancer. There
was no correlation between DPD levels and outcome in the 5-FU/LV
group. These data raise the possibility of predictive markers for
XELOX but, until validated prospectively, would currently not have
arole in treatment decisions

XELOX 5-FU/LV
?ox?fr ii (liig'%I; v[:st lj)[iv; /HR 95% CI p 18/ p value HR 95% CI p 18/ p value
DPD 2.45 1.55-3.86 0.0001 0.69 0.47-1.00 NS
TP 1.73 1.10-2.72 0.0186 0.81 0.55-1.18 NS
TS 0.90 0.58-1.40 NS 0.91 0.62-1.33 NS
TP/DPD Lt 0.54 0.34-0.86 0.0091 0.76 0.51-1.13 NS
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AGE DEPENDENT INCREASE IN MEDIAN AND LONG-TERM SURVIVAL IN 29 628

METASTATIC COLORECTAL CANCER (MCRC) SCANDINAVIAN PATIENTS DURING THE PAST TWO
DECADES

C. Qvortrup, M. Cvancarova, B. Glimelius,et al.
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Background:In mCRC studies, median survival has increased from
6-8 months to above 20 months during the last decades. Uncertainty
exists whether this improvement in survival is also seen in a general
mCRC population or in selected subgroups.

Methods:Survival data from patients with synchronous mCRC were
collected from Norwegian (1980-2008), Swedish (1996-2008,
Uppsala/ Orebro and Stockholm) and Danish (2001-2009) cancer
registries. Survival was modeled using Kaplan-Meier method and
the differences assessed with log-rank test.

Results

A total of 18114 Norwegian, 6477 Danish and 5037 Swedish
patients were identified. The percentage of stage IV, Norwegian
CRC patients at initial diagnosis was 22% and unchanged during the
study period. From 1980-85 to 2006-08, median survival increased
from 5 months (95% CI 4.7-5.3) to 10 months (95% CI 9.1-10.9) for
Norwegian patients. Three-year survival increased from 7% to 21%
(p<0.001) and five-year survival from 4% to 9% (p<0.001) in the
same period. Younger patients had significantly higher median and
long-term survival, and the increase in survival in recent years was
much higher for younger patients. For age groups <60 years, median
survival has doubled from 8 to 16 months and the most recent
survival estimates were 14% (5-year) and 28% (3-year). A similar
improvement in median survival and 3-year survival was seen in
Sweden (8 to 11 months and 11% to 21% (p<0.001) from 1996-2001
to 2006-2008 and in Denmark (7 to 10 months and 12 to 18%
(p<0.001) from 2001-2005 to 2006-09). No increase in survival was
observed in patients above 80 years.

Conclusions:The study shows a marked improvement in median
and long-term survival from 1980 to 2008 in an unselected
population of patients with synchronous mCRC. We believe this
survival benefit mainly reflects increased use of more effective
systemic therapy. Median and long-term survival were highly
dependent on age at diagnosis, as the recent improvement in survival
was most pronounced for younger patients.
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597P OVERALL SURVIVAL IN METASTATIC COLORECTAL CANCER (MCRC) PATIENTS
RECEIVING 2"’-LINE THERAPY:A SYSTEMATIC REVIEW

A.L. Martin, Y. Xu, K. Knopf, et al.
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Background:Currently, oxaliplatin or irinotecan-based regimens are
the standard of care (SOC) in 1%- and 2"-line therapy of mCRC,
often combined with bevacizumab or an EGFR inhibitor. A
systematic literature review was conducted to address gaps in the
current evidence and gain an understanding of the clinical efficacy
of 2"-line chemotherapy in patients with mCRC.

Methods:Searches were conducted in EMBASE, PubMed,
CENTRAL, and key congresses using keywords for CRC and
chemotherapy to identify relevant randomized trials assessing
2""line clinical efficacy, published between 1992 and April 2012.
Results: Twenty-three primary trials evaluating 2™-line treatment of
mCRC were identified for inclusion. Chemotherapeutic agents
investigated included irinotecan monotherapy (k=11), FOLFOX4
(k=6), FOLFIRI (k=4), IROX (k=3), irinotecan/5-FU/FA (k=3) and
IRIS (k=1). FU-based regimens were the most common prior
therapy, with 13 studies reporting that 100% of patients received FU
as 1°-line therapy for metastatic disease. Eight studies excluded
patients who previously received irinotecan. Of the included studies,
the VELOUR trial, comparing aflibercept+FOLFIRI versus
FOLFIRI, was the only trial evaluating the current SOC (FOLFIRI
based regimens) in patients who received oxaliplatin-based
chemotherapy as a 1%-line agent. Overall survival (OS) ranged from
6.4 to 18 mos across studies. The addition of specific targeted agents
to chemotherapy regimens demonstrated significant incremental
survival gains. Addition of bevacizumab to FOLFOX4 in the 2" Jine
setting was associated with a median OS of 12.9 mos, compared
with 10.8 mos for FOLFOX4 alone. Similarly, the addition of
panitumumab to FOLFIRI improved median OS from 12.5 mos to
14.5 mos in KRAS wild type patients and addition of aflibercept
improved median OS from 12.1 mos to 13.5 mos.

Conclusions:OS in 2™-line trials showed significant survival gains
when targeted agents were added to chemotherapy regimens.
However, variability in treatment choices, prior chemotherapy
regimen, patient selection and study approaches may hamper efforts
to conduct reliable pooled analyses on outcomes to examine
comparative effectiveness. VELOUR was one of the few trials that
investigated patients who had received the current SOC in their
1*-line therapy.
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589P SURVIVAL ANALYSIS OF 1,061 PATIENTS WITH SYNCHRONOUS COLORECTAL HEPATIC
METASTASES

J. Xu, Y. Zhong, D. Zhu, et al.
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Objectives:To investigate survival and to identify prognostic factors
in patients with synchronous colorectal hepatic metastasis.
Methods:Clinical, pathologic and follow-up data were
retrospectively collected from 1,061 consecutive patients treated for
synchronous colorectal hepatic metastases at Zhongshan Hospital
between 2000 and 2010. The prognostic values of different factors
were studied through univariate and multivariate analyses.
Results:For patients with resectable hepatic metastases, the total
expense per patient in the simultaneous resection group was lower
than that in the staged resection group (25,693 RMB vs. 34,129
RMB, P<0.050), and there were no significant differences in the
complication rates (24.5% vs. 20.5%) or median overall survival
(48.5 vs. 47.0 months) between the simultaneous and staged
resection groups. For patients with unresectable hepatic metastases,
resection of the primary tumor was associated with improved
median overall survival (19.0 vs. 9.3 months, P<0.001). Six factors
were found to be independent predictors of poor survival by
multivariate analysis:a poorly differentiated primary tumor, number
of hepatic metastases>4, maximum hepatic metastasis size>5Scm,
extra-hepatic metastases, no resection of the primary tumor and no
surgical treatment of hepatic metastases. Giving one point to each of
the above factors, all of the patients were divided into low-risk (0-1
points), medium-risk (2-3 points) and high-risk (4-6 points) groups
with S-year survival rates of 51%, 16% and 0%, respectively
(P<0.001).

Conclusions:Simultaneous resection of the primary tumor and
hepatic metastases were accepted as prognostic factors in patients
with resectable synchronous colorectal hepatic metastases. Resection
of the primary tumor was recommended at the right time for
asymptomatic patients with unresectable hepatic metastases. A
prediction model using the above six factors can be used to guide the
clinical management of patients with synchronous colorectal hepatic
metastases.
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WHAT TO CHOOSE AS RADICAL LOCAL TREATMENT FOR LUNG METASTASES FROM

COLO-RECTAL CANCER:SURGERY, RADIOFREQUENCY ABLATION OR STEREOTACTIC
RADIOTHERAPY?

R. Schlijper, D. De Ruysscher, J.P. Grutters, et al.
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Background:Long-term survival can be obtained with local
treatment of lung metastases from colorectal cancer. However, it is
unclear as to what the optimal local therapy is:surgery,
radiofrequency ablation (RFA) or stereotactic radiotherapy (SBRT).
Methods:After a systematic review, 27 studies were included
matching with the a priori selection criteria, the most important
being at least 50 patients and a follow-up period of>24 months.
However, no SBRT studies were eligible. The review was therefore
conducted on 4 RFA and 23 surgical series.

Results:Four of the surgical studies were prospective, all others
were retrospective. No randomized trial was found. The reported
data differed between the studies, which led to difficulties in the
analyses. Treatment-related mortality rates for RFA and surgery
were 0% and 1.4-2.4%, respectively, whereas morbidity rates were
reported inconsequently but seemed the lowest for surgery. Weighted
2- and 5-year survival were 69.6% and 40.7% for RFA and 76.5%
and 44.9% for surgery.

Conclusion:Due to the lack of phase III trials, no firm conclusions
can be drawn, although most evidence supports surgery.
High-quality trials comparing currently used treatment modalities
such as SBRT, RFA and surgery are needed.
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5190 FINAL RESULTS OF AUSTRALASIAN GASTRO-INTESTINAL TRIALS GROUP (AGITG) ARCTIC
STUDY:AN INTERNATIONAL AUDIT OF RALTITREXED FOR PATIENTS WITH CARDIAC TOXICITY
INDUCED BY FLUOROPYRIMIDINES (FP)

T. Price, K. Wilson, R.J. Simes, et al.
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Background:Cardiac toxicity (CT) is an uncommon but potentially
fatal side effect of FP. The incidence of further CT if the same
chemotherapy is continued is

reported to be 20%*. Management of these patients remains poorly
defined and options include continuing same dose/schedule of FP,
adding a nitrate and calcium antagonist, switching administration
schedule of FP, or substituting with raltitrexed, the later based
primarily on case reports.

Methods:AGITG and OCTO (Oncology Clinical Trials Office —
Oxford) members identified patients who had CT from FP, and were
subsequently switched to raltitrexed. CT included angina,
myocardial infarct (MI) or arrhythmia. A coronary angiogram was
not mandatory.

Results:42 patients were included in this clinical audit. Cancer
diagnoses included colorectal (39pts), oesophageal (2) and
ampullary carcinoma (1). Median age-62 years (range 36-81). 27
patients (64%) were male. Median number of cycles prior to
switching to raltitrexed was 2 (range 1-11). FP regimens included
FOLFOX, CAPOX, continuous infusion SFU, ECF, capecitabine
alone. 40 patients had angina, 5 MI, and 2 arrhythmia with some
patients experiencing >1 event at that time. 8 patients experienced
two separate CT events, and 2 had 3 events prior to switching to
raltitrexed. Following CT, 9 patients received raltitrexed alone, 32
received raltitrexed in combination with other agents or radiotherapy
and one received raltitrexed alone followed by combination. Median
number of raltitrexed cycles was 6 (range 1-21). One patient (CT
rate 2.4%, 95% CIL:0.1-12.3) experienced a potentially related
cardiac event (acute arrhythmia 5 mths into therapy) after switching
to raltitrexed, a CT rate significantly lower than the 20% reported
when continuing FP (exact binomial test p=0.004).

Conclusion:The rate of recurrent CT after switching from FP to
raltitrexed was low. The strategy of switching to raltitrexed may
represent an acceptable option for patients that are deriving a benefit
from FP based chemotherapy but in whom cardiac toxicity is a
concern. (* Jensen SA et al. Cancer Chemotherapy & Pharm.
58:487-93, 2006).
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5210 DEFICIENT MISMATCH REPAIR (DMMR) AND BRAF MUTATION (MT) STATUS IN PATIENTS
(PTS) WITH METASTATIC COLORECTAL CANCER (MCRC):A META-ANALYSIS OF THE CAIRO,
CAIRO2, COIN AND FOCUS STUDIES

S. Venderbosch, T. De Haan, D.A.M. Heideman, et al.
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Introduction:In stage II-III CRC the overall incidence of BRAF mt
and dMMR is 8% and 10-20%, resp. The incidence of BRAF mt in
sporadic dMMR is high (24%, Roth et al., JCO 2010), and BRAF
mt, in contrast to dMMR, has a negative prognostic value. The
incidence of dAMMR and BRAF mt in mCRC is approx. 4% and 8%,
resp. No data from large series of mCRC pts are available on the
prognostic value of BRAF mt in combination with dMMR.
Methods:We performed a meta-analysis of 4 mCRC trials:CAIRO,
CAIRO2, COIN and FOCUS. The primary outcome measure was
the hazard ratio (HR) for progression free survival (PFS) and overall
survival (OS) in relation to BRAF and MMR status. For the
meta-analysis a cox regression analysis was performed on individual
pt data.

Results:In total 3064 pts were analysed, of whom 151 (4.9%)
exhibited dMMR, and 263 (8.6%) BRAF mt. A BRAF mt was
observed in 211 (7.2%), and 52 (34.4%) of the pts with a proficient
mismatch repair system (pMMR) and dMMR, resp. PFS was
significantly worse for dAMMR vs. pMMR pts (HR 1.22; 95% CI,
1.03-1.46), but not OS (HR 1.13; 95% CI, 0.94-1.36). PFS and OS
were significantly worse for BRAF mt vs. BRAF wildtype (wt) pts
(HR 1.28; 95% CI, 1.12-1.46 and HR 1.81; 95% CI, 1.57-2.09,
resp.). Within the pMMR group, BRAF mt pts had a significantly
worse PFS and OS compared to BRAF wt pts (HR 1.32; 95% CI
1.09-1.61, and HR 1.88; 95% CI 1.53-2.30, resp.). Within the
dMMR group no significant differences were found for PFS and OS
in BRAF mt pts vs. BRAF wt pts (HR 1.05; 95% CI 0.65-1.68, and
HR 1.49; 95% CI 0.91-2.43, resp.). Within the BRAF mt group PFS
and OS were not significantly different between pMMR and dMMR
pts (HR 0.96; 95% CI 0.63-1.47, and HR 1.03; 95% CI 0.67-1.59,
resp.). Within the BRAF wt group, PFS and OS were not
significantly different for pMMR vs. dJMMR pts (HR 1.32; 95% CI
0.99-1.75, and HR 1.22; 95% CI 0.90-1.65, resp.).

Conclusion:In this meta-analysis of mCRC pts we observed a
higher incidence of BRAF mt in dMMR than reported for
early-stage CRC pts. In mCRC pts, dMMR is associated with a
worse PFS compared to pMMR. The prognostic role of BRAF mt in
mCRC is restricted to pMMR pts. Our data confirm the worse
prognostic value of BRAF mt vs BRAF wt.
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1191PD  Crizotinib £ ROS1 FE X EHEAIHEHHAE /N B il (NSCLC) S IR VEA (oo 103
1329V (KFEHED /C OBED /B CDURERESD IGT7E M D (Z b3 /G GEivifibi) /B 5 D/C/B

AH ECATE by i I s e B 1 AR IR /N0 e (NSCLC) 3697 2 ity BENL T IIBFST oo 104
1327 — D0 AR bR 40 P il 5 5 45 T VR - 22 DG At F8- DUAER S bUds A7 J Al F DUARBR S poRn 8% 5 fih 26 4

ERG7 0 OHIRREG . H A XL T LRI 0903 <ot 105
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1254P  EGFR RAZH AL/ bR 8 3 Im IR 45 R EIC B #T: — TR
1254P POOLED ANALYSIS OF CLINICAL OUTCOMES FOR PATIENTS WITH EGFR MUTATIONS IN
NON-SMALL-CELL LUNG CANCER:AN UPDATE

L.Paz-Ares D.Souliéres B.Klughammer, et al.

B 7E 2010 4, i T — W FEGFRIEAL L I R &5 R [ 4H
MY, EGFR TKIBLT: S EGFR 5838 B 1 (11 3k /N 41 i
il (NSCLC) M BuRIT 24 fEXIHRE 2 )5, XRAT
WL AR CELFE R IRITUIG RIS » Ak B i AcE s
T—f5e FrUUHMT T —BUE B0, B AP EGFRIEAZRH
PENSCLCHIIRYT HRAL—AN T A1 i B 45

Friks W SCERIS R AR T S A BT s ek
B JE1BIT ) EGFR 5848 FME NSCLC #5 Tt A1 (PFS)
M BER S FE SC VI WIRF5/mUmvE ) 5 FF B I e e
BRIEATERER R KM ICIRE T mACE 455, Wb 47 PFS.
TERIET TR, SFas RETIER, JFROER AT (fR
BAMEIXAD o B AP SUAEAS T N @) AT X S P A7 PFS.
MPFS (4= #) #EAT T4 : MPFS (4 #8) =I/N (£ #)
YNGHMPFS(i)o K i 2 B0 5 2% i £ 1) w] REVEREAT T PFAk . o
RIHEATHEAUR S . B 5 Rk 1.

EER . BARRIET 20 BT IFSY (n=984; Z Wi n=375[1]) . 27
BB RWEFY (n=735; Z B n=365[1]) 1 56 Hi7 LB JEWI 9%
(n=1843; Z 7l n=1069[1]) . X T EIT4k, SHITHLL, 2
Fh EGFR TKI J897 )5 i PFS # K (ILEH%)

0. e X 34EN, ZIEEITIR CLAE EGFR 2848 fHYER
NSCLC &% EGFR TKI J7yERHT TPl . yE 37 i Bl
SRR TIZEE WA RYT 8 RS, #iil T %8S WAL
EGFR TKI 7V A5 M s b K164y, UL RAE N —ZiRTT
#5240} . [1] Paz-Ares J Cell Mol Med 2010

EGFR 75 BH 4 il 8 A5 2 (W) Fh AL PES T8 (95% L4 X [R] )

Background:In 2010, the results of a pooled analysis examining the
correlation of EGFR mutations with clinical outcome were reported
[1]; EGFR TKIs appeared to be the most effective treatment for
EGFR mutation-positive NSCLC. Since this report, more trials
(including large controlled phase III studies) have been published,
doubling the number of eligible patients. An updated analysis was
carried out to provide a comprehensive dataset assessing the
treatment of EGFR mutation-positive NSCLC.

Methods:Congress reports and papers reporting progression-free
survival (PFS) for EGFR mutation-positive NSCLC treated with
chemotherapy, erlotinib or gefitinib (phase /111
studies/retrospective analyses) were identified in a literature search
and checked for duplication. Most papers report high level results e.g.
median PFS. Calculations were based on simplifying assumptions to
allow for pooling of results and to obtain an accuracy estimate
(surrogate for confidence intervals). The pooled median PFS,
MPFS(all), was estimated by a study-size N (i) weighted
average:MPFS(all)=1/N(all)> N(i)MPFS(i). = The potential for
publication bias was assessed using funnel plots. Permutation testing
will be carried out. For full methodology see [1].

Results:Data were included from 20 chemotherapy studies (n=984;
updated from n=375 [1]), 27 erlotinib studies (n=735; from n=365
[1]), and 56 gefitinib studies (n=1843; from n=1069 [1]). Longer
PFS was seen with both EGFR TKIs compared with chemotherapy
across treatment lines (Table).

Conclusion:In the past three years, several important studies have
examined EGFR TKI therapy in patients with EGFR
mutation-positive  NSCLC. This updated dataset provides a
comprehensive picture of treatment outcomes in this patient subset,
confirming that this subgroup derives a greater benefit from EGFR
TKIs than from conventional chemotherapy, especially when
administered as first line. [1] Paz-Ares J Cell Mol Med 2010

Pooled median PFS (95% accuracy interval) for patients with EGFR mutation-positive tumours

JEVH JE FL2 iR 7 /Single-agent erlotinib

FTA 1697 26/All lines of therapy (n=735)

12.4 4~ J1/12.4 months (11.6-13.4)

* g —2RRYT /*Predominantly first-line (n=354)

12.0 /> H/12.0 months (10.8-13.3)

F AR JB B 257577 /Single-agent gefitinib

FT A 1697 26/All lines of therapy (n=1843)

9.3 4~ /9.3 months (8.9-9.8)

* 3 PLE—2 VA Y7 /*Predominantly first-line (n=716)

9.3 4~ 1/9.3 months (9.0-10.5)

97 (I fEfE 248 £ 259477 ) /Chemotherapy (may be single- or
treatment)

multiple-agent

FTA V897 26/Al lines of therapy (n=984)

5.6 4~ H/5.6 months (5.3-6.0)

* 32 B — 2R VA7 /*Predominantly first-line (n=868)

5.6 4~ H/5.6months (5.5-6.2)

* LR ERIRIT IR IR AT 90%I1 B E B —ZRIRYT
*Predominantly first-line is >90% of patients treated in first-line setting
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12260 JE#ERAEEL &L yTIRT BRI/ NI MR (NSCLC) BIBEAL. ZZRFRIXH L 111 ] FASTACT-2
BRI R A S £ (08)
12260 BIOMARKER ANALYSES AND OVERALL SURVIVAL (OS) FROM THE RANDOMIZED,
PLACEBO-CONTROLLED, PHASE 3, FASTACT-2 STUDY OF INTERCALATED ERLOTINIB WITH
FIRST-LINE CHEMOTHERAPY IN ADVANCED NON-SMALL-CELL LUNG CANCER (NSCLC)

T.S.K. Mok, J.S. Leg, L. Zhang, et al.

TRt FASTACT-2 J& Tyl NSCLC —Ziayr IBENL. 2L
FGHHE L T IRESY, ABFCIAR] T H & A, By A8 Bk
e e 5 Bk A L a] DLUR 3 IE K PRS: R ALAE 2> 51 K 7.6
ALY 6.0 4 H; HR=0.57; p<0.0001 (Mok et al. ASCO 2012) .
BAIIE AWIFTR) OS g5 K AWhnic 5 PFS KA.
FiiE: KVAST IIB/AIVIYINSCLC HECOG PSR4 0/1 431 23
R THZ 6 AMFFNH T (1,250 mgm®, % 1 KAE 8
o) +HHZEZ CREIAUC=S 50541 75 mg/m?, %5 1K) , qdw,
It HASEAS T ey B Jeé (150 mg/ R, 45 15-28 K; GC-E; n=226)
s B (GC-P; n=225) Y7 . TCHEJERIEE 2 Lk B B
GRIFVMERE VAT, FREE it R AN 2 Rt Ese T,
SR AR RE A AE PO SIS = AT A O R, BARSG
WHFATF: EGFR5EAS; KRASZEAR[HR A FH 2k T PCRAGKL I J7 i
(COBAS) 1; i H B4l 234k 247 8 ERCC1 Kix (IHC;
PEBIMED + DGR 24387 (FISH) I 2 EGFRIE K% T1 %
EGFR IHC.
8. OS HE AR5 (k%) 2011 4E 10 /I, GC-E 4 A1 GC-P
WA 45.1%F0 52.4% 1) EE KAEFS) , WSS GC-E 4
] OS 5 GC-P 4lMHLLAEKMEH: HR=0.78 (95%CI
0.60-1.02) : p=0.0686: H{fEHAMIN 18.3 MHE 149 M,
B PRALEIER] 2012 4E 6 A1 OS B sl . 7E 451 fil B4,
3L 283 B (62.7%) AL T M TAWFs i i idEA, T~
TR T BAMAHAC Y AER EGFR 8425 (WT) WAAKAY
Fric¥) 5 PFS IAHICE
. SIS R R, EGFR KA (Mut+) W4I7E K5
JeR WA T, RT3 T BRI PFS #ikk. ERCCI IHC+
RAWE GC-E 411 PFS KT GC-P 4145 5]k, BIfliJ& 4 EGFR
WT ARA& S EE .

Background:FASTACT-2 is a randomized, placebo-controlled,
phase 3 study in first-line advanced NSCLC, which met its primary
endpoint of significantly prolonged PFS with intercalated erlotinib
and chemotherapy:median 7.6 vs 6.0 months; HR=0.57; p<0.0001
(Mok et al. ASCO 2012). We report OS results and correlations of
biomarkers with PFS for this study.

Methods:Patients (pts) with untreated stage IIIB/IV NSCLC and
ECOG PS 0/1 received up to 6 cycles of gemcitabine (1,250mg/m’
on dl & 8) plus platinum (carboplatin AUC=5 or cisplatin 75mg/m’
on d1) q4w, with either intercalated erlotinib (150mg/day on d15-28;
GC-E; n=226) or placebo (GC-P; n=225). Pts without progression
received maintenance erlotinib or placebo until progression,
unacceptable toxicity or death. Provision of tumour samples was
encouraged; tests were conducted at a central laboratory and
prioritized as follows:EGFR mutation; KRAS mutation (both by
PCR-based  test [COBASY)); ERCC1 expression by
immunohistochemistry (IHC; median cut-off); EGFR gene copy
number by fluorescence in-situ hybridization (FISH); and EGFR
IHC.

Results:OS data are not fully mature yet (45.1% and 52.4% of pts in
GC-E and GC-P arms with event, respectively, in Oct 2011), but a
trend towards prolonged OS with GC-E vs GC-P was
observed:HR=0.78 (95%CI 0.60-1.02); p=0.0686; median 18.3 vs
14.9 months. Updated OS data with June 2012 cut-off will be
presented. A total of 283/451 pts (62.7%) provided samples for
biomarker analyses. The table shows correlations with PFS for the
overall biomarker populations and the EGFR wild-type (WT)
subgroup.

Conclusions:As expected, the EGFR mutation-positive (Mut+)
subgroup had the strongest PFS benefit with intercalated erlotinib
and first-line chemotherapy. ERCC1 IHC+status was also associated
with longer PFS with GC-E vs GC-P, even in pts with known EGFR
WT status

kRG240 /Biomarker subgroup PFS ] HR(95%CI)/HR for GC-E vs GC-P [{f'fi7 PFS, H/Median | p-fii
PFS(95%CI) PFS with GC-E vs GC-P, /p-value

EGFR Mut+(n=97) 0.21 (0.12-0.35) 15.6 vs 6.9 <0.0001

EGFR WT (n=136) 0.95 (0.67-1.34) 7.1vs5.9 0.7511

KRAS Mut+(n=21) 0.63 (0.25-1.58) 6.0 vs 4.5 0.3169

KRAS WT (n=202) 0.51 (0.37-0.70) 8.0 vs 6.8 <0.0001

EGFR WT #1 KRAS Mut+(n=21) /EGFR WT and

KRAS MutHm=21) 0.63 (0.25-1.58) 6.0 vs 4.5 0.3169

EGFR WT 1 KRAS WT (n=109)/ EGFR WT and 5

KRAS WT (n=109) 1.01 (0.68-1.49) 6.6 vs 6.5 0.9609

ERCC1 IHC+(1n=70) 0.51 (0.30-0.85) 9.0 vs 5.4 0.0091

ERCC1 IHC- (n=71) 0.65 (0.39-1.08) 7.6vs7.2 0.0931

EGFR WT Fl ERCC1 IHC+(n=37)/ EGFR WT and 5

ERCCI IHC+(n=37) 0.55 (0.27-1.12) 7.6vs 4.6 0.0941

EGFR WT #1 ERCC1 IHC- (n=38)/ EGFR WT B}

and ERCCI THC-. (n=38) 1.10 (0.56-2.18) 73vs7.2 0.7751

EGFR FISH+(n=34) 0.26 (0.11-0.64) 129vs5.9 0.0017

EGFR FISH- (n=48) 0.67 (0.37-1.22) 7.5vs56.0 0.1880

EGFR WT 1 EGFR FISH+(n=11)/ EGFR WT and g

EGFR FISH+Hu11) 0.69 (0.18-2.68) 7.8vs7.6 0.5865

EGFR WT Fl EGFR FISH- (n=31) /EGFR WT

and EGFR FISH_ (n=31) 0.90 (0.42-1.92) 7.0vs5.7 0.7795

EGFR IHC+(n=76) 0.51 (0.31-0.86) 8.1 vs 6.0 0.0091

EGFR IHC— (n=37) 0.40 (0.18-0.88) 10.2vs 6.7 0.0179

EGFR WT # EGFR IHC+n=38) /EGFR WT and i

EGFR IHCHn=38) 0.83 (0.42-1.63) 74vs5.8 0.5842

EGFR WT F1l EGFR THC— (n=22) / EGFR WTand

EGER IHC- (n=22) 0.48 (0.18-1.29) 7.8vs7.2 0.1305
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A4 EURTAC R i EGFR &2 {6/ N fafiiiie (NSCLC) B FIAEBE AT 1E F 22 F B A2 H] (0S):

EGFR L858R. EGFR T790M. TP53 R273H Al EML4-ALK (V3)
LBA31 CONCOMITANT ACTIONABLE MUTATIONS AND OVERALL SURVIVAL (OS) IN
EGFR-MUTANT NON-SMALL-CELL LUNG CANCER (NSCLC) PATIENTS (P) INCLUDED IN THE
EURTAC TRIAL:EGFR L858R, EGFR T790M, TP53 R273H AND EML4-ALK (V3)

R.Rosell1, B.Massuti Sureda, C.Costa,et al.

W 7E2012 4F 4 ARt 0N, ZEBEHL I ] EURTAC
W, fE 0 EGFR 5848BHE NSCLC BRI H 1 —4iBTT
JEEE e S T A L v UEK T RE AT (PFS) (HR, 0.34;
P < 0.0001). @AAFH (OS) AN ZER[22.9 M~HE 20.8
NH (m) .

JiiE: i} EURTAC R¥H 95 1 234 I0VA 7 /i R AEAS A
T EGFR T790M Fl TP53 %848 . EML4-ALK 5} {vi f1 BIM mRNA
FKiIL, RHSIRREEF2Z RAHIE.

R I 37.89%. 24.21%F1 15.8%[1 3 EH T790M.
TP53 il EML4-ALK 28748, 55.8% 3511 BIM 1A /K a8,
FREEKT, 31.6% 85 1) BIM Rk A KT fERESALIT I 45
BT, 86.7% B ek BN A X 52 T EGFR TKI JAYT -
RS2 U R eI T IR TR, /K BIM 58 H s 10 S 2 i
#Z (ORR) N 87.5%, MEHZE/AKT BIM FIEEL K ORR Ky
34.6%; IT 4 ORR 73510 11.1%F1 14.2% (P=0.0002). 7E
TG T790M AW Jeis B R g, /KT BIM RIEEH
ORR 4 100%, {&AEE/KF BIM £ikHBE &N ORR N 352%
(P=0.01). Z& w4 R, IUE#E e (HR, 0.36; P < 0.0001)
FE /KT BIM %1% (HR, 0.55; P=0.03) & PFS ZEK[WFRiCY) .
EE/KT BIM E£IEREEF, T790M 5238 3410 0S 4 40.1
A, FEEFEKE BIM RIEEE T, T790M 845 51
0S Hj 15.4 N H (P=0.04) . 7E4L 45 T790M. TP53 Fil EML4-ALK
[ 2275 B4 T, AN 7K T BIM 74 & OS #EK: 47104 (HR
0.47; P=0.02).

g8 FAIIEFTEE FnT LA LUE 5 /7 /£ EGFR T790M 5845
1 BIM Rk AT LRI e v . Har, FRATIELE &h—
T IX LR IS IR AR IR -

B AR BB 80

Background:At the final cutoff of April 2012, in the randomized
phase IIT EURTAC trial, erlotinib improved progression-free survival
(PFS) in comparison with chemotherapy as first-line treatment in
European p with EGFR-mutation-positive NSCLC (HR, 0.34; P <
0.0001). No differences were observed in overall survival (OS) (22.9
vs 20.8 months [m]).

Methods:We have assessed EGFR T790M and TP53 mutations, the
EML4-ALK translocation and BIM mRNA expression in pretreatment
tumor samples of 95 p from the EURTAC trial and correlated our
findings with outcome.

Results:Concomitant T790M was found in 37.89%, TP53 in 24.21%
and EML4-ALK in 15.8% of p. BIM expression was low or
intermediate in 55.8% of p and high in 31.6%. 86.7% of the 45 p
receiving chemotherapy had crossed over to receive EGFR TKIs at the
time of progression. In p treated with erlotinib, overall response rates
(ORR) were 87.5% in p with high BIM expression and 34.6% in p
with low/intermediate BIM; ORR in the chemotherapy group were
11.1 and 14.2, respectively (P=0.0002). Among p in the erlotinib
group without T790M mutations, ORR was 100% for p high BIM
expression vs 35.2% for p low/intermediate BIM levels (P=0.01). In
the multivariate analysis, only erlotinib (HR, 0.36; P < 0.0001) and
high BIM expression (HR, 0.55; P=0.03) were markers of longer PFS.
OS for p with T790M mutations was 40.1 m in p with high BIM levels
and 15.4 m in p with low/intermediate BIM levels (P=0.04). In the
multivariate analysis, including T790M, TP53 and EML4-ALK, only
high BIM expression emerged as a marker of longer OS (HR, 0.47;
P=0.02).

Conclusions:Our results can lead to the design of studies of treatment
based on the presence of the EGFR T790M mutation and BIM
expression levels. We are currently designing a clinical trial based on
our findings.
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—IE R Je sk 5e th SR BT 0 bL T e BRI 58 i 28 8 25T YA AR D8 AN IR e S A Bl /N 40 M

J& (NSCLC) HEM a7 FIRENL 11 #ARf 5K
12250 A RANDOMIZED PHASE 2 STUDY OF ERLOTINIB PLUS PEMETREXED VS ERLOTINIB OR
PEMETREXED ALONE AS SECOND-LINE TREATMENT FOR NEVER-SMOKER PATIENTS WITH
NON-SQUAMOUS ADVANCED NON-SMALL CELL LUNG CANCER (NSCLC)

D.H. Lee, J.S.Lee, S.-W.Kim, et al.

B JLig®e (B) Ak ih%E (P CaptiEH 2kt
NSCLC HB#F M _inyr, I HBARIT TR A 2. ARBYL 113
WERRTLL T B4+P 7k PR 254 PR 2538 7 A g AN HR i 0T =
NSCLC B 1 i y7 A Rk e 4tk

Tk 2007 4E 11 A% 2010 4 7 J, AWFSENA T AWM ECOG
EIPIRAE (PS) PF4r<2 4y H. 1 IREEAT AT R NSCLC & 4,
ol X e s BENL /W% : E 150 mg (B 1 7)) 2EP 500mg/m’
(1K), 5P 500 mg/m® (4 1K) +E 150 mg (&:H 1%,
B 2-14 K B 21 RA—AITFD) , FrEay B A5 2Rk
A B0 43 M PPl 3 BT 4 s R 3 A 47 1 (PFS). £ 7T
Cox BRI R BEAT AR T, 3 ANV 2LIR) Y P i A
Py v e AT LU o SR 0.2 W5 PE/KF (SL) A
ARTE A 75 5 » MIHEAT 2 4B K IR E+P S E TP . 758U 0.05
WFEVEACET, Wi EC LA RS AR T B B A 5 2, AT
HEB R BEE

SR, JEAHT 240 FEBE NSCLC B (B, 34.6%; AW
%, 55.4%; ECOG PS 14y 0-1, 92.9%) . W%LH] 3 MGy 4lla)
) PFS 1G22 W 2R Bk p=0.003) , E+P BT
2 NEAHIRITH[E+P vs E ) HR (95% CID 4 0.57 (0.40, 0.81) ,
p=0.002; E+P vs P ] HR (95%CI) 4 0.58(0.39, 0.85) , p=0.005) .
E+P U147 PFS (95%CT) 4 7.4 MH (4.4,12.9) , E4 N 3.8
(2.7,63) , P4N 4.4 (3.0, 6.0) o LMoY E+P 40
JA>1 9] CTCAE 3/4 2+ TEAE [F 5 40E (n=45; 60.0%)
T P A (n=10; 28.9%) BLE 40 (n=22; 12.0%) , K/
chPE R AT e . AT RIS

3 IR LEFM AR, ISR e R S RIT S
2 MR A2 ML, B LK T PFS. E+P BARITIOFE
PR, (BRI R _E T . EGFR S8R HIHE— 50T
A BT T FRFI IR A WX RIS iR R e % o

B AR BB 81

Background:Erlotinib (E) and Pemetrexed (P) are approved
second-line treatments in patients (pts) with relapsed NSCLC and
may be effective in combination. This randomized phase 2 study
compared the efficacy and safety of E+P vs either agent alone, as
second-line treatment in never-smoker pts with advanced
non-squamous NSCLC.

Methods:From Nov 2007 to Jul 2010, never-smoker NSCLC,
ECOG Performance Status (PS) <2 pts who had failed 1 prior
chemotherapy regimen were enrolled and randomized to either:E
150mg daily, P 500 mg/m2 day 1, or P 500 mg/m2 day 1 plus E
150mg daily on days 2 to 14 of a 21-day cycle, continued until
discontinuation criteria were met. The primary endpoint of
progression-free survival (PFS) was analyzed using a sequential
approach. A multivariate Cox model was used to perform a global
comparison across the 3 arms with pairwise comparisons between
treatments using contrasts within the model. If the global null
hypothesis was rejected at a 2-sided 0.2 significance level (SL), then
2 pairwise comparisons of E+P vs E or P were conducted. Statistical
significance was claimed if both pairwise and global null hypotheses
were rejected at a 2-sided 0.05 SL.

Results: A total of 240 non-squamous pts (Male, 34.6%; East Asian,
55.4%; ECOG PS 0-1, 92.9%) were included. A statistically
significant difference in PFS was found across the 3 arms (global
p=0.003), with E+P significantly better than both single agents (HR
(95% CI) for E+P vs E was 0.57 (0.40, 0.81), p=0.002; for E+P vs P
was 0.58 (0.39, 0.85), p=0.005). Median PFS (95% CI) was 7.4
months (4.4, 12.9) in E+P, 3.8 (2.7, 6.3) in E and 4.4 (3.0, 6.0) in P.
Safety analyses showed a higher number of pts with >1 TEAE with
CTCAE grade 3/4 toxicity in E+P (n=45; 60.0%) than in P (n=10;
28.9%) or E (n=22; 12.0%), the majority being neutropenia, anemia,
rash and diarrhea.

Conclusions:Erlotinib+Pemetrexed significantly improved PFS
compared to either agent alone in this clinically selected population.
E+P had more toxicity, but was clinically manageable. Further
analysis of the EGFR mutational status will help to understand and
predict which pts will benefit most from this approach
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—IX LB EE (E) 5 E LTSO8 IERT R AR D A fftE (NSCLC) B RIBEAL 11 3]

FF3T—NVALT10 i 37

LBA29

A RANDOMIZED PHASE II STUDY COMPARING ERLOTINIB (E) VERSUS E ALTERNATING

WITH CHEMOTHERAPY IN RELAPSED NON-SMALL CELL LUNG CANCER (NSCLC) PATIENTS. THE
NVALT10 STUDY

J.G.Aerts, H.Codrington, S.Burgers, et al.

BlE: REAKR T2 AR RISEHN R (TKD 54407
I AN e SR IR RS o HA2, IR ALTL AN X L
PEREFTH, AT TR (258055 0 B R I PRI R
Jriks 10— 2R ST b B vh Bk 5 & Ak R ) 3] NSCLC
B P REAT T —IBENLIT RO 0TS . BE R T iR
HZ5697, FEH 150 mg (A 41), s 75 2 P 367 Wk (SQ)
NSCLC 3% 3¢ #h 8 v/ 97 JERk (NSQ) NSCLC [1) 4 A7 #E (Ff
21 KA 1, A8 2-16 RAFHEEEE 150 mg (B
4. fEITsEUE, S RFHATE, AR
NP R . T BLE R TCHE BRI (PFS). IR AT
BEPERLEAEAE I (OS). FlSevh-RiIxF SQ I NSQ #4741 50 #7 .
RTIFSTBEVH AL Ji RS R % 33% %L AE N 80% (a=0.05, XX
A EF A5 o

g8 2009 4E 3 HE 2011 4 12 H, P4 231 B8, A
21115 %) (42 45 SQ iBi#, 73 4] NSQ 35D, B4l 116 41 (35
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(95%CI 0.60-1.06), p=0.12, OS WA IE HR 4 0.68 (95% CI
0.50-0.94), p=0.02. A 41F1 B 415354 19%F0 55%[¢ 54 kA
T3 GULEEE RN, BE LR RNV RS (A 7%
I 15%)0 A 4UR1 B 41 S #Autk b4 B sk D i (4 5 A= 26
4 0%F1 6%

g 4l EEL N PFS TR #E2R. BaH A4 oS 15
P FGE, m HACE THEBBIk NSCLC B,

B AR BB 82

Introduction:Epidermal growth factor receptor tyrosine kinase
inhibitors (TKIs) administered concurrently with chemotherapy did
not improve outcome. However, in preclinical models and early phase
non-comparative  studies = pharmacodynamic  separation  of
chemotherapy and TKIs did show a synergistic effect.

Methods:A randomized open label phase II study was performed in
pts with advanced NSCLC who had progressed on or following
first-line platinum containing chemotherapy. Pts received E
monotherapy 150 mg daily (Arm A) or E 150 mg from day 2 to 16 of
the 21 day cycle during 4 cycles of docetaxel for squamous (SQ) or
pemetrexed for non-squamous (NSQ) pts (Arm B). After completion
of chemotherapy E was continued as a daily regimen until PD.
Primary endpoint is progression-free survival (PFS). Secondary
endpoints include toxicity and overall survival (OS). Subgroup
analysis for the SQ and NSQ was preplanned. The study was designed
with 80% power to detect a 33% decrease in the hazard of progression
(alpha=0.05 two sided log rank test).

Results:Between March 2009 and December 2011, 231 patients were
randomized, 115 in arm A (42 SQ, 73 NSQ) and 116 in arm B (35 SQ,
81 NSQ). The adjusted HR for PFS for all patients is 0.80 (95% CI
0.60-1.06), p=0.12, for OS 0.68 (95% CI 0.50-0.94), p=0.02. Toxicity
gr 3+occurred in 19% (arm A) and 55% (arm B), most frequent rash
(7 vs 15%, resp). Febrile neutropenia was 0 vs 6%, resp.
Conclusion:PFS as primary endpoint was not significantly different
between arms. OS was significantly improved in the combination arm
and was restricted to non squamous histology.
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MCPHI1 (BRIT1)5 B B 1477 EGFR 2235 (3R NI EITE (NSCLC) B 4R A AR
MCPH1 (BRIT1) AND OUTCOME TO ERLOTINIB IN NON-SMALL-CELL LUNG CANCER

(NSCLC) PATIENTS (P) HARBORING EGFR MUTATIONS

M.R.Garcia-Campelo, J.J. Sanchez, C.Costa, et al.
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Background:Progression-free survival (PFS) in EGFR-mutant
NSCLC p treated with erlotinib can range from a few months (m) to
more than two years, but genetic influences on the duration of
response remain unclear. The cytotoxic effect of erlotinib has been
related to several proteins that regulate DNA damage response (eg,
BRCA1, BRCA2). MCPHI1 contains 3 BRCT domains which are
conserved in important molecules involved in DNA damage
signaling, including BRCA1, MDCI1 and 53BP1. MCPH1 binds to
BRCAZ2 and regulates the localization of BRCA2 and Rad51 at sites
of DNA damage. MCPHI also regulates the ATP-dependent
SWI-SNF chromatin remodeling complex during DNA repair.
Methods:We used the NanoString nCounter gene expression system,
which captures and counts individual mRNA transcripts, to analyze
the expression of 44 selected genes, many of which are involved in
DNA damage response, in 55 erlotinib-treated NSCLC p. We
identified MCPH1 and correlated expression levels with clinical
outcomes.

Results:p characteristics:16 males, 39 females (70.9%); 39
never-smokers (70.9%), 12 former smokers, 4 current smokers; 34
with EGFR deletion in exon 19 (61.8%), 21 with L858R mutation
(38.2%). PFS was not reached for patients with high MCPH]1, while
it was 19m for those with intermediate levels and 9m for those with
low levels (P=0.01). Median survival was 31m for p with high levels,
not reached for p with intermediate levels and 17 m for p with low
levels (P=0.004).

Conclusions:The enhanced effect of erlotinib in the presence of
elevated MCPH1 could be due to the fact that MCPHI1 can interfere
with the function of MDC1 and 53BP1. The role of MCPH1 merits
validation as a predictive marker of erlotinib response.
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1282P TOPICAL:RANDOMIZED PHASE III TRIAL OF ERLOTINIB COMPARED WITH PLACEBO IN
PATIENTS WITH ADVANCED NON-SMALL CELL LUNG CANCER (NSCLC) UNSUITABLE FOR
FIRST-LINE CHEMOTHERAPY:UPDATED ANALYSIS

S.-M.Leel, S.Upadhyay, C.Lewanskil,et al.
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Background:Despite the recommendation to treat advanced NSCLC
with platinum-based chemotherapy, the majority of these pts receive
only active supportive care (ASC) because of poor performance or
multiple co-morbidities. We previously showed that erlotinib
significantly improved PFS in such patients, but with an enhanced
OS and PFS effect in female pts. Here, we report mature OS data
including the association of first-cycle rash (FCR).

Methods:670 pts with stage IIIB/IV NSCLC (ECOG PS 2/3 or PS
0/1 with multiple co-morbidities unsuitable for chemotherapy) were
randomized to receive placebo (n=20) or erlotinib 150mg/day
(n=350) and ASC until disease progression/toxicity. OS, PFS,
adverse events, and QoL were examined. Pre-specified subgroup
analyses included erlotinib-rash <28 days of starting treatment
(FCR), and EGFR where available.

Results:Baseline characteristics were well balanced in these
predominantly elderly NSCLC pts (median=77 yrs, range 42-91).
Among all pts, the hazard ratios (HRs) were 0.94 (95% CI 0.81-1.10,
P=0.46) for OS. Pts receiving erlotinib had a better PFS, HR=0.83
(95% C10.71-0.97, P=0.02). 59% of pts on erlotinib developed FCR.
FCR was the only independent factor predictive of OS (HR=0.17;
P=0.02) in a multivariate analysis containing rash, age, gender,
histology, ECOG score and stage. There was a benefit for both OS
(HR=0.76, 95% CI 0.63-0.92, P=0.01) and PFS (HR=0.66, CI
0.54-0.80, P<0.01), compared to placebo. The benefits were seen in
all the subgps including those with the worst PS score (ECOG 3);
OS HR=0.58 and PFS HR=0.41 & stage IV; OS HR=0.66 and
PFS=0.56. The OS medians (months) were 6.2 (erlotinib-rash), 2.9
(no rash) and 4.1 (placebo). Continuous erlotinib, without rash,
appeared to be associated with worse OS in some subgroups (e.g.
males, ECOG 3). Results for EGFR and KRAS mutations are
available on 390 pts. 7% (27/390) of pts had activating EGFR
mutation; the benefits of erlotinib were seen regardless of EGFR
status. KRAS mutations (19%, 73/390) were neither prognostic nor
predictive of erlotinib benefit. Grade 3/4 diarrhea was more common
with erlotinib (8.4% vs. 1.3%, p<0.001); other adverse events were
similar between groups.

Conclusions:Erlotinib prolongs PFS and OS in patients with
advanced NSCLC considered unsuitable for chemotherapy, but only
if they develop FCR.
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1265P IS THERE A BENEFIT ON SURVIVAL OF TYROSINE-KINASE INHIBITORS VERSUS
CHEMOTHERAPY IN FIRST LINE IN MUTATED EGFR PATIENTS WITH ADVANCED NON-SMALL
CELL CANCER (NSCLC)? A META-ANALYSIS

G.Des Guetzl, B.Uzzan1, K.Chouahnial, et al.
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Background:Tyrosine-Kinase Inhibitors (TKIs) markedly improve
Progression Free Survival (PFS) of advanced NSCLC patients
mutated for Epidermal Growth Factor Receptor (EGFR). Results on
Overall Survival (OS) are more questionable. Therefore, we
performed a publication-based meta-analysis to further assess this
issue.

Methods:We did a PubMed query using keywords simultaneously
(lung neoplasm, TKI, EGFR mutation, survival). We also searched
for relevant abstracts in proceedings of ASCO, ESMO, WCLC
annual meetings. We cross-checked all references from all articles.
Only phase III randomized controlled trials comparing TKI and
chemotherapy were included. We used EasyMA software.
Results:The 6 eligible studies included 2223 patients (516 males,
1688 females, mostly Asian, median age 60 years, 2155
adenocarcinomas (97 %), 996 mutated tumors, 389 stage I1IB, 1572
Stage IV (71 %), 1989 never smokers (89.5 %). Four studies
assessed gefitinib, 2 erlotinib. Chemotherapies were doublets
including a platinum salt. Four studies included only mutated
patients. Compared to chemotherapy, EGFR TKIs significantly
improved PFS (HR=0.39, 95 % CI 0.28-0.53, random effect model).
Conversely, OS was similar among patients who first received TKI
or chemotherapy (HR=1.00, CI 0.83-1.22, fixed effect model). PFS
was significantly worse among non mutated patients in the 2 studies
including both mutated and wild-type EGFR patients, whereas OS
was unchanged. Concerning side-effects, rash, diarrhoea and
interstitial lung disease were significantly more frequent after TKI
(RRs 5.00; 2.40 and 6.07). As expected, fatigue (RR 0.41),
nausea/vomiting (0.19) and haematological disorders were all
significantly more frequent after chemotherapy (RRs for neutropenia,
thrombocytopenia and anaemia 0.08; 0.18 and 0.26).
Conclusions:The major discrepancy between a markedly improved
PFS and a similar OS after TKI compared with chemotherapy could
be related to the high level of crossing-over between the 2 groups.
We found no detrimental effect on OS of TKIs among wild-type
patients.
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1307P EFFECTIVENESS OF ERLOTINIB TREATMENT IN K-RAS WILD TYPE LUNG
ADENOCARCINOMAS -RESULTS OF A HUNGARIAN OBSERVATIONAL COHORT STUDY (MOTIVATE)

G.Ostorosl1, V.Sarosi, G.Losonczyl, et al.

& E NIRRT e e — PR A K R T 2 R R
TRBRE YR R SR HI . K-RAS 5848 WT 25%-35% )i it »
M HIX e 540 1] B TR X BB R VA7 IR 251 o FRAT 143 1)
H F 2 ariE M 7T Jn ik B e R = 2R X Rt K-RAS 58
72 B (1) e S A Rt 2 2 1 et R s 4k

AR i ISR SUAE 27 MO F FIBF RO T A
HBH AR T RS RIRIT - BT BB # AT A%
oAl AR RS (IIB/AV ) . K-RAS CEiF-12, %19
T-13) FEARBAPE H B 2 D — B b7 S a s . R4 N
SETCHRE AT . LR ST LT T RECIST bR 1) 35 £ 8 22 it
R, OBETR 2.

iR X% 2008 4F 2 HA 2010 4F 12 HAN4L 327 Bl 38 34T 0
Mo AWFFTIEEHR H W 2011 4F 12 H 31 Ho B IELREE N
PALAERS: 60.3 %5 TIPE: 50.2%; B4 1B #: 31.1%,
IV 1: 68.9%; WOIRARZS: S5 WL/ 24 AW I/ A R
39.1%/28.8%/31.9% . ECOG PS iF % 0/1/2/3
35.9%/51.8%/11%/1.2%. IfEMMELEMR: 28] CR/PR/SD/PD 43
T R 0.9%/16.2%/41.9%/24.5% « LE3AG 54 SRR B
IR, BomRERIZE R 70.48%. PAICHEEATEN (PFS) A
327 M H. PALEAETENN 141 N H . ECOG PS ¥4 0-1 (K]
#, P47 0S H16.1 4 H, WAL PFS Jy 3.47 4~ H, 1 ECOG PS
PEAY 2-3 M, AL OS 2.5 AN H, AL PFS b 1.9 H.
g0 AL RN T L% X K-RAS S8 14 il i 11
W72 1T H IR fE FLSE IR SEBR A T, OS g 141 M H. fE#
B JRVRIT I ECOG PS PF4r 0-1 [, A8 &
hAL OS S 16.1 4 Ho

B AR BB 86

Background:Erlotinib as a targeted therapy is a highly potent
inhibitor of epidermal growth factor receptor tyrosine-kinase activity.
K-RAS mutations are found in 25-35% of lung adenocarcinomas,
and these mutations may be predictive of resistance to treatment with
erlotinib. The aim of our analysis was to investigate prospectively
the efficacy and safety of second and third line erlotinib treatment in
advanced lung adenocarcinoma excluding the K-RAS mutation
positive cases.

Materials and methods:This observational study was conducted in
27 Hungarian sites. Enrolled patients were treated with erlotinib.
Analyzed patients have histologically or cytologically verified,
advanced (IIIB/IV), K-RAS (codon-12, codon-13) mutation negative
lung adenocarcinoma, refractory to at least one prior chemotherapy.
Primary endpoint was progression-free survival. Secondary
endpoints were best tumor response rate according to RECIST,
overall survival and safety.

Results:327 patients' data were analyzed, who were enrolled
between February 2008 and December 2010. The study closure date
was 31. December 2011. Baseline patients' characteristics:median
age:60,3 years; male:50,2%; stage:111/B:31,1%, 1V:68,9%; smoking
status:former/current/never smoker:39,1/28,8/31,9%. ECOG
PS:0/1/2/3:35,9/51,8/11/1,2%. Best tumor response:CR/PR/SD/PD
were achieved:0,9/16,2/41,9/24,5 % of all patients. The disease
control rate was 70,48% in patients for whom the best response data
were available . The median progression-free survival (PFS) was
3.27 months. The median overall survival was 14,1 months. For
ECOG PS 0-1 patients, the median OS was 16,1 months and the
median PFS was 3,47 months, while median OS of 2.5 and median
PFS of 1,9 months were detected for ECOG PS 2-3 patients.
Conclusions:Our results confirm the favorable efficacy of erlotinib
in K-RAS mutation negative lung adenocarcinoma with an OS of
14,1 months in this real-life setting. A remarkable, 16.1 months
median OS was identified in patients with ECOG PS 0-1 receiving
erlotinib.
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1277P COMPARATIVE EFFICACY AND SAFETY OF ERLOTINIB IN NON-SMALL CELL LUNG
CANCER (NSCLC) OF SQUAMOUS CELL AND ADENOCARCINOMA HISTOLOGY IN THE PHASE III
NCIC CTG BR.21 AND SATURN (BO18192) TRIALS

S.Wojtowicz-Praga, L.Leon South San Francisco, CA/US
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Background:Tumors of squamous cell (SC) histology are present in
25-30% of lung cancer patients (pts), and are more frequent in pts
with a history of smoking. Erlotinib is an oral EGFR TKI shown to
prolong progression-free survival (PFS) compared with placebo in
first-line (1L) maintenance (SATURN; Cappuzzo, Lancet Oncol
2010) and second- or third-line (2L/3L) NSCLC settings (BR-21;
Shepherd, NEJM 2005). Data from these pivotal studies were
retrospectively analyzed to compare outcomes for pts with tumors of
SC histology with those of pts diagnosed with adenocarcinomas
(AD).

Methods:BR.21 randomized ECOG PS 0-3 pts with advanced
NSCLC who progressed after 1L or 2L chemotherapy 2:1 to
erlotinib (150 mg daily) or placebo. SATURN randomized ECOG
PS 0-1 pts with advanced NSCLC who did not progress after 1L
chemotherapy 1:1 to maintenance therapy with erlotinib (150 mg
daily) or placebo. PFS and overall survival (OS) were estimated
using Kaplan-Meier methods. Hazard ratios (HRs) were calculated
using Cox regression analysis.

Results:587 and 763 pts were evaluable in BR.21 and SATURN,
respectively. A higher percentage of SC pts were smokers (current or
ex-) and males versus AD pts in both studies. Most other baseline
characteristics were similar between histology groups within each
study. Efficacy and safety outcomes are shown (Table). In an
interaction model analyzing for differential treatment effects on
survival by SC and AD histology, P-values were >0.65 and >0.45 for
PFS and OS in BR.21, respectively, and >0.2 for PFS in SATURN,
providing no evidence for a statistically significant differential
effect.

Conclusions:Analyses of data from two large pivotal trials
associated erlotinib treatment with significant survival benefit in
both SC and AD histology subgroups, supporting its efficacy in pts
with SC NSCLC in the 1L maintenance, 2L, and 3L settings.

PPt/ Measure | ‘%Rt 720 /Placebo arm

| JEi# ¥ JE 4/Exlotinib arm [ HR (95% CI)

BR.21 (N=587)

3-5 ARFEM, n (%)/Grade 3-5

adverse events, n (%)

AD (n=365) 75 (63) 148 (60) -

SCC 56 (72) 109 (76) -

Fi{ii PFS, JJ/Median PFS, mo

AD 1.84 2.37 0.62 (0.49-0.79)
SCC 1.81 2.27 0.48 (0.35-0.67)
Fifii OS, H/Median OS, mo

AD 5.36 7.75 0.76 (0.58-0.98)
SCC 3.58 5.57 0.60 (0.44-0.82)
SATURN (N=763)

3-5 ARFEM, n (%)/Grade 3-5

adverse events, n (%)

AD (n=403) 27 (14) 59 (29) -

SCC (n=360) 23 (12) 41 (25) —

Jifii PFS, J/Median PFS, mo

AD 2.60 2.83 0.63 (0.51-0.78)
SCC 2.60 3.02 0.77 (0.61-0.96)
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1236PD TUMOUR BIOMARKER AND PLASMA TIME COURSE DATA FROM ABIGAIL, A PHASE II
STUDY OF 1ST-LINE BEVACIZUMAB+CHEMOTHERAPY IN ADVANCED NON-SQUAMOUS
NON-SMALL-CELL LUNG CANCER (NS-NSCLC)

M. Reck, V.A.Gorbunova, E.Juhasz, et al.
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Pt 7.5 mg/kgik 15 mg/kegihyy, HEZHHE (PD) sl AT
Mif 52 I E RIEWFITE IIE S, [HINE3Z 6 AN EBICGECP) «
25 B A1 ) 2 T B R T BMZM T B R R PRI AR A . T
JEBEE NIRRT VAN T I 2R BMIE LA 5 S AEFIH (0S) 2
[E AR IS M, M BMAKCF NFEZ I EPD. 55 2 M. 26 4
AN JEIREE 6 AN AW RIA4k o FIELISAS: I AE I BM/K S5 %t 5
b BM (VEGFR-1. MVD. VEGFA. VEGFR-2 FINRP1)
IHC/3 #7145 . 5BOR. PESHIOS M Ifil 3¢ BM AL 2% /K S 22 8] ) AH 2%
PEEAT VARG

SER MR TS AR 3 H A& 2 RIS it — DR R
MM, FKFER VEGFA 2l CFPAAE Y 3) SRER OS
(n=280; 19.8 I H vs 11.1 ™ H; p=0.0042) TEAEAHICE . HoAth if
3% BM AL OS WA MK XHT T BM, RKMWEEH|FL
5 PD. RA/EEE 2 AN 8 4 N JHIEEE 6 AN ABI LY BM
IRV A SB35 AR AN o PE— () IR R IR A4 2 (R PRI AH DGk
S/ VEGFR1 #IAF1 VEGFA IiL¢ BL FIAHICHE (p=0.025,
0.26) . AMEEIME BM /K5 BOR. PFS 5% OS Z [Alff1 &%
AN

g0 HRUAERY, SRS VEGFA JE4:(H 55
OS Z [MAFAERE HIMSeE, H2Z At i PES $dl— 3. oAt
3% BM SRS OS 2[RI M . 1L VEGFA K&K
P58 VEGFRI Rk 2 [BAFAEAHC M. BT st st v i BM
SlmAR S 2 M EA B Aot

B AR BB 88

Background:BO21015 (NCT00700180) is a phase II, randomized,
multicentre study exploring correlation between biomarkers (BMs)
and best overall response (BOR) to bevacizumab with
carboplatin/gemcitabine (CG) or -carboplatin/paclitaxel (CP) in
chemonaive patients with advanced/recurrent NSCLC. Efficacy,
safety and correlation of 7 baseline (BL) plasma BM (bFGF,
E-selectin, ICAM, PLGF, VEGFA, VEGFR-1 and VEGFR-2) with
BOR and progression-free survival (PFS) have been reported.' This
abstract presents BM analysis for tumour tissue, plasma time course
and clinical outcome.

Methods:303 eligible patients were randomized 1:1 to receive
bevacizumab 7.5mg/kg or 15mg/kg until disease progression (PD) or
unacceptable toxicity (with 6 cycles of CG or CP, at investigators'
discretion). Consented patients provided blood' and tumour samples
for BM analysis. Pre-specified exploratory analyses examined
correlation between BL plasma BM and overall survival (OS) and
changes in plasma BM levels from BL to PD, cycles 2, 4 and 6.
Plasma BM levels were measured by ELISA. IHC analyses of 5
tumour BMs (VEGFR-1, MVD, VEGFA, VEGFR-2 and NRP1)
were assessed for correlation with BOR, PFS and OS, and with BL
plasma BM levels.

Results:Further exploratory analyses adjusting for BL prognostic
factors and accounting for multiple testing showed a correlation of
high BL VEGFA levels (3median) with shorter OS (n=280; 19.8 vs
11.1 mos; p=0.0042). No other BL plasma BMs correlated with OS.
No significant changes in plasma BM levels were seen between
baseline and PD, and/or cycles 2, 4 or 6 for any of the BMs. The
only correlation between tumour and plasma markers was for tumour
VEGFRI1 expression and VEGFA plasma BL (p=0.025, 0.26). No
significant correlation was seen between tumour BM level and BOR,
PFS or OS.

Conclusions:Exploratory analysis showed high plasma BL VEGFA
significantly correlated with shorter OS, consistent with previously
reported data on PFS. No other BL plasma BMs correlated with OS.
BL plasma VEGFA levels correlated with tumour VEGFRI1
expression. None of the investigated tumour BMs significantly
correlated with clinical outcome.
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1235PD PARAMOUNT: Be¥idES (NS) Je/NIHfitE BATEE R ME (PEM) +EH (CIS) H#RIGTE
¥:%2 PEM 4RI EZ BRI (PLB) V&7 0 I Bt A BRA RAEFHER (0S) KR A 5T
1235PD PARAMOUNT:DESCRIPTIVE SUBGROUP ANALYSES OF FINAL OVERALL SURVIVAL (OS)
FOR THE PHASE III STUDY OF MAINTENANCE PEMETREXED (PEM) VERSUS PLACEBO (PLB)
FOLLOWING INDUCTION TREATMENT WITH PEM PLUS CISPLATIN (CIS) FOR ADVANCED
NONSQUAMOUS (NS) NON-SMALL CELL LUNG CANCER

M.Reck, L.Paz-Ares, F.De Marinis, et al.

T E: PARAMOUNT IESE T 7EMi ] NS NSCLC 3% 4556 il 2
P REVRTT 5 2RI b 3 PR Tt (HR=0.62) FlI
BET (HR=0.78) KXo TRl (MR H JE LA (1) 30 20 43-#7
KW OS G553, EFTE AP RIZRAG . EHIR
I OS HR R YE T 41547

Tk 939 PIRE R T BI697 (4 D AWIKPEM 500 mg/m’ Al
CIS 75 mg/m®, #5 1 K&y, 21 KA 5 ZJa, Rill
Ik HECOGHA J1RA (PS) Y43k 0/1 431K 539 1 553 Hli e
ML (2:1) BEZPEMYERFIATT (500 mg/m?, 45 1 K42, 4
21 RA—JEED) SRR FNaYT, FrEEiomiltE. e dd
Bz 7 U EEBI2. MR AIHUZERATT

R BN EERE AT . T RN T B4 )5 4
17 6-24 > A1) PEM 4L 3 (OFEERAFAE . B R Kb a 5
AT I TR A R P A R AL, WA S R 6T (R T 4L 2
HHA OS K. PS ECMMITURER T, £Mi—5 0S Bt
[RIFELRAFME . 76 PEM 4lrh, % 9097 5 SEIL5E 42/ 4> (CR/PR)
SRR SRR AAE (SD) B LRI BE R ) ARk i s R e . )
—IAHTE R, RN TE 2 54 0S ZmdA Mot
(tho <0.1) , FIHFEFIHITI B MR ZZARASE OS HIFEE
5% 7E PARAMOUNT #F5¢H, i WAL #8585 OS 3Kk,
K PS 2 4b, A HADSEL TR IR S S E R I - — 4
AIBEIR TS . OZARIEA R R 1 ELAR S Il v 8 A T HE R IG
it

Background:PARAMOUNT demonstrated that pem continuation
maintenance significantly reduced the risk of disease progression
(HR=0.62) and death (HR=0.78) versus plb in patients (pts) with
advanced NS NSCLC. Preplanned subgroup analyses by baseline
characteristics revealed the OS results were consistent, with benefit
seen across all subgroups. Here we present descriptive subgroup
analyses of the final OS data.

Methods:939 pts received induction therapy (4 cycles pem
500mg/m” and cis 75mg/m’ on day 1 of 21-day cycles), after which
539 pts who had not progressed and had an ECOG performance
status (PS) of 0/1 were randomized (2:1) to maintenance pem
(500 mg/m2, on day 1 of 21-day cycles) or plb until disease
progression. All pts received vitamin B12, folic acid, and
dexamethasone.

Results:Pt characteristics were well balanced between arms. The
table summarizes baseline characteristics for pts on the pem arm
surviving 6-24 months after randomization. Characteristics of pts
surviving for longer periods were comparable to those of pts
surviving shorter periods, suggesting OS benefit for all subgroups of
pts on maintenance therapy. PS, a known prognostic factor, was the
only baseline characteristic associated with improved OS. On the
pem arm, the percentage of pts with an induction response of
complete/partial (CR/PR) versus stable disease (SD) was consistent
over time. An additional analysis showed no correlation between the
percent of tumor shrinkage with final OS (rho <0.1), showing that
tumor response to induction is not an indicator of OS.
Conclusions:In PARAMOUNT, the OS benefit was seen across all
subgroups. Other than PS, no baseline or clinical parameter clearly
identifies a subgroup more likely to benefit. Maintenance treatment
decisions should be made on an individual basis

A AR DA IR o) 6 0 B R E/
3 2k | Baseline characteristics for pts surviving at least
/baseline 6 4 F1/6 mos 124H/ 18N A/ | 24 ™A/
12 mos 18 mos 24 mos
155 i FE 4 55 % /Pemetrexed Arm Pts
P AERE, % /Median age, yrs 61 61 62 62 63
FER<65 &, %l /Age <65, % pts 66 65 62 62 61
b, %EE/Male, % pts 56 55 54 47 49
FINZE N, %H#/Caucasian, % pts 94 95 96 96 96
R, %% /Smoker, % pts
¥ IR KK /Ever smoker 76 72 69 66 68
MRIEHH /Never smoker 23 27 30 33 30
ECOG PS V43, % H#/ECOG PS, % pts
0 32 39 42 46 53
1 68 61 59 54 47
IV 1, %4 /Stage TV, % pts 91 92 92 92 90
MR, %8+ /Histology, % pts
Jlf$/Adenocarcinoma 86 89 89 88 89
KA1/ Large cell 7 6 - 7 0
F W7 G &M, % & # /Induction
response, % pts
CR/PR 44 44 45 48 47
SD 53 55 54 50 51
PD/A 4 / PD/Unknown 3 1 2 2 3
L RLF 41 4 /Placebo Arm Pts
% FEIT S5 &M%, % B % /Induction
response, % pts
CR/PR 42 40 42 49 52
SD 53 55 54 47 44
PD/ %1 / PD/Unknown 6 5 4 4 4
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BAEFIR R AN LTR, NES%, BORA I S5 UK



1194P JE/NIHEMTE (NSCLC) 11 33T INNOVATIONS 1, 4 4AFILiE 4 Yhsic s 1
1194P TISSUE AND SERUM BIOMARKER RESULTS FROM THE PHASE I1 INNOVATIONS STUDY IN
NON-SMALL CELL LUNG CANCER (NSCLC)

N.Reinmuth, S.J.Schere, R.Penzel et al.

R IDVIWTSTINNOVATIONS 2 — AL T 224 5115 351 4F %
NSCLCEH BIHLIRE:, XEEFLZ TIEH®RE (B) +U4k
BREHT (B) BN (P) +FH P9 (G) +B—£kiAyr. 7EJGik
JEAAFY (PFS) JrTH, PGB TEB. EGFREAZFHPEMINSCLC
I T B MEBYAYT Fh kA8 A SR T AT M E AR
Y (BM) WARFF IR R IED AT, X LLREBMAE 2 /i DA ER
FHUIAITNSCLC ARG 7 2488 P oY

Jrik: WA LML H WAL (O fdd; E5o
R 43 K, Al —Fhr 2L 2 (1 5t B VA/BLISA V55 IS ()
FRiCIEAT 08T DAL IE LR (DR 23 o0 AN (KPS
JKFE BMD , I Hfise BM 5 PES/MVAEFERH (OS) IRAHIEPE (Cox
R o AR 2 AR BT AT TR IE .

g8 BM ABHRR 88% MR I MRy NHE s LA 7 A YA o
PAEAZFEAR (n=198) FIMLIEFEA (550K, n=184; i 43 K,
n=151) #47 BM 73071; KX nlitE VEGFA BTN AOKE
M REAS . IMH5 23 M7 o : B4k IL8 (HR=0.55, p < 0.05) I FLT4
(HR=0.50, p<0.05) f&/KF BM AH¥ PFS %K EB VAT
ZHA PGB ¥R 7 AR A—E 5 43 RAOPTHE S (PFS/0OS) #
Bl H4k FLT1 /K5 PGB B85 KK PFS 5% (HR=0.53,
p < 0.05) . ICAM MR/ HELFIIIRIRA K (PGB 41) H XK.
AL En: IR 3 MR bR A R I 5 PFS/OS
MR EMIME (p>0.05) o WLEEI LR Py s bric Y 2 A A7
ERF M E (p < 0.05) : tVEGFRI 1 tVEGFR2/tVEGF;
tVEGFR2 1 tVEGF; sFLT1 # sTie2; sKDR Fl SICAM; sFLT4
F1 SICAM.,

g —LEIMIE R L BM RILH 5 OS/PFS R 424 = X
HIAHICHE, JuHE FLT4/1LS. VURERHBUHCG 2 (E/PG) 1
TEPENT BES AN BM R o X6 ASHIE FORI I At DLARER SR U A 11
e VP AT AL — 2B 1A

B AR BB 90

Background:The phase Il INNOVATIONS study was a randomised
trial of 224 patients (pts) with advanced non-squamous NSCLC who
received Ist-line treatment with either erlotinib (E) plus
bevacizumab (B) or cisplatin (P) plus gemcitabine (G) plus B. PGB
was superior to EB for progression-free survival (PFS). Pts with
EGFR mutation-positive NSCLC were most likely to benefit from
EB [1]. This abstract reports exploratory analyses from the optional
biomarker (BM) sub-study for a number of candidate BMs
commonly examined in previous NSCLC bevacizumab trials.
Methods:Tissue ) markers were determined by
immunohistochemistry H-score. Serum (s) markers were analysed on
day 0 and 43 using a novel protein array/ELISA. Median baseline
values were used to dichotomise pts (low vs high BM) and to
correlate BMs with PFS/overall survival (OS) (Cox model).
Analyses were not adjusted for multiple testing.

Results:BM population represented 88% of the intent-to-treat
population; baseline characteristics were well balanced. Tissue
(n=198) and serum samples (day 0, n=184; day 43, n=151) were
provided for BM analysis. Soluble VEGFA was not assessed; only
serum samples were available. Serum analyses:PFS was longer for
the BM population with low baseline IL8 and FLT4 (HR=0.55,
p<0.05 and HR=0.50, p<0.05, respectively); the trend was consistent
in EB and PGB treatment arms. Similar results were seen for day 43
analyses (PFS/OS). Low baseline FLT1 was associated with longer
PFS in PGB pts (HR=0.53, p<0.05). Low ICAM levels were
associated with better clinical outcomes (PGB arm). Tissue
analyses:None of the three tumour markers tested showed significant
association with PFS/OS (p>0.05). Significant correlations (p<0.05)
were observed between tumour and serum markers:tVEGFR1 and
tVEGFR2/tVEGF; tVEGFR2 and tVEGF; sFLT1 and sTie2; sKDR
and sICAM; sFLT4 and sICAM.

Conclusion:Several serum baseline candidate BMs showed a
statistically significant correlation with OS/PFS, in particular
FLT4/IL8. The choice of treatment partner (E/PG) for bevacizumab
may influence the value of BMs. Further examination of the data
from this and other bevacizumab trials may provide greater insight.
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JURZREPIBR &— EAT R R e 16T R &7 T ARR N B 88 NSCLC

(NS-NSCLC) £ 1 11 551 (ML21823)
1299P PHASE II STUDY OF BEVACIZUMAB IN COMBINATION WITH 1ST-LINE CHEMOTHERAPY
OR 2ND-LINE ERLOTINIB IN NON-SQUAMOUS NSCLC (NS-NSCLC) PATIENTS WITH
ASYMPTOMATIC UNTREATED BRAIN METASTASES (ML21823)

B. Besse, S.Le Moulec, H.Senellart, et al.

B S6%MM I B E RAEMNEE (BM) , Z4atiidh®
B BM Ik DURIR BTy T 7 AR OEE . JEXT L TT 3 BRAIN /5T
(NCT00800202) & 55— TP Ah UARER TS 4 5 7 897 £k
KLY BM [ ns-NSCLC £ 143 2R 22 4 MERTFST

Fik:s A (IVIHns-NSCLC: PSEF4; 0-1; RLWEIT: oIE
RBM; ANEEHFARBURAMNEFFEAR) #ZT: A4l (n=67) , U
RIEHPT (15 mg/kg 3w, B2 HER /K AT 52 21D
&4 (AUC 6 q3w, <6 AMAND +%E8 (200 mg/m’ 3w,
<6 NMEWD  (B+CP) —£kifyr; mB4L (n=24) , DREkHHT
(FL) BEAEEBR (150 mg/k, RGN/ KA
ST (BHE) AT . FEEAS. A e AN AL
HERAEAE (PFS) R RN HHCE (RR;RECIST v1.1)
BT (0S) Ffzes . WRAEB+CPAF Nt (ICH) 1)
RA>3 BIB+EA P R A>2 B, MW RE 2 AR, & 6 F
T AR ST AT — RV, ISR EMRI.

gl TRV T EE SRR R EE: 6 N H
PFS 551k 56.5% (B+CP) F1 58.0% (B+E) . Z4=tt: ICH
MR 5 2 A AL AR A Y (B+CP, 1 4 n=1;
B+E, n=0) . 73 19.4% (B+CP)Fl 20.8% (B+E) & K4 T
3-5 AR IS AN R 3E4E (AESD o ARMEH) 5 oy e
KM 3-5 9% AESL. KAET 3B RBRET- IR R I (B+CP 4
1 B B+E 20 1 45 1t SR PR Asops 1 1 et tE 2 )
g0 SEEAE AL, AWFRIESL T IUARER T s— 21k
I7 I B R JR IR HEAR IR TR 4 52 1 ns-NSCLC
SEE A E R T A ) e A

BRAIN W} 5 PR 2R A A PR 5 2R

Background:Brain metastases (BM) occur in up to 56% of pts with
advanced cancer and are no longer a contraindication to
bevacizumab treatment based on safety data. The non-comparative
phase II BRAIN trial (NCT00800202) is the first study to assess the
efficacy/safety of bevacizumab in combination with systemic
treatments in ns-NSCLC pts with untreated BM.

Methods:Eligible pts (stage IV ns-NSCLC; PS 0-1; untreated,
asymptomatic BM; ineligible for surgery/radiosurgery) received:arm
A (n=67),1st-line  bevacizumab  (15mg/kg q3w  until
progression/unacceptable toxicity) plus carboplatin (AUC 6 q3w, <6
cycles) and paclitaxel (200mg/m” q3w, <6 cycles) (B+CP); or arm B
(n=24), bevacizumab (as above) plus erlotinib (150mg/day until
progression/unacceptable toxicity) (B+E) in 2nd line. Primary
endpoint:6-month progression-free survival (PFS) by treatment arm.
Secondary endpoints:response rate (RR; RECIST vl.1), overall
survival (OS) and safety. The trial could be halted if the incidence of
brain haemorrhage (ICH) was >3 in B+CP or >2 in B+E. All sites of
disease were assessed every 6 weeks including mandatory MRI for
BM assessment.

Results:Pt baseline characteristics and outcomes are shown (Table).
Efficacy:the observed 6-month PFS was 56.5% (B+CP) and 58.0%
(B+E). Safety:ICH frequency comparable to previously published
data in a similar pt population (B+CP, n=1 grade 1; B+E, n=0).
Grade 3-5 adverse events of special interest (AESI) were seen in
19.4% (B+CP) and 20.8% (B+E) of pts. No erlotinib-related grade
3-5 AESIs were seen. There were 3 AEs leading to death (1 epilepsy,
B+CP; 1 hypertensive encephalopathy, 1 ischaemic stroke, B+E).
Conclusion:Bevacizumab with Ist-line chemotherapy or 2nd-line
erlotinib demonstrated efficacy and acceptable safety in pts with
ns-NSCLC with asymptomatic untreated brain metastases when
compared to historical controls.

Baseline characteristics and clinical outcomes for patients in the BRAIN study.

B+CP B+E
n=67 n=24
2R 51 /Baseline characteristics
% /Male 46 (68.7) 11 (45.8)
P 5/Gender, n (% el
HESil/Gender, n (%) 4 E/Female 21(31.3) 13 (54.2)
PALAERS, % (S /Median age, years (range) 61.0 (40-79) 54.0 (34-70)
ECOG & JJIREVESr, n (%) 0 37(55.2) 13 (54.2)
ECOG performance status, n (%) 1 30 (44.8) 11 (45.8)
" . i/ Adenocarcinoma 59 (88.1) 23 (95.8)
WHO 2122, %)/WHO histology, n (%
HEE, 0 C6) istology, n (%) I 38 L arge-cell carcinoma 8(11.9) 142)
. 13/No 61 (91.0) 13 (54.2
/R 0 =
S /Recurrence, n (%) R/Yes 6(9.0) 11.(45.8)

Il & 45 J/Clinical outcomes (95% CI)

6 ;1 PFS/6-month PFS, %

56.5 (43.8-67.4)

58.0 (36.0-74.8)

thi{7 PFS, J/Median PFS, months

6.7(5.7-7.1)

6.3 (2.5-8.4)

Fifiz OS, F/Median OS, months

15.1 (11.8-NR)

13.6 (7.5-26.3)

12 4~ H 0S/12-month OS, %

62.8 (49.7-73.4)

50.7 (28.7-69.0)

18 4~ A 0S/18-month OS %

41.1 (27.4-54.3)

40.5 (20.2-60.0)

S RR/Overall RR, %

62.7(50.0, 74.2)

12.5 (2.7, 32.4)

RR, %

fiil N %% ¥ /Intracranial metastases

61.2 (48.5-72.9)

20.8 (7.1-42.2)

fiii 444 ¥ /Extracranial metastases

64.2 (51.5-75.5)

12.5(2.7-32.4)

NR=AHIE
NR=not reached

PN S PSR
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1245P Ramucirumab (IMC 1121B; RAM) BA&S4AMIT 18T B R e B3E /NI BAtE (NSCLC) B
11 BIRENL R ST: FE8%E (NSQ) NSCLC BE LR (NCT01160744)

1245P

A PHASE 2 RANDOMIZED OPEN-LABEL STUDY OF RAMUCIRUMAB (IMC 1121B; RAM) IN

COMBINATION WITH PLATINUM-BASED CHEMOTHERAPY IN PATIENTS (PTS) WITH RECURRENT
OR ADVANCED NON-SMALL CELL LUNG CANCER (NSCLC):RESULTS FROM NON-SQUAMOUS (NSQ)
PTS (NCT01160744)

R. Doebele, D.R.Spigel, M.Tehfe, et al.

R MmN EAEKET (VEGE) /S0 & E7E NSCLC
I A LS T EE ] - RAM J& —Fh 5845 A UL [gG1 2
TEEEPUA, AT VEGF 324K-2 (VEGFR-2) 0454 Ffs S Ak .
AWFFLEAG T RAM BEG— 2 5407 167 630 NSCLC [3UR «
FiiE: B IV I NSCLC. ECOG PS ¥E45< 2 4 B A M 1 .
2. FFNERVE IR DI RER NSQ B BERENL A BL R A 2 (K555 i 2
+RAIGED, BB 4l (RAM+EESE I ZE+R4004), 43 H—
ARTT » VHERIFE NSQ B g2 103 Bl JCk 47 (PFS) =
PRI, BT ETAHT . EMEEE] 61 5] NSQ PFS FH{Fi}, #HTT
EIISE TR A A JoAth P 2 SR SRR R . TR
= (DCR) FlZe4k,
R A4l (n=71) BHEWPALFERN 64 %, 63%FME (M),
37% 2P (F), ECOG PS $F43 0-1/2 (91.6% / 5.6%). B 41 (n=69)
BE R RAEER N 64 52%M, 48%F, ECOG PS ¥4} 0-1/2
(89.9%/7.2%)
A AR AR IR A R (AE) G455 57[61%; 17% 3 20 (G3) 1.
MLy (55%; 7% G3)+ MK (36%; 4% G3). {8k (30%; 1% G3).
RIS (HTND (6%; 1% G3)+ AR (4%;0 G3); B 4Lk
WA BRI S (63%; 12% G3)+ %D (51%; 10% G3).
MR (33%; 8% G3). A (27%; 0 G3). HTN (19%; 10% G3)-
BHEAMR (5%; 0G3). A ARIMHEZAA R FAAFERF M (A) (55%;
16% G3) RGN Mg E (ND (23%:; 16% G3). ML/ k2>
IiE (T) (23%; 12% G3); B ALIIMAZEA R AT A (39%; 8%
G3). N (33%; 13% G3). T (31%; 15% G3).
g8 T PFS MR IO K AT B2 (i 52 R e 4, NSQ
NSCLC &M RAM 55— & 0T A VAT PRI IR 25
Wbo CZHA1 D AHABEIR NSCLC B I NH TAEIEAE AT

A

Background:Vascular endothelial growth factor (VEGF)-mediated
angiogenesis plays an important role in NSCLC pathogenesis. RAM
is a fully human IgGl monoclonal antibody that inhibits VEGF
receptor-2 (VEGFR-2) binding and signaling. This study investigates
RAM in combination with first-line platinum-based chemotherapy in
advanced NSCLC.

Methods:NSQ pts with Stage IV NSCLC, ECOG PS<2, adequate
hematologic, hepatic and renal function were randomized to either
Arm A:pemetrexed+carboplatin/cisplatin or Arm
B:RAM-+pemetrexed+carboplatin/cisplatin, once every 3 weeks. The
primary analysis will be when 103 progression-free survival (PFS)
events are observed in NSQ pts. This pre-planned interim analysis
was performed when 61 NSQ PFS events were observed. Other
interim endpoints:objective response rate, disease control rate (DCR),
and safety.

Results:Arm A (n=71) median (medn) age 64, 63% male (M), 37%
female (F), ECOG PS 0-1/2 (91.6% / 5.6%). Arm B (n=69) medn
age 64, 52% M, 48% F, ECOG PS 0-1/2 (89.9% / 7.2%).
Nonhematologic adverse events (AEs) were fatigue (61%; 17%
Grade[G]3), nausea (55%; 7% G3), vomiting (36%; 4% G3),
constipation (30%; 1% G3), hypertension (HTN) (6%; 1% G3),
proteinuria (4%; 0 G3), on Arm A; fatigue (63%; 12% G3), nausea
(51%; 10% G3), vomiting (33%; 8% G3), constipation (27%; 0 G3),
HTN (19%; 10% G3), proteinuria (5%; 0 G3) on Arm B.
Hematologic AEs were anemia (A) (55%; 16% G3), neutropenia (N)
(23%; 16% G3), thrombocytopenia (T) (23%; 12% G3) on Arm A; A
(39%; 8% G3), N (33%; 13% G3), T (31%; 15% G3) on Arm B.
Conclusions:Based on interim analyses of PFS and acceptable
tolerability and safety, RAM may provide clinical benefit in
combination with first-line platinum-based chemotherapy in NSQ
NSCLC. Enrollment of pts in squamous Arms C and D is ongoing.

A P20 7/ Interim efficacy analyses

A4l (N=71)n (%)/Arm A (N=71)|B 41(N=69) n (%)/Arm B (N=69)
n (%) n (%)

(months) 90% CI

PFS i}, #8218, P 4ifE (H) 90%CI/PFS Events Censored Median

37(52), 34 (48), 4.3(3.8,5.7) | 24 (35), 45(65), 6.3(5.7,-)

I%fEZEf# PR SD DCR (SD+PR)/ Best Response PR SD DCR (SD+PR)

26 (37), 25(35), 51(72) 30 (44), 30 (44), 60 (88)
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ABIGAIL WFRHR R A ihn ic Y $dE
239P CLINICAL GENOTYPING AND EFFICACY OUTCOMES:EXPLORATORY BIOMARKER DATA
FROM THE PHASE II ABIGAIL STUDY OF 1ST-LINE BEVACIZUMAB+CHEMOTHERAPY IN
NON-SQUAMOUS NON-SMALL-CELL LUNG CANCER (NS-NSCLC)

C.Pallaud, M.Reck, E.Juhasz, et al.

5 ABIGAIL (BO21015; NCT00700180) & —IifE A 4% 52 144k
7 91/ 53 KM ns-NSCLC B8 hHRZEEYFricd) (BM) 5L
AR ER AR/ IR (CG) BRI EE (CP) WWITRI
I AERIT R (BOR) ZAIAHICEM 11 ). BKL. ZHOiist. &
ZAR45 T ABIGAIL [ A th R ek gh 51, Adyut
BT ASHIETT A PRI AL PR 43 B0 o

Frik: 2 M 11 LG B0K 303 B R4 ¥6 YT B/ 5 & 1 ns-NSCLC
BE I B 32 DR ER 3T 7.5 mg/kg % 15 mg/kg VAT, FR4t
BPIUERBUR AR Z M FEME (6 MTFEM CG B CP) .« 2
FHE R E P B BRE T T BM 08T (0 MR R IR REAS . 1
T2 WHRRIEHT, YA VEGFA 338 [R5 ML AR R R 15 7] AAE
AR A AR . SEAL TR T 3 FhAED
12 A IR 2 A% (SNP) : VEGFA (5 SNPs). VEGFR-1 (3
SNPs) F1 VEGFR-2 (4 SNPs). fif FH &Ry 7 1 3 D) 43 ARSI v
%} SNP AT %55

% B . VEGFA: c+405/c-634 (CG), VEGFA:c.-460T>C; c.
-1498T>C (CT)H VEGFA:c.-2578 C>A (AC)#S 5 1697 SR i1l fie
P T #>50% 14 %« VEGFR-1 159554316 (GT) 5 3k & X [ TI
=>30% RIZET MBS T E>40% 4 9% VEGF: ¢+936 C>T (CT) 5
PRI () AR 2R TE AT K o MARIR VT RIS BT X0 p (AT AR
1ERE, BT SNP - i il i XU 1) 5835 i ok

ik 1 Bl SNP HRERAET XS TG K, M4k 3 Fh SNP
5 BOR REF i X, HE, XL ERRLL)S, p EAH
B BE T AW 2 i GRS T A5+ 47 1) SNP
e A . FUBERTST (E2100) A1 NSCLC #F5T (E4599)
W) VEGFA SNP; JEUEIFFT (AVITA) (1) VEGFRI SNP,

T A0 A At DUA B B 5000 1) B8 2R R L S B T SR gkt

—B A
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Background:ABIGAIL (BO21015; NCT00700180) is a phase II,
randomized, multicentre study exploring correlation between
biomarkers (BMs) and best overall response (BOR) to bevacizumab
with carboplatin/gemcitabine (CG) or carboplatin/paclitaxel (CP) in
chemonaive patients with advanced/recurrent ns-NSCLC. ABIGAIL
efficacy, safety and plasma baseline results have been reported. This
abstract presents exploratory clinical genotyping data from this
study.

Methods:303 patients with untreated advanced/recurrent ns-NSCLC
were randomized 1:1 to receive bevacizumab 7.5 mg/kg or 15 mg/kg
until progression or unacceptable toxicity (with 6 cycles of CG or
CP). Patients who consented provided blood and tumour samples for
BM analysis. Exploratory analyses were conducted to assess whether
genetic variants in the VEGFA pathway may act as biomarkers for
efficacy and safety. Here we report data from DNA analysis for 12
single-nucleotide polymorphisms (SNPs) across 3 genes:VEGFA (5
SNPs), VEGFR-1 (3 SNPs) and VEGFR-2 (4 SNPs). SNPs were
identified using specific individual genotyping assays.
Results:VEGFA:c.+405/c.-634 (CG), VEGFA:c.-460T>C; c.
-1498T>C (CT) and VEGFA:c.-2578 C>A (AC) were all associated
with >50% higher odds of responding to treatment. VEGFR-1
189554316 (GT) was associated with >30% higher risk of
progression and >40% higher risk of death. VEGF:c.+936 C>T (CT)
was associated with higher incidence of hypertension. When
p-values were adjusted for treatment and prognostic factors, no SNPs
were associated with significantly higher risk of hypertension.
Conclusions:One SNP was associated with increased risk of
progression/death, while 3 others were associated with increased
BOR. However, adjustment for multiple testing would no longer
result in statistically significant p-values. SNPs analysed in this
study have been previously reported as showing potential predictive
value in other studies:VEGFA SNPs in breast cancer (E2100) and
NSCLC (E4599); VEGFR1 SNP in pancreatic cancer (AVITA).
More exploratory analyses from this and other trials of bevacizumab
may provide further insight.
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MR N AR (NSCLC) BEFFERIGIT R IURIREHL (BV) HRHGITHRRBER (EXP) ML

R —TET SAIL (MO19390) BFFTHI IR s 20 47
12787 CUMULATIVE EXPOSURE (EXP) TO BEVACIZUMAB (BV) MAINTENANCE AFTER
INDUCTION THERAPY AND SURVIVAL IN ADVANCED NON-SMALL CELL LUNG CANCER
(NSCLC):A TIME-DEPENDENT ANALYSIS FROM THE SAIL (M019390) STUDY

N.Thatcher,P.Garrido Lopez, N.Pavlakis, et al.

BE: LUPEHMSEMETIR R R CEIEm T iS4
BV &k (PD) S5 NSCLC S M A £l (0S) %
KHx. TAPHETIHESWE (P JE) BV HEREEE (exp)
I NSCLC #: OS Z [Al {5k

Jrik: BEMEIVIY SAIL HF9E N4 T #:5%2 BV fl—£byy (CT)
[ I NSCLC i3 K R B R 46 48 F BV AL CT I HAE 58 4 12-18
J (4-6 DI7RE) CT JE i I B E AT W) &
FH I BVACT 1P £ I JF 46 OS. BEVIHINI BV B H €
SCH TP JG BV 697 (0 [ BRURE. XS ISR Cox [H]YA4
AT RIE, SR ERUN IP J5 BV B &5 OS [IsEmy, 1 Hxt
T (1R ISJ T 40 Tt e YV TR~ A0 i) 1 o 2 Y 9 B 7 EAT DL IR o —
TR AREURTE ML T 1P R4k R4k 4E BV 10 AR+
HFEM OS.

ZEBL. {E SAIL WF9EI 2212 #il i, 1625 §i) NSCLC i35 7
IP ¥I7 R TP 2B A7 HE PD. JELASFIE (n=1625) Hj: 58% %3
Pk, 13%>70 %, 32%MWAKWAEE, Fl4% ECOG PS ¥4 >2.
1047 %1 535 (64%)3%52 T 1P J& BV. R brIN, #% 1P J5 BV
I EERRER P JG BV B 2 L L RFAE I TP 45 RN (1)
REAEIEAMILL. ARV IR, REEEERE 21 RN OS 1
KL (HR) 87> 7% GuM, 5%-9%; WFE) o brbrkguk
PR T IP J5 BV 5 OS KGR P J5 BV vs. FIP &
BV: HR, 0.74; 95% CI, 0.64-0.85) &

L5 SAIL WFFT 1 IX L3 is 15 2 B4 ARTES W98 34 & 1,
IP J&i BV [ 2R 5 5 NSCLC ¥ 1 0S B KA XK.

Background:Exploratory  analyses from randomized and
observational studies have shown that continuation BV until
progressive disease (PD) is associated with prolonged overall
survival (OS) in advanced NSCLC. We evaluated the correlation
between cumulative exp to post-induction phase (post-IP) BV and
OS in patients (pts) with NSCLC.

Methods:The multinational phase 4 SAIL study enrolled advanced
NSCLC pts receiving BV with Ist-line chemotherapy (CT). Pts who
began BV and CT simultaneously and did not have PD after
completing 12-18 weeks (4-6 cycles) of CT were included for
analysis. OS was measured from the end of each pt's BV+CT IP. BV
exp, over follow-up, was defined as the cumulative days of post-IP
BV treatment (tx). A time-dependent Cox regression model was
fitted to assess the effect of cumulative post-IP BV exp on OS, while
controlling for potential time-dependent and -fixed confounders. A
landmark sensitivity analysis compared OS in pts in the analysis
population who did and did not continue BV after IP.

Results:Of 2212 pts in SAiL, 1625 NSCLC pts were alive and
without PD through IP tx. Baseline characteristics (n=1625)
were:58% male, 13% =70y, 32% never smokers, and 4% ECOG PS
>2. 1047 (64%) pts received post-IP BV. Baseline and end-of-IP
characteristics were generally similar between pts receiving post-1P
BV or no post-IP BV within the landmark period. Across follow-up,
the hazard ratios (HRs) for OS decreased by 7% (range, 5%—9%)
with each additional 21-day interval of cumulative exp (Table).
Landmark sensitivity analyses also support that post-IP BV was
associated with longer OS (post-IP BV vs no post-IP BV; HR, 0.74;
95% CI, 0.64-0.85).

Conclusions:These data from SAiL along with previously presented
data from ARIES suggest that cumulative exp to post-IP BV is
associated with incremental increases in OS for NSCLC pts.

IPJEBVI¥ BFY7FE /Cumulative post-1P | k44552 REUT FLMIP/S BV I & % 5&2"/No. of pts who OS ffJ HR (95%Wm]{F[X 1)) /HR
BV cycles® received cumulative cycles of post-IP BV continuously” (95% confidence interval) for OS
1 1006 0.91 (0.89-0.93)
2 884 0.82 (0.79-0.86)
3 758 0.75 (0.70-0.80)
4 643 0.68 (0.62-0.74)
5 530 0.62 (0.55-0.69)
6 447 0.56 (0.49-0.64)
7 370 0.51 (0.44-0.59)
8 315 0.46 (0.39-0.55)

AT RERZUNIPE SRR 21 Ko

* A cycle is approximately 21 days of post-IP cumulative exp.

° i, n=530 i GRS IRIT BIPFE A 105 K G 5 AMTRD .
® Eg, =530 pts were continuously dosed through day 105 (cycle 5) after IP.
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XKtE: FET ARIES WS BAFURH 5T R i IR] 4K 30 2 7
1279P CUMULATIVE EXPOSURE TO BEVACIZUMAB (BV) AFTER DISEASE PROGRESSION (PD)
CORRELATES WITH SURVIVAL IN NON-SMALL CELL LUNG CANCER (NSCLC):A
TIME-DEPENDENT ANALYSIS OF THE ARIES OBSERVATIONAL COHORT STUDY

T.J.Lynch, M.Jahanzeb, D.R.Spigel,et al.

HE: S —UEEAE (1 CRC. B , BV i ) 4r 2 i)
A Re S T 5. fE— T I ] mCRC R, 78 iGN 4k
SLAEHH BV FIALIY (CTD) 3A3) 7% 1 AN, R RE R
AL (ppOS) s, — I 11 ARFSUER W], EARMH BV 1)
Z#; NSCLC HEy7 i BV i, RILH OS R4 4% (HR
0.71; 95% CI 0.41-1.21; Herbst JCO 2007) . M4rHriFAL 7 PD
JE ) BV 5% 82755 NSCLC #5[1) ppOS TEfEFI 1 .

Jrik: WA HTANN T ARIES WF7E 522k (1) BV iRJ7m A
B X PD J5ETEH) NSCLC B . ppOS ZT B X PD FIEAT 5N
SEFETHINE . VTN BV B2 EZ% T MR PD & BV 1)
SRR R W TR Cox IR HEAT IS, PRALG BN
BV ZERIEXT ppOS MIRCR, TR AE 1R I [ P TR 3 DR 7
i i) ] s M VR I IRl - HEATUCHC . — TR R AU 20 M (T VR
W FRMTRE) X T PD JE#:52 BV I HIE# (BBP) A
PD J5 30 KRR HLAAIT RS (IE BBP) i ppOS.

g WUk Z 2011 49 H, EANAM 1967 Bl —Liky7 B,
1461 BlEE (74%) KAET EHIX PD. HIE (n=1461) H: 48%
£ 6 NMHWRAEEIXPD, 52%5PE, 31%>70 %, 13%MNAKBMH
Hs M 13% ECOG A IpREF>2. KAEH IR PD T B
K7 ppOS h 6 AN H (95% C15.6-6.7) o« TEHEZATA BV V&IT
P, PR BY BREERN 116 K Gul, 2-1140 X .
ERGUTIAN, BRRERAE 21 RIFMAN ppOS ML (HRD
Wb 4% (WFH) . BB BV HL A5 ppOS g% (P
<0.0001) o RETEAHTIEIE W T BBP & ppOS %iE-K Al 7415 (BBP
vs 4k BBP; HR, 0.75; 95% CI, 0.65-0.86)

it WO RYIE R PD J5 BV M ERREZET RS NSCLC
B ppOS BALSEKAT I, T HSZHF 1T ] AvaALL iRE T
J&s

Background:Duration of BV use appears to contribute to treatment
(tx) efficacy in some cancers (eg, CRC, ovarian). A phase 3 mCRC
trial met its 1 endpoint of improved postprogression overall survival
(ppOS) when continuing BV with chemotherapy (CT) into 2nd-line
(2L) tx. A phase 2 study showed a trend for OS benefit when adding
BV to CT in BV-naive 2L NSCLC (HR 0.71; 95% CI 0.41-1.21)
(Herbst JCO 2007). This analysis evaluated whether BV exposure
(exp) after PD correlates with ppOS in NSCLC.

Methods:ARIES 1st-line (1L) BV-treated NSCLC patients (pts)
who survived 1st PD were included. ppOS equaled the time from 1st
PD to any-cause death. BV exp, over follow-up, equaled the
cumulative days of BV from 1st PD. A time-dependent Cox
regression model was fitted to assess the effect of cumulative BV
exp on ppOS, while controlling for potential time-dependent and
-fixed confounders. A landmark sensitivity analysis, also adjusting
for confounders, compared ppOS in pts treated with BV beyond PD
(BBP) and pts treated otherwise (No BBP) <30 days after PD.
Results :As 0of 09/2011, of 1967 enrolled 1L pts, 1461 (74%) had 1st
PD. Characteristics (n=1461) were:48% had 1st PD within 6 mos,
52% male, 31% >70 y, 13% never smokers, and 13% ECOG status
>2. The median ppOS for all pts with 1st PD was 6 mos (95% CI
5.6-6.7). Among pts with any BV tx, the mean cumulative BV exp
was 116 days (range, 2—1140). Across follow-up, the HRs for ppOS
decreased by 4% for each additional 21-day interval of cumulative
exp (Table). Cumulative BV duration was associated with improved
ppOS (P<.0001). The landmark analysis also showed that BBP was
independently associated with higher ppOS (BBP vs No BBP; HR,
0.75; 95% CI, 0.65-0.86).

Conclusions: This analysis suggests that cumulative exp to BV after
1st PD may correspond with incremental increases in ppOS for
NSCLC pts, and supports the conduct of the phase 3 AvaALL trial.

IR kS5 ERUTFEBVIRTT 5 HE"/No. of pts who ppOS KX (HR) /Hazard 95% {5 X[ (CD /95%
*/Cycle” received cumulative cycles of BV continuously” ratio (HR) for ppOS confidence interval (CI)
1 229 0.959 0.941-0.978

2 159 0.920 0.885-0.956

3 118 0.883 0.833-0.935

4 84 0.847 0.784-0.914

5 72 0.812 0.738-0.894

6 55 0.779 0.694-0.874

7 41 0.747 0.653-0.855

8 32 0.717 0.614-0.836

a.

TR E PDJS B AR 21 .

* A cycle is calculated as 21 days of cumulative exposure after PD.

*U1, n=55 Bl HELHZIRIT EPDIEE 126 K B 6 MTED Fidi.
® Eg, n=55 patients were continuously dosed through approximately day 126 (cycle 6) after PD.
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1255P  POPULATION BASED EVALUATION OF CHEMOTHERAPY USE AFTER FIRST LINE
GEFITINIB IN EPIDERMAL GROWTH FACTOR RECEPTOR (EGFR) MUTATION POSITIVE
ADVANCED NON-SMALL CELL LUNG CANCER (NSCLC)

C.Mariano, 1.Bosdet, D.lonescu, et al.

5] E: IPASS WAL T 5 R/ REEMLELL, e i
978020 DA AR F SIE 0 g S0 s s 5B o et R AR AP A K, B
i, 59%HRE R EGFR 5848 BH T (MUT+) &3 . 7E IPASS
WEFTH, 39%M07H A5 SR 1G9 s B N gkl iz NIy r . Bl
BT ANERT, BROMEBEERZ T _&EHr.

5% Tressa 156 W 301 H 1) 98 56 LU P44 10 BT A 16 301l NSCLC
(450 J7 ABE) $RAULFRUE EGFR S48 KA 403 (1) 75 AR5 Je
PRI IE . EGFR SRR PR 15 % DL 5848 . A7 19 1 21,
BB o HT T 2010 4 3 H 42 2011 4 6 H [A1ATH il
HIBTA B IR . 3 B BRI 45 IR

gER. It 548 Bl TR, g 107 BIEE (19%) K
MUT+. MUT-F MUTHE# FIELAFIE N . AR 67/65 %,
FPE 41%/31%, WE 15%/51%, MERBIHEE 21%/58%, IV
80%/91%. ML 109 2~ H vs. 149 2~ H (p<0.0001) . 7£
B2 ARRR e — 29T 10 MUT+HIRE v, 3897 1045 820t 1)
312 K. 5% L CR, 43% PR, 34% SD, 5% PD, 12%1
TRV o 23%0 55 FE U S A5 25 VAN D 3t Ji I Ak i 5 A
JEVRIT o« LEMTIN, A 51 B AR BRI B A R 15%
BB A AR VAT, 33% 2 S4BT, 10%355%
HAlfbyr, 2%KZTZH-—SRir. s EEES T =4&iH7.
25 RIIL T LS ABEIBT ST MUT+E 2 75 AR B 1697
(76 350 15 TPASS ARI AR o I A I I — B AE o b i I 4k 4 4
TRAEHIEFRIRIT, EEE T REIGARR G . SERATN
A, RIS RIRIT I EE T, STz
ATH, S5 ARIR S W 22 2 1) 45 AR AL . MUT+HEE I 5 BRAF,
X ] GEA Bh A 1 28— iR T

B AR BB 926

Introduction:The IPASS trial demonstrated superior progression
free survival for Asian, light/never smoking, advanced,
adenocarcinoma patients treated with first line Gefitinib compared to
carboplatin/paclitaxel, of which 59% of those tested were EGFR
mutation positive (MUT+). In IPASS 39% of Gefitinib treated
patients went on to receive platin based therapy. We hypothesize that
in a population-based setting fewer patients receive second line
platin based chemotherapy.

Methods: The Iressa Alliance Program provided standardized EGFR
mutation testing and appropriate access to Gefitinib to all patients in
British Columbia (population 4.5 million) with advanced, non
squamous NSCLC. EGFR mutation testing was limited to the most
common mutations; exon 19 and 21. We retrospectively analyzed
clinical, pathologic and outcomes for all patients tested in this
program between March 2010 and June 2011.

Results:A total of 548 patients were referred for testing and 107
(19%) patients were MUT+. Baseline characteristics of MUT- and
MUT+; median age 67/65, male 41%/31%, Asian 15%/51%, never
smoker 21%/58%, stage IV 80%/91%. Overall survival was 10.9
versus 14.9 months (p<0.0001). In MUT+patients treated with first
line Gefitinib average duration of therapy was 312 days. 5% of
patients had a CR, 43% PR, 34% SD, 5% PD with 12% not
evaluable. 23% of patients continued on Gefitinib after radiographic
progression. 51 Gefitinib treated patients progressed at the time of
analysis; 15% of patients received Gefitinib only, 33% platin based
doublet, 10% other chemotherapy and 42% no further treatment.
Five patients received 3rd line therapy.

Conclusions:This North American population based study shows
similar efficacy of Gefitinib in MUT+patients compared to the
IPASS trial. Clinicians often continued Gefitinib past progression,
likely due to ongoing clinical benefit. Contrary to our hypothesis,
delivery of second line chemotherapy was feasible in a significant
proportion of Gefitinib treated patients, similar to results seen in
clinical trials. MUT+patients have a better prognosis and this may
contribute to their ability to receive further therapy.
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1234PD RANDOMIZED PHASE III TRIAL OF S-1 PLUS CISPLATIN VERSUS DOCETAXEL PLUS
CISPLATIN FOR ADVANCED NON-SMALL-CELL LUNG CANCER (TCOG0701)

H.Sakai,A. Gemma, K.Kubota, et al.

B ArIAE N iR (NSCLC) gy idfid, &
TR (QOL) TEREAMLCH EFI. L IuhFR+Iit (DP) &
M =R R, RS S S ARBIT R (KEE+
D AHEL, XTI NSCLC BEf B AT IR LA QOL i
MG 2 2= A DR R K C &I T S-1-+M4H (SP)
(A AN R PR T 52 4

Tk BATIEE R L)Y B EIVIINSCLC. ECOG PS>
0-1 3 H28 B hBe 78 70 1 H i BE WL A O 4232 ARS-1 80 mg/m?/
R (40 mg/m® bid) 121 KD % 60 mg/m* (5 8 K,
55—V, B £ PUAh € 60 mg/m*CH 1 FOD+HI4H 80 mg/m?
B 1R, 83800 )7, WM E£Mees: 6 MrfE. T8
LR R (0S) o RHAES MR s KL (HRO
IS IX ] (CD) FPE< 1.322. WQEE 4 /S FE Ik i A: 77 1
(PFS) . Z&fif%. L4 MERIQOL,

ZEEL. 2007 4F 4 H A 2008 4F 12 H, HA 66 ML HLE) 608
5 B F WAL S SP (n=303) B} DP (n=305) 4. W4lEH
NG 2ERFE A1 . TR T 2 TR 40T . #E 5284y
Wi, JLkE 480 BIZET Hifh. AFoik s T F L& N, SP 4]
)OS 45T DP 4l ChALAELE 4 4 16.1 N HFN17.1 AN
HR=1.013; 96.4%u]{5[X[]: 0.837-1.227) . SP 41[¥] PFS 4 4.9
N H, DP 4K PFS 4 5.2 4 H . SP 4l b & #vi: rb M i 2 it ik 2D
IE (7.4%L0 1.0%) « 3/4 P PERigl Bk /D oE (73.4%LE 22.9%) <
3/4 HIEGE (14.5%L 5.3%) 1172 Hfik (59.3%LEk 12.3%) 1K)
KA AT DP 41, 414 BORTC QLQ-C30 L (15 1h3h ik
FBARNBEVE S Kt B b (LC-13) , DP 4143 B %
tb (EEIE ANOVA: p<0.01) .

G5 S-1+HIATE M NSCLC IR —Zi4bI7 T & .

PN S PSR 97

Background:Quality of life (QOL) should be an explicit priority
throughout the course of care for patients with advanced
non-small-cell lung cancer (NSCLC). Docetaxel plus cisplatin (DP)
is the only third-generation regimen that has demonstrated
statistically significant improvements in overall survival and QOL
by a head-to-head comparison with a second-generation regimen
(vindesine plus cisplatin) in patients with advanced NSCLC. S-1
plus cisplatin (SP) has shown activity and good tolerability in phase
II settings.

Method:Patients with previously untreated stage I1IB or IV NSCLC,
an ECOG PS of 0-1 and adequate organ functions were randomly
assigned to receive either oral S-1 80 mg/m2/day (40 mg/m2 b.i.d.)
on days 1 to 21 plus cisplatin 60 mg/m2 on day 8 every 5 weeks or
docetaxel 60 mg/m2 on day 1 plus cisplatin 80 mg/m2 on day 1
every 3 weeks, both up to 6 cycles. The primary endpoint was
overall survival (OS). A non-inferiority study design was employed;
the upper confidence interval (CI) limit of the hazard ratio (HR) was
<1.322. Secondary endpoints included progression-free survival
(PFS), response, safety, and QOL.

Results:From April 2007 through December 2008, 608 patients
were randomly assigned to SP (n=303) or DP (n=305) at 66 sites in
Japan. Patient demographics were well balanced between the two
groups. Two interim analyses were preplanned. At the final analysis,
a total of 480 deaths had occurred. The primary endpoint was met.
OS in the SP arm was non-inferior to that in the DP arm (median
survival, 16.1 vs. 17.1 months, respectively; HR=1.013; 96.4%
confidence interval, 0.837-1.227). PFS was 4.9 months in the SP arm
and 5.2 months in the DP arm. The rates of febrile neutropenia
(7.4% vs. 1.0%), grade 3/4 neutropenia (73.4% vs. 22.9%), grade 3/4
infection (14.5% vs. 5.3%), and grade 1/2 alopecia (59.3% vs. 12.3%)
were significantly lower in the SP arm than in the DP arm. In terms
of physical functioning and global functioning on the EORTC
QLQ-C30 and lung cancer module (LC-13), QOL was worse in the
DP arm (repeated measures ANOVA:p<0.01).
Conclusion:S-1  plus cisplatin  is a
chemotherapeutic regimen for advanced NSCLC

standard  first-line
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LBA1 PR PHASE III STUDY OF CRIZOTINIB VERSUS PEMETREXED OR DOCETAXEL
CHEMOTHERAPY IN PATIENTS WITH ADVANCED ALK-POSITIVE NON-SMALL CELL LUNG
CANCER (NSCLC) (PROFILE 1007)

A.T. Shaw, D.W. Kim, K. Nakagawa, et al.

B AT R (ALK) RIROAR T FES crizotinib ¥
BEIRARI TS 5%, crizotinib J&—FFLL ALK A ¥ 55 1) 11 AR
AR TRIEANHI 57 o AT AR BN U L T crizotinib (C)
5obr vy (3% 36l 2E 5 2 4 fih FE[P/D] ) AE N I
ALK+NSCLC B 2RiGIT WA R E R 24k
ik 2010 42 HE 2012 42 H, 347 452 T 1 MPEEAE &40
75 VAT IWTIB/IV M ALK+NSCLC # 34 BH L% C 250 mg po
BID (n=173), B{#P 500 mg/m’ED 75 mg/m’ IV q3w (n=174;
58% P, 42% D). {E 005 5 R I FISHIZ AT ALK TR U o 4
PROFILE 1005 9, [a]#52P/DiGI7 G Pt i g 3Rt T
crizotinib, 5T 28 £ L TR A 2 w2 0 ek i AR A )
(PFS); IWEZ AR MWEMAF (ORR). BALFH (09).
AR R L5,
gER. ARWIFIAT) T H AN, W T crizotinib 7E#E K PFS
FHEARTF PD (RE 7.7 A 3.0 4 H; HR 0.49; 95% CI
0.37-0.64; P < 0.0001). #3% crizotinib 1597 H# i) ORR &F %
1 (65%Lk 20%; P < 0.0001). OS I I HT (28%IK1ZE44)
W] crizotinib 1 P/D 2 [M A Gi it 24 5.3 2 57 (WIE AT Ak
{f 20.3 S H EL 22.8 4~ A HR 1.02; 95% CI 0.68-1.5; P=0.5394),
(HAREF X G 2228 XRIT HHTRIIE (108 44 35 [62%) 38 X ez
crizotinib ¥8¥7 ). Crizotinib 417 ft i WLIK 59677 AR AN KL=
f (TRAE) MR (59%). HETE (53%). HLr (52%)-
MR (44%) RV REACT-H 5 (36%), 1 P/D 24135 WK
EVARYTHR IR R34 (TRAED BL3E B0 (35%) = (29% )
HR R D RE (22%) BAIIE (21%) FIlR (20%).
Crizotinib 2181 P/D 1 3/4 4 TRAE HI&LEFAIA (31%).
Crizotinib Z1LF1 P/D 417 T HUE H (1) TRAE K AEZF 5514 6%H1
10%. Crizotinib 20 F1VAT FFSA [T P/D 41 ORI -P A7
o114,
i 5 P/D 4IML, crizotinib 41 PFS #1 ORR #547 304
3, 0 H A MR S AT 2 1 o X e 4E FIF S crizotinib A LA
VB4 2 W32 1 697 30 ALK+NSCLC H bsiEs ik,
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Background:Chromosomal rearrangements of anaplastic lymphoma
kinase (ALK) are associated with marked clinical responses to
crizotinib, an orally available tyrosine kinase inhibitor targeting ALK.
This global randomized phase III study compared the efficacy and
safety of crizotinib (C) with standard chemotherapy (pemetrexed or
docetaxel [P/D]) as 2nd-line therapy for patients (pts) with advanced
ALK+NSCLC.

Methods:Between Feb 2010 and Feb 2012, 347 pts with stage I1IB/IV
ALK+NSCLC previously treated with 1 prior platinum-based regimen
were randomized to receive C 250 mg PO BID (n=173) or either P
500 mg/m” or D 75 mg/m® IV q3w (n=174; 58% P, 42% D). ALK was
detected by FISH in a central lab. Pts with progressive disease on P/D
were offered C on PROFILE 1005. The primary endpoint was
progression-free survival (PFS) per independent radiologic review;
secondary endpoints included objective response rate (ORR), overall
survival (OS), safety, and patient-reported outcomes.

Results:The study met its primary objective by demonstrating the
superiority of C over P/D in prolonging PFS (median 7.7 vs 3.0 mo;
HR 0.49; 95% CI 0.37-0.64; P < 0.0001). ORR was significantly
higher in pts treated with C (65% vs 20%; P < 0.0001). Interim
analysis of OS (28% events) showed no statistically significant
difference between C and P/D (preliminary median estimate 20.3 vs
22.8 mo; HR 1.02; 95% CI 0.68-1.5; P=0.5394), but was not adjusted
for crossover (108 pts [62%)] crossed over to C). The most common
treatment-related adverse events (TRAE) with C were visual
disturbance (59%), diarrhea (53%), nausea (52%), vomiting (44%),
and elevated transaminases (36%), and with P/D, nausea (35%),
fatigue (29%), neutropenia (22%), decreased appetite (21%), and
alopecia (20%). The incidence of grade 3/4 TRAE was the same for C
vs P/D (31%). The incidence of TRAE leading to discontinuation was
6% for C vs 10% for P/D. Duration of treatment was longer for C vs
P/D (median cycles started 11 vs 4).

Conclusions:C showed significant improvement in PFS and ORR
compared with P/D and had an acceptable safety profile. These
findings establish C as the standard of care for pts with previously
treated advanced ALK+NSCLC.
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1233PD EFFICACY AND PATIENT (PT)-REPORTED OUTCOMES (PROS) WITH SELUMETINIB
(AZD6244, ARRY-142866; SEL)*DOCETAXEL (DOC) IN KRAS-MUTANT ADVANCED NON-SMALL
CELL LUNG CANCER (NSCLC):A RANDOMIZED, PHASE II TRIAL

P.A.Janne, A.T. Shaw, J.Rodrigues Pereira, et al.
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Objectives:This randomized, double-blind, placebo
(PBO)-controlled, phase 1I trial evaluated the efficacy and safety of
SEL+DOC as second-line treatment for pts with KRAS-mutant
advanced NSCLC. Assessment of the prevalence, severity, and
change over time of lung cancer symptoms was an exploratory
objective.

Methods:Pts with stage IIIB-IV, second-line KRAS-mutant
advanced NSCLC, received iv DOC 75mg/m2, and po SEL 75mg or
PBO BD. PROs were assessed using the Lung Cancer-Specific
Symptom Questionnaire (LSSQ), which includes the Lung Cancer
Subscale (LCS) plus items relating to symptoms and functional
activities from the FACT-L. Pts completed the questionnaire on Day
1, and every 3 weeks until discontinuation from study treatment, and
at discontinuation.

Results:422 pts were screened across 67 centers in 12 countries; 87
were randomized (SEL+DOC, 44; PBO+DOC, 43). Baseline
characteristics were reasonably balanced. OS was longer for
SEL+DOC vs PBO+DOC (9.4 vs 5.2 mo), but not statistically
significant (HR 0.80; 80% CI 0.56-1.14) and hazards were
non-proportional. All secondary endpoints, including response rate
(37% vs 0%; p<0.0001) and PFS (5.3 vs 2.1 mo; HR 0.58; 80% CI
0.42-0.79), were significantly improved for SEL+DOC vs
PBO+DOC. Most frequent grade 3/4 AEs were neutropenia and
febrile neutropenia. Compliance for completion of the LSSQ at
baseline and at least 1 follow-up visit was 85.5%. There was a
numerical improvement in the change from baseline in the LSSQ
scores with SEL+DOC compared with PBO+DOC, throughout the
assessment period. In a post-hoc analysis, the % pts with a clinically
meaningful improvement in LCS score was greater for SEL+DOC
(44%) than PBO+DOC (24%; OR 2.50; 80% CI 1.34-4.77; 1-sided
p=0.029). The time to deterioration of LCS score was also in favor
of SEL+DOC (HR 0.33; 80% CI 0.22-0.49; 1-sided p=0.0002).
Conclusions:This is the first prospective study to demonstrate a
clinical benefit of targeted therapy (SEL+DOC) for pts with
KRAS-mutant cancer of any type. In a post-hoc analysis, more pts
experienced clinically meaningful improvements in lung cancer
symptoms with SEL+DOC than PBO+DOC.
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1237PD CLINICAL ACTIVITY AND SAFETY OF ANTI-PROGRAMMED DEATH-1 (PD-1)
(BMS-936558/MDX-1106/ON0-4538) IN PATIENTS (PTS) WITH ADVANCED NON-SMALL CELL LUNG
CANCER (NSCLC)

S.Gettinger, L.Horn, S.J. Antoni, et al.
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Purpose:BMS-936558 is a fully human monoclonal antibody that
blocks the PD-1 co-inhibitory receptor expressed by activated T cells.
We report here the activity and safety of BMS-936558 in pretreated
pts with advanced NSCLC, a tumor not previously considered
responsive to immunotherapy.

Methods:BMS-936558 was administered IV q2wk to pts with
various solid tumors at 1 — 10 mg/kg during dose escalation and/or
cohort expansion. Pts with advanced NSCLC previously treated with
at least 1 prior line of therapy were eligible. Pts received up to 12
cycles (4 doses/cycle) of treatment or until unacceptable toxicity,
confirmed progressive disease, or complete response. Clinical
activity was assessed by RECIST v1.0.

Results:As of Feb 24, 2012, 122 NSCLC pts had received
BMS-936558 at 1 (n=31), 3 (n=33), or 10mg/kg (n=58). ECOG
performance status was <1 for 117/122 pts; 67/122 pts had received
>3 prior therapies. Median duration of therapy was 12 weeks (range
2-101.3 wks). Common drug-related AEs in NSCLC pts were
fatigue (18%), decreased appetite (10%), anemia (8%), and nausea
(7%). The incidence of grade 3—4 related AEs was 8%. There were 2
drug-related deaths from pneumonitis. Of 76 evaluable pts, 14 had a
partial response (PR) (Table); all 14 were treated >24 wk, and 8 had
responses of >24 wk. 5 Five pts had stable disease (SD) lasting >24
wk. Additionally, 3 pts had a persistent decrease in target lesion
tumor burden in the presence of new lesions and were not
categorized as responders.

Conclusions:BMS-936558 had an acceptable risk:benefit profile in
previously treated, advanced NSCLC. Activity in squamous NSCLC
was particularly intriguing. Additional long-term follow-up data will
be reported.

= =y () 0 =] IR 0 0
#4/Dose, mg/kg B HURY No. pts® 831(,,.;»%22& 5/No. pts (%)[95% éi]ﬂﬂ] f) PFSR/ PFSR at24 wks, %[95%
1 18 1(6)[0.127] 16 [0-34]
3 19 6(32) [13-57] 41 [18-64]
10 39 7 (18) [8-34] 24 [11-33]
[ 1 NSCLC/AI NSCLC 76° 14 (18) [11-29] 26 [16-36]
F1 A dE8% NSCLC/ All-Nonsquamous » 7
NSCLC 56 7(13) [5-24] 22 [11-34]
JT 85Ik NSCLC/ All-Squamous _ _
NSCLC 18 6(33) [13-59] 33 [12-55]

a HUEF] 2011 4F 7 J 1 HES2IGYT G2 - VT PIAS (10 (83
a Response-evaluable pts dosed by 07/01/2011

b (LG 2 BIHGUARFIER ST, 1 4] PR K8 ORR=2MAR% ([&lcub;CR+PR&rcub; +n] x 100)) ; PFSR=TC#k /& {74
b Includes 2 pts with unknown histology, 1 with PR ORR=objective response rate ([&lcub;CR+PR&rcub;+n]x100); PFSR=progression-free

survival rate
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12270 ACTIVITY OF AFATINIB/CETUXIMAB IN PATIENTS (PTS) WITH EGFR MUTANT
NON-SMALL CELL LUNG CANCER (NSCLC) AND ACQUIRED RESISTANCE (AR) TO EGFR
INHIBITORS

Y.Y.Janjigian, E.F. Smit,L.Horn, et al.
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Background:AR to reversible epidermal growth factor receptor
(EGFR)-specific tyrosine kinase inhibitors (TKIs) in EGFR mutant
(mt) NSCLC is associated with an exon 20 EGFR T790M mutation
in [150% of cases. The targeted combination of afatinib (A), a potent
ErbB Family Blocker, and cetuximab (C), induced nearly complete
regression in T790M transgenic murine models. Following
determination of the maximum tolerated dose, early clinical data
suggest that the recommended dose combination of A/C is tolerable,
with encouraging activity in AR cases (Janjigian Y. J Clin Oncol
2011; 29 (suppl); abstr 7525). Here, we report safety and efficacy
data from an expanded cohort in AR NSCLC.

Methods:Pts with EGFR mt advanced NSCLC — progressive on
erlotinib or gefitinib — transitioned directly (interval minimum 3
days) to oral, daily A 40 mg and intravenous, bi-weekly C
500 mg/m2. Tumour biopsy after AR, prior to study therapy, was
mandated by protocol. Efficacy endpoints included objective
response (OR) and progression-free survival (PFS) with imaging at
week 4, 8, 12 and every 8 weeks thereafter.

Results:To date, 100 eligible pts have been treated (median duration
4.1 months, range 1-14+months). EGFR del 19 and L858R mt were
present in 63% and 31% of pts, and EGFR T790M mt in 53% of pts.
Adverse events included rash (Grade 1/2:65%; Grade 3:12%) and
diarrhoea (Grade 1/2:63%; Grade 3:6%). Ninety pts were evaluable
for efficacy; rate of disease control was 94% and probability of PFS
at 3, 6 and 9 months was 70, 42 and 18%, respectively. In the first 60
evaluable pts enrolled at least 6 months before data cut-off, the
confirmed OR rate was 40% (95% Cl:27.6-53.5), similar in both
T790M+(38%) and T790M- (47%) tumours; the median PFS was
4.7 months and the median duration of response was 7.7 months.
Conclusions: Afatinib/cetuximab ~ shows encouraging clinical
efficacy in pts with AR to erlotinib or gefitinib, demonstrating that
many EGFR mt NSCLCs continue to depend on ErbB signalling for
survival. Efforts to elucidate the underlying mechanisms are ongoing,
and updated clinical data will be presented. Further studies are
planned to establish the potential role of this targeted combination in
the treatment of EGFR mt NSCLC.
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12280 DACOMITINIB (PF-00299804), AN IRREVERSIBLE PAN-HER TYROSINE KINASE INHIBITOR
(TKI), FOR FIRST-LINE TREATMENT OF EGFR-MUTANT OR HER2-MUTANT OR -AMPLIFIED LUNG
CANCERS

M.Kris,Z.Goldberg, P.A.Janne, et al.
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Background:Dacomitinib irreversibly inhibits EGFR, HER2 and
HER4, and showed superior activity vs. reversible EGFR TKI in
EGFR-mutant lung cancer models, including resistant forms. This
open-label Phase II study evaluates dacomitinib in patients with
EGFR-mutant or HER2-amplified or -mutant advanced NSCLCs.
Methods:Patients had stage IIIB/IV adenocarcinoma, no prior
systemic treatment (EGFR cohort), had smoked <10 pack years
(none within 15 years of enrolment) or had known EGFR mutation.
Patients with HER2 amplifications or mutations, could have had any
number of prior lines of therapy. Patients received dacomitinib orally
once daily continuously at 45 mg, or 30 mg with the option to
escalate to 45 mg; evaluation was every 28 days. Endpoints included
progression-free survival rate at 4 months (PFS@4M, primary); PES,
partial response (PR) rate; and safety.

Results:89 patients were enrolled and dosed in the EGFR cohort; 46
had EGFR mutation in exons 19 (n=25) or 21 (n=21) and 32 (70%)
were female. 34/46 evaluable patients with EGFR exon 19 or 21
mutations had a PR (PR rate=74%; 95% CI:59-86; exon 19=72%;
exon 21=76%). Preliminary PFS were similar for exons 19 and 21.
Preliminary PFS&commat;4M  was  96% (95%  Cl:84-99),
preliminary PFS rate at 12 months was 74% (95% CI:59-85) and
preliminary median PFS was 17 months (95% CI:13-24). Median
duration of tx was 14 months. To date, 17 patients have been dosed
in the HER2 cohort (3 with amplification). For 16 patients with
response data, there are 2 PR (1 confirmed), both with HER2
mutation. 5 patients had SD as their best response. Common side
effects included dermatitis acneiform (grade 3/4=16.9%/0) and
diarrhea (13.5%/0). 5 patients in total discontinued treatment due to
drug-related toxicity.

Conclusions:74% of patients with EGFR exon 19 or 21 mutant lung
cancers experienced PRs with 1st-line dacomitinib; preliminary PFS
rate was 74% at 1 year; preliminary median PFS was 17 months; PR
rates and preliminary PFS were similar for patients with EGFR exon
19 and 21 mutations; further research is planned in these patient
populations. There are early signs of activity of dacomtinib in
targeting HER2 in advanced NSCLCs and recruitment continues.
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1191PD CLINICAL ACTIVITY OF CRIZOTINIB IN PATIENTS WITH ADVANCED NON-SMALL CELL
LUNG CANCER (NSCLC) HARBORING ROS1 GENE REARRANGEMENT

S.-H.1.0u,R.Camidge, J.Engelman, et al.
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Background:Chromosomal rearrangements in the receptor tyrosine
kinase (RTK) ROS1 define a new molecular subset of NSCLC. ALK
inhibitors can inhibit ROS1 kinase activity in cell lines. We
examined the efficacy and safety of crizotinib, a small molecule
inhibitor of two other RTKs, MET and ALK, in patients with
advanced, ROS1-rearranged NSCLC.

Methods:Patients with advanced NSCLC harboring ROSI1
rearrangement, as determined using a break-apart FISH assay, were
recruited into an expansion cohort of the original phase 1 study of
crizotinib. Patients were treated with crizotinib at the standard oral
dose of 250 mg BID. The objective response rate (ORR) was
determined based on RECIST v1.0. The disease control rate (DCR;
stable disease [SD]+partial response [PR]+complete response [CR])
was evaluated at weeks 8 and 16.

Results: At the time of data cut-off on April 19, 2012, 15 patients
with ROS1 NSCLC had received crizotinib and 14 were evaluable
for response. The median age was 54 years (range 31-72). Fourteen
patients were never-smokers and all had adenocarcinoma histology.
All patients were confirmed negative for ALK rearrangement. The
median number of prior treatments was 1 (range 0-6). The first
ROSI patient received crizotinib on October 19, 2010. To date, the
ORR is 57% (8/14; 95% CI 28.9-82.3), with 7 PR and 1 CR. There
were 4 SD, one of which was unconfirmed as PR at the time of data
cut-off. The DCR at 8 weeks was 79% (11/14). Median duration of
treatment was 25.7 weeks (range 0.1+to 65.3+), and 12 patients
continue on study. The pharmacokinetics, antitumor activity and
safety profile of crizotinib in this group of patients were similar to
those observed in patients with ALK-positive NSCLC.
Conclusions:Crizotinib is associated with clinically significant
antitumor activity in patients with ROS1 NSCLC. Similar to ALK,
ROSI rearrangement defines another unique molecular subset of
NSCLC patients for whom crizotinib therapy may be highly
effective. Importantly, this study represents the first clinical
investigation of ROS1 as a driver mutation and therapeutic target in
cancer.
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A MULTICENTER, RANDOMIZED PHASE II STUDY OF V (VINORELBINE)/C (CISPLATIN)/B

(BEVACIZUMAB) FOLLOWED BY D (DOCETAXEL)/G(GEMCITABINE)/B VERSUS D/ C /B AS A
FIRST-LINE THERAPY FOR ADVANCED OR METASTATIC NON-SQUAMOUS NON-SMALL CELL
LUNG CANCER (NSCLC)

A.Kotsakis, E.Kontopodis, N.Vardakis, et al.
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Background:The combination of D/G has shown equal activity
compared to the platinum-based doublets, which is considered the
cornerstone for the treatment of NSCLC, with a more favorable
toxicity profile. Sequential therapy with four active drugs, including
C, was recently investigated and attributed a favorable response rate
(Pallis A, et al; Lung Cancer 2006 52(2):165-71). Incorporation of B
to the standard platinum-based regimen improved its clinical
outcome. The efficacy of sequential four drug treatment in
combination with B was compared to the standard non
platinum-based regimen combined with B.

Methods:Seventy-seven treatment-naive patients with unresectable
stage IIIB and IV non-squamous NSCLC were randomized to
receive V 60 mg/m2 PO on day 1 and 8, C 80mg/m2 IV on day 1
and B 15 mg/kg IV on day 1, for 3 cycles followed by D 75 mg/m2
IV, G 1100 mg/m2 IV and B 15 mg/kg IV, all on day 1 (Arm A) or
D 75 mg/m2 IV, C 80mg/m2 IV and B 15 mg/kg IV on day. The
cycles were repeated every 3 weeks for a total of 6 cycles. The
primary endpoint was response rate (RR) and the secondary end
points overall survival (OS) and progression free survival (PFS).
Results: Thirty-nine patients were randomized to arm B (control) and
38 patients to the sequential arm. The overall RR was 36.8% and
46.2% in arm A and B, respectively (p= 0.49). There were 3
complete responses, one in arm A. Median PFS was 5.77 and 5.53
months in arm A and B, respectively (p= 0.368). Median OS was
16.9 and 10.9, respectively (p= 0.39). The estimated 1 and 2-year
survival for arm A versus B were 64.1% and 35% versus 48.4% and
24%, respectively. No difference in the toxicity profile was observed
between the 2 arms, although more cycle-delays were observed in
the experimental arm (29.5 versus 12.2; p< 0.001).
Conclusion:Sequential treatment with four active drugs is feasible
and safe. The combination attributes encouraging results compared
to the standard platinum-based regimen.
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1327 A PHASE II TRIAL OF CISPLATIN-DOCETAXEL-BEVACIZMAB INDUCTION CHEMOTHERAPY
FOLLOWED BY BEVACIZMAB AND PEMETREXED MAINTENANCE THERAPY IN PATIENTS WITH
NONSQUAMOUS CELL LUNG CARCINOMA:OKAYAMA LUNG CANCER STUDY GROUP TRIAL 0903

A. Nishiyama, H. Yoshioka, K. Kunimasa, et al.
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Background:Addition of bevacizmab (BEV) to platinum-based
doublet yields a significant but only modest survival advantage.
Recently, in the PARAMOUNT trial pemetrexed (PEM)
maintenance therapy produced a high magnitude of PFS
improvement. The OLCSG 0903 phase 2 trial investigated efficacy
and safety of cisplatin (CDDP)-docetaxel (DOC)-BEV induction
therapy followed by BEV-PEM maintenance therapy in patients with
advanced nonsquamous non-small cell lung carcinoma.

Methods:In this trial, 40 patients with good PS (0 or 1) participated
in the induction phase, specified as four cycles of induction CDDP
(80mg/m2), DOC (60mg/m?) and BEV (15mg/kg) on day 1 of a
21-day cycle. Patients who had not progressed during
CDDP-DOC-BEYV induction received maintenance BEV (15 mg/kg)
and PEM (500mg/m2) on day 1 of a 21-day cycle until disease
progression. The primary endpoint was PFS, and the secondary
endpoints included toxicity, OS and response rate.

Results:Patient characteristics were as follows:median age:62 years;
78% male; 100% Japanese; 30% PS 0; 73% stage IV; and 70%
adenocarcinoma. At the time of this analysis, 23pts (58%)
discontinued the treatment, and the proportion of discontinuations to
AEs was 35% (8/23). The principal toxicity was myelosuppression
(grade 4 hematological:20 patients [50%]), and grade 3/4 febrile
neutropenia was observed in 10 (25%) despite no treatment-related
deaths. The objective response rate and disease control rate (%
patients with CR/PR/SD) was 82.5% and 97.5%, respectively. The
median PFS time was 10.2 months, and the 6-month PFS rate was
63.2% (95% confidence interval:44.9-76.9 %).
Conclusions:CDDP-DOC-BEV followed by BEV-PEM
maintenance seems an effective and moderately tolerated treatment
for patients with advanced nonsquamous non-small cell lung
carcinoma.
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1336 CLINICAL MODES OF EGFR TYROSINE KINASE INHIBITOR FAILURE AND SUBSEQUENT
MANAGEMENT IN ADVANCED NON-SMALL CELL LUNG CANCER

H.Chen, J.Yang, H.Yan, et al
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Context:The diversity of epidermal growth factor receptor (EGFR)
tyrosine kinase inhibitor (TKI) failure in advanced non-small cell
lung cancer (NSCLC) has been reported sporadically, but there is no
published overview of EGFR-TKI failure modes, which could hinder
the appropriate management for patients with distinct failure modes.
Objectives:This study mainly aimed to classify the diversity of TKI
failure, and to investigate the usefulness of clinical modes in
subsequent management and prognosis.

Patients and methods:The retrospective study accrued 227 Chinese
advanced NSCLC patients with EGFR-TKI failure. One-hundred
and twenty consecutive clinical trial patients were enrolled as the
training set to establish a clinical model based on clinical factors.
Another 107 routine patients were enrolled as the validating set
according to a Bayes discriminant analysis. EGFR mutations and
¢-MET amplification were analyzed. Kaplan—Meier survival analysis
was used to test the differences of prognosis and subsequent
management in clinical modes.

Results: The duration of disease control, symptom improvement, and
evolution of tumor burden were verified as feasible grouping
variables. A correct grouping rate achieved 84.1%. The cohort was
classified into three groups, as follows:130 patients with dramatic
progression, 42 with gradual progression, and 55 with local
progression. Progression-free survivals (PFSs) for the dramatic
progression, gradual progression, and local progression groups were
9.3, 12.9, and 9.2 months, respectively (P =0.007). Overall survivals
for the groups (OSs) were 17.1, 39.4, and 23.1 months, respectively
(P <0.001). TKI continuation was superior to switching
chemotherapy in a subsequent setting for gradual progression (39.4
vs. 17.8 months, P =0.02). The difference of EGFR mutations or
¢-MET amplification among the three groups was not significant.
Conclusions:Clinical modes of EGFR-TKI failure could favor
strategies for subsequent treatment and predicting a survival benefit
in advanced NSCLC.
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1352 CLINICAL PROFILE AND PATTERNS OF PROGRESSION (PD) OF PATIENTS (PTS) WITH
ADVANCED NON-SQUAMOUS NON-SMALL CELL LUNG CANCER (NSNSCLC) TREATED WITH
FIRST LINE BEVACIZUMAB (B):AVVA STUDY

J.De Castro, J.M.Garcia-Bueno, M.Domine, et al.
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Background:B in combination with platinum doublets prolongs
survival and delays PD in chemo-naive pts with advanced nsNSCLC
and its safety profile has been widely described in clinical trials. In
this study we aim to evaluate the behavior, clinical profile and
patterns of PD of real-life nsNSCLC pts treated with B in 44 Spanish
institutions.

Methods:AVVA is a multicenter, epidemiological study to define
the clinical profile (gender, age, PS, histology, stage, comorbidities,
tumor load, Tx, response and tolerability) and describe the patterns
of PD. Pts diagnosed with advanced nsNSCLC and evidence of PD
after treatment (Tx) with standard chemotherapy (CT) plus B up to 6
cycles followed by maintenance B were included.

Results:Data of 158 pts are presented. Clinical profile was:median
age 58 years (range 34-79); male 65%; stage IV 91%;
adenocarcinoma  77%; ECOG PS  0/1/22  (%):35/56/9;
never/current/former smokers (%):23/40/37. 64% of pts presented
relevant concomitant disease at baseline (27% cardiovascular disease,
24% pulmonary disease). Tx received:B plus
carboplatin-doublet/cisplatin-doublet/other (%) 70/25/5. Median no.
of cycles for CT/B:6/9. Patterns of PD:44% presented high tumor
load (tumor diameter >55mm and >5 lesions); 97% of pts presented
intra-thoracic disease, 53% presented extra-thoracic disease and 13%
only pulmonary disease. High tumor load was associated with
extra-thoracic disease (p<0.05). ORR was 53% (95% CI:45-61) and
disease control rate was 85%. Best response was achieved after a
median of 4 cycles (range 1-16). ECOG 0/1 at PD (%):15/50.
Median PFS was 7.7 months (95% CI:7.3-8.1). No differences were
found in ORR or PFS according to tumor load and
intra/extra-thoracic disease. Grade 3/4 toxicities were:venous
thrombosis (3.2%/0), proteinuria (0.6%/0), hemoptysis (0.6%/0),
pulmonary embolism (0/0.6%) and mucositis (0.6%/0).
Conclusions:B was effective in this real-life patients' population,
irrespective of tumor load and location of the disease. These results
confirm the well-established safety profile and the efficacy of B as
frontline Tx in nsNSCLC.

BAEF R N ETR, XS, SRR R HI S Hk



1351

NURZREGT (BY) MAAHGHER B S SBUEEMA?

1351 DOES ELIGIBILITY FOR BEVACIZUMAB (BV) LEAD TO SELECTION BIAS?

Y.Takagi, A.Toriihara, Y.Hosomi, et al.
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Background:Eligibility is often narrowed in clinical trials of
targeted drugs because of specific adverse effects. Modified
eligibility criteria can affect endpoints such as overall survival
independently of the actual effect of an investigational drug.
Methods:Patients with stage I1IB/IV, non-squamous non-small cell
lung cancer (NSCLC) who started chemotherapy from 2005 to 2009
were reviewed. Bevacizumab (BV) was first used to treat lung
cancer at our institution in 2010. We divided patients into
BV-eligible (A) and -ineligible (B) groups. To estimate survival,
Kaplan-Meier curves were calculated and compared between the
groups using the log-rank test. We also examined the prognostic
impact of age, gender, M factor, performance status (PS), use of
platinum in first-line chemotherapy, history of hemoptysis, major
blood vessel invasion (MVI) by the tumor and clinically significant
cardiovascular disease upon overall survival using the Cox
proportional hazards model. A radiologist who was blinded to the
clinical outcomes evaluated MVI. All tests were two sided with a
significance level of 0.05.

Results:Among 576 patients with lung cancer who undergone
chemotherapy at our department, 283 of them had stage IIIB/IV
non-squamous NSCLC. After excluding 15 patients with indications
for combined chemoradiotherapy and 22 with PS 3/4, the eligibility
of 246 patients for BV was finally evaluated. Eighty-nine patients
were considered ineligible for BV (cohort B), based on one or more
of a history of hemoptysis (N=32), MVI (N=64) and cardiovascular
disease (N=13). Eligibility could not be determined in ten patients
and the remaining 147 patients were classified into cohort A. Overall
survival was significantly better in cohort A (median, 14.9 months)
than in cohort B (median, 8.6 months; hazard ratio, 0.55; 95%CI,
0.42-0.74; P<0.0001). Multivariate analysis indicated that gender, PS,
a history of hemoptysis and MVI are significant prognostic factors.
Conclusion:Eligibility for BV itself is a powerful prognostic factor
for patients with non-squamous NSCLC.
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1348 EFFICACY OF CHEMOTHERAPY (CHT) BEYOND TYROSINE KINASES INHIBITORS (TKI) IN
ADVANCED NON SMALL CELL LUNG CANCER (NSCLC) PATIENTS (PTS) UNSELECTED FOR
EPIDERMAL GROWTH FACTOR RECEPTOR (EGFR) MUTATION

P.Trenta, R.lacovelli, A.Palazzo, et al.
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Background:After failure of a second or third line therapy with TKI,
many clinicians offer to their advanced NSCLC pts a new line of cht,
even if there are no perspective trials that support this choice. We
report our experience about cytotoxic treatment administered after a
target therapy with Erlotinb or Gefitinib in pts with unknown EGFR
mutational status or EGFR wild type.

Patients and methods:Since January 2003 to December 2011, 84
pts received TKI in second or third line and after progression 34 of
them were treated with at least one subsequent line of cht. We
collected response data, analyzed overall survival (OS) and
progression free survival (PFS) of cht beyond TKI with
Kaplan-Meier method and correlated them with Disease Control (DC)
and PFS of first line cht and TKI using log-rank test.

Results:29 out of 34 pts received cht as third and 5 pts as forth line
treatment. 67,6 % of pts received a monotherapy, while 32,4% a
combination treatment, platinum based in 7 cases. A response rate
(RR) of 20,5% and a DC rate of 52,9% were registered. Median OS
post-TKI and PFS were 13 (95% CI. 6,36-19,63) and 3 months (mos)
(95% CI 0,5-5,5) respectively. OS of pts who obtained DC during
TKI was 18,2 mos compared to 5,7 mos of pts not responder to
target treatment (p=0,019). At univariate analysis good PS(<1) after
TKI (p=0,022), DC (p=0,025) and PFS>6 mos with first line
cht(p=0,002) were found to be the only predictive factors of a better
PFS with post-TKI cht. At multivariate analysis only the PFS>6 mos
with first line cht was confirmed as an independent predictive factor
of better PFS in post-TKI setting (p=0,05). Age more or less than 65

years (p=0,7) use of combination (p=0,84) and platinum-based
therapy (p=0,75) seems not to improve survival outcome and DC of
cht beyond TKI.

Conclusions:DC with TKI identify a good prognostic group of pts.

Good and prolonged response (>6 mos) to the first line cht and a PS
<1 are useful predictive factors to select pts who could benefit from
receiving a cytotoxic treatment after target agents failure. Aggressive
cht strategies do not seem to produce a real advantage in this setting.
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1335 FRONT-LINE TREATMENT WITH DOCETAXEL, CISPLATIN AND BEVACIZUMAB FOR
PATIENTS WITH ADVANCED/METASTATIC NON-SMALL CELL LUNG CANCER:A MULTICENTER
PHASE II STUDY OF THE HELLENIC ONCOLOGY RESEARCH GROUP (HORG)

N.Kentepozidis, M.Agelidou, C.Christophylakis,et al.

B TR0 0T, DL 2 0GRS DR
BRIPL (DCV 5 7 B MR/ NI KufilE (NSCLC) B3
HIAE 2 AR 52 1

Jrik: A8 BRI SALEMIA . AEBRRINB GEE) 1V
WINSCLCHEFHFF AR ArdE, A WPSUP4r 0-2 HAREZid1k
57, BEEZLVIMEE (75 mg/m® IV) | % (80 mg/m? IV)
FURER ST (15 mgkg IV) , 21 KA—NTHE. HERHE
B2 VARER LR IBYT

LE L. AT R Ak B AR ERUE . 2 ) R S A R (4.2%) ,
14 W) g SE IR 4> 2R (29.2%) [MA B E: 33,3%:; 95%
CI=(20.0%-46.7%)], T 14 1] 35 L BIPHAEE « T PFS 5y 4.4
A (95% Cl:1.32-7.48) , Hi{i OS A 1327 4~ H (95%
CI:9.72-16.81). 5¥RI7H M 3 ok 4 A A R F-aFEA
BRI AEE . PRI R IE RIS I, R AR AT 8.4%.
18.7%M1 2.1%. 3 Bl (6.3%) KRAET 2-4 Bk b R4
M, 1B (2.1%) BT T L5 R MIREE S BOET .
£ DCV J7 R4 N ARBE NSCLC [ i— &gy 2 —hi g
BRI %S, M HL AR DA, MISRER AL TR B b E 5R

B AR BB 110

Background:To evaluate in a multicenter phase II study the efficacy
and tolerance of the docetaxel/cispaltin combination in association
with bevacizumab (DCV regimen) in metastatic nom-small cell lung
cancer (NSCLC) patients.

Methods:48 chemotherapy-naive patients with measurable,
histologically confirmed, non-squamous, IIIB (wet)/IV NSCLC and
PS 0-2 were eligible for treatment and received docetaxel (75mg/m2
1V), cisplatin (80 mg/m2 IV) and bevacizumab (15 mg/kg IV) in
cycles of 21 days. Patients did not receive maintenance
bevacizumab.

Results: All patients were eligible for response. Complete and partial
responses were achieved in two (4,2%) and 14 (29.2%) patients,
respectively [overall response rate:33,3%; 95% CI=(20.0%-46.7%)]
whereas stable disease was documented in 14 patients. The median
PFS was 4. 4 months (95% CI:1.32-7.48) and the median OS 13.27
(95% CI:9.72-16.81). Treatment-related grade 3 or 4 hematologic
adverse events were leucopenia, neutropenia, and anemia in 8.4%,
18.7% and 2.1% of the patients, respectively. Three (6.3%) patients
developed grade 2-4 febrile neutropenia and one (2.1%) patient
(2,1%) died because of sepsis due to bowel perforation.
Conclusions:The DCV regimen is an active regimen with
manageable toxicity when administered as front line treatment in
patients with advanced non-squamous NSCLC and merits to be
further investigated.
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1337 NP CHEMOTHERAPY PLUS ENDOSTAR COMPARED WITH NP ALONE AS FIRST-LINE
THERAPY IN STAGE HIB/IV NON-SMALL CELL LUNG CANCER:A RETROSPECTIVE STUDY

M.Zhao, H.Deng, B.Jin, et al.
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Purpose:Recombinant human endostatin is a novel inhibitor of
tumor angiogenesis. Previous studies have indicated that
Recombinant human endostatin (endostar) plus vinorelbine-cisplatin
chemotherapy could improve objective response rates (ORR) and
time to progression (TTP) of advanced non-small cell lung cancer
(NSCLC) patients with decreased toxicity. The purpose of this study
was to retrospectively compare the efficacy and safety of NP
chemotherapy plus endostar with NP alone as first-line therapy in
stage I1IB/IV non-small cell lung cancer.

Methods:We reviewed the records of 65 previously untreated
Chinese patients with stage IIIB/IV NSCLC who were treated with
NP chemotherapy plus endostar or NP alone between January 2005
and December 2010 at The First Hospital of China Medical
University. Vinorelbine (25mg/m’) was administered on days 1 and
8, cisplatin(75mg/m®) was administered on day 1, and endostar
(7.5mg/m?) was administered on days 1-14. Treatments were
repeated every 3 weeks for a maximum of 6 cycles. The best tumor
response was evaluated according to Response Evaluation Criteria in
Solid Tumors (RECIST 1.1). The adverse events were defined by
NCI-CTC 3.0 criteria. Univariate and multivariate analyses were
performed using the SPSS 20.0 software.

Results:The median age of patients was 58 years (range, 34—77
years). Our main results are as follows:Addition of endostar to
standard NP chemotherapy significantly reduced the risks of disease
progression and death. The median progression-free survival of the
NP plus endostar group and NP group were 7.4 months and 5.5
months (P= 0.042). The median overall survival of the NP plus
endostar group and NP group were 17.6 months and 12.6 months
(P=0.046). There was no statistical difference in objective response
rates and disease control rates between the two groups. The
incidence of grade 3/4 hematologic adverse events was higher in NP
plus endostar group (48.5% vs 21.9%, P=0.025) but tolerable.
Conclusion: This study demonstrated that the addition of endostar to
the NP regimen is an effective treatment option with an
acceptable increase in hematologic toxicity in previously untreated
patients with stage I1IB/IV non-small cell lung cancer.
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1353 PHASE II TRIAL OF BEVACIZUMAB PLUS DOCETAXEL IN PATIENTS WITH PREVIOUSLY
TREATED NON-SQUAMOUS NON-SMALL CELL LUNG CANCER

F.Ohyanagi, K.Kudo, N.Yanagitani, et al.
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Background:The additional effects of bevacizumab (B) as a first
line chemotherapy for non-squamous (Nsq) non-small cell lung
cancer (NSCLC) have been established. However, its efficacy as a
second line or higher chemotherapeutic agent is not sufficiently
investigated. Docetaxel (D) is a standard second line therapy for
NSCLC, and the synergistic effects of a combination of D and B
(D+B) have been demonstrated in preclinical models. Therefore, this
phase II study evaluated the efficacy and safety of D+B in patients
with previously treated Nsq NSCLC.

Methods:Patients with histologically or cytologically confirmed Nsq
NSCLC (20-74 years) with an Eastern Cooperative Oncology Group
performance status (PS) of 0-2 and at least one prior course of
chemotherapy were eligible for the study. Patients were treated with
D (60mg/m”) and B (15mg/kg) on day 1, which was repeated every 3
weeks until progressive disease (PD) or unacceptable toxicity
occurred. The primary endpoint was the response rate (RR).
Results:Between May 2010 and July 2011, 28 patients were enrolled
in the study (16 males/12 females; median age, 65 years; PS,
0/1/2:19/9/0; adeno/other:22/6; number of prior chemotherapy
regimens, 1/2/3/4/5:16/5/2/1/4). Of these, 28 patients were included
in the analysis of toxicities and 27 were evaluated for their response.
An objective response was observed in 18 patients (partial response,
18; stable disease, 8; PD, 1). RR and disease control rate were 66.7%
and 96%, respectively. After a median follow-up of 15.7 months, the
median progression-free survival was 7.2 months and median overall
survival was 16.7 months. The main toxicity observed was
myelosuppression (grade 3/4 neutropenia, 85.7%; febrile neutropenia,
21%). Mild nonhematological toxicity with minimal bleeding was
also observed.

Conclusions:A combination of D and B was highly active in
patients with previously treated Nsq NSCLC; further study is
warrented.
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1313 PROGNOSTIC SIGNIFICANCE OF EGFR, HER-2, CEA ON CIRCULATING TUMOUR CELLS
(CTCS) IN PATIENTS WITH METASTATIC NON-SMALL-CELL LUNG CANCER (MNSCLC)

C.Loretelli, E. Galizia, M.Scartozzi, et al.
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Purpose:We aimed to assess the role of CTCs in providing
prognostic  information of mNSCLC patients receiving
chemotherapy.

Patients and methods:In this single-center prospective study, blood
samples for CTCs analysis were obtained from patients with
previously untreated mNSCLC. CTCs were measured using an
epithelial cell adhesion molecule-based immunomagnetic technique.
Immunomagnetic bead enrichment for cells expressing epithelial cell
adhesion molecule (EpCAM) was performed, followed by
multi-marker quantitative real-time PCR of a panel of marker
genes:EGFR, HER-2, CEA.

Results:We analysed 45 patients with mNSCLC:24 adenocarcinoma,
8 squamous cell carcinoma and 13 poorly differentiated. EGFR,
HER-2 and CEA expression were found in CTCs of respectively 12,
5 and 11 patients. Globally, 31 patients (68.9%) progressed during
treatment, whereas disease control (i.e. patients with partial/complete
response or stable disease) was achieved in 14 patients (31.1%).
EGFR expression was detected in 11/31 patients with disease
progression (35.5%) and in only 1 out of 14 patients with disease
controlled (7.1%) (p 0.07). HER-2 expression was detected in 3/31
patients with disease progression (9.7%) and in 2/14 patients with
disease controlled (14.3%) (p 0.64). CEA expression was detected in
10/31 patients with disease progression (32.3%) and in 1/14 patients
with disease controlled (7.1%) (p 0.13). Only EGFR expression in
CTCs showed a correlation with clinical outcome, expressed by
progression free survival (PFS). Patients with and without EGFR
expression in CTCs were homogeneous for clinical characteristics.
PFS was 2.8 v 2.3 months (p 0.03) respectively for patients without
and with EGFR expression.

Conclusion:CTCs are detectable in patients with mNSCLC and
could show novel prognostic factor for this disease. Further
validation is warranted before routine clinical application.
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More than half of the patients with non-small cell lung cancer
(NSCLCQ), including different tumor stages and histology subtypes,
have actionable driver mutations. In patients with advanced NSCLC
and activating EGFR mutations, randomized phase III trials with
EGFR inhibitors (gefitinib, erlotinib and afatinib) demonstrated
superior response rates and progression free survival compared with
chemotherapy. Phase II trials showed high response rates for
crizotinib in advanced NSCLC with ALK-translocation and the
results of two randomized phase III trials are awaited. Preliminary
data from phase I-II trials and retrospective series suggest further
targets for tumor-specific therapies, including MET, ROS1, HER2,
BRAF, KRAS, PI3K and others. Moreover, bevacizumab and
cetuximab have shown clinical activity in phase III trials in
combination with chemotherapy in patients with advanced NSCLC
selected by histology and EGFR expression, respectively. Rapid
molecular testing is now available at many institutions, and the
translation of these novel therapies from stage IV to earlier stages
has begun. Caution is warranted, because cure — not tumor response
— is the ultimate goal of therapy, and the use of new drugs outside of
a clinical trial in patients with stage I-IIl NSCLC may be risky. Of
note, S0023 and BR.19 showed no benefit with the addition of
gefitinib to a radical treatment in patients with localized NSCLC,
irrespective of EGFR mutation status. Furthermore, phase III trials
suggested a possible antagonism when EGFR-TKIs were combined
with chemotherapy in patients with stage IV NSCLC. More recent
studies indicate that such negative interaction may be avoided by
pharmacodynamic  separation (or ‘"intercalation"), and that
EGFR-TKIs as single agents could be used safely and effectively as
induction therapy before surgery in carefully selected patients with
stage I-III NSCLC. At the meeting, these data will be reviewed, and
ongoing trials in this field will be discussed, including RADIANT
(erlotinib), ADJUVANT (gefitinib), and ECOG 1505 (bevacizumab).
Clinical cases will be presented to highlight problems and pitfalls of
treating patients outside of controlled trials, and new avenues for
clinical and translational research will be elucidated.
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9670 UPDATED OVERALL SURVIVAL ANALYSIS IN OCEANS, A RANDOMIZED PHASE 3 TRIAL OF
GEMCITABINE (G)+CARBOPLATIN (C) AND BEVACIZUMAB (BV) OR PLACEBO (PL) FOLLOWED BY
BV OR PL IN PLATINUM-SENSITIVE RECURRENT EPITHELIAL OVARIAN (ROC), PRIMARY
PERITON

C. Aghajanian, L.R. Nycum, B. Goff, et al.
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Background:In OCEANS, BV in combination with GC resulted in a
statistically significant and clinically meaningful improvement in PFS
in patients (pts) with platinum-sensitive (Plat-S) ROC (median PFS,
12.4 vs 8.4 months; HR=0.484; P<.0001). These results were supported
by the overall response rate (ORR), duration of response (DOR), and
independent review committee (IRC) analyses. At the time of the final
PFES analysis, the OS data were still not mature. Additional OS updates
have been performed; here we present the 3" interim OS analysis.
Methods:Eligibility criteria included first recurrence of Plat-S OC,
PPC, or FTC with an ECOG PS of 0 or 1, no prior BV or chemotherapy
for ROC, and measurable disease. Pts were randomized 1:1 to arm
A:GC (G [1000mg/m?, days 1 and 8] and C [AUC 4, day 1], q3w for
6-10 cycles)+concurrent PL (q3w), followed by PL until disease
progression (PD) or unacceptable toxicity; or arm B:GC+concurrent
BV (15 mg/kg q3w), followed by BV until PD or unacceptable toxicity.
The primary end point was investigator-assessed PFS by RECIST.
Secondary end points included ORR, OS, DOR, and safety. The 3"
interim OS analysis was conducted with a data cutoff date of March 30,
2012.

Results:As of the data cutoff date, 286 events (59% of pts) had
occurred. There was no difference in OS between the arms, with an HR
of 0.960 (95% CI, 0.760-1.214; log-rank P=0.736). With a median
follow-up of 42 months, median OS was 33.7 months in the GC+PL
arm and 33.4 months in the GC+BV arm. There was no difference in
the number of grade 5 treatment-emergent adverse events between
arms (1 in each), the number of deaths was balanced between arms, and
the cause of death in the majority of cases was PD in both arms. 89%
and 86% of pts received subsequent therapy (including BV in 39% and
22%) in the PL and BV arms, respectively.

Conclusions:These data provide assurance that there is no detriment to
OS with the addition of BV in this setting, and supports the positive
benefit:risk ratio of the GC+BV regimen in significantly improving
PFES in patients with platinum-sensitive ROC.
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978P ROSIA:A SINGLE-ARM STUDY IN MORE THAN 1000 PATIENTS (PTS) RECEIVING FRONT-LINE
BEVACIZUMAB (BEV)+CHEMOTHERAPY (CT) FOR OVARIAN CANCER (OC)

C. Mendiola, I.Davidenko, N.Colombo, et al.
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FURAEAAI . WFERR T M3 IR RIs A 2B bric i 5 DR ER
FBUH ORI EE T v EAT S

8. 2010 4 12 H% 2012 £ 4 H, 35 ANEZ KL 1000 51
BFNGIFT, BHEEERAWES (n=180). FKF (n=110)
FEE (n=100). #A 2012 4F 1 H 30 H, K1 677 BlEHW
FLLRHFAE . KB BEBAE IV W ERE (/v .
7%/11%/60%/18%) . KEZEHEH (93%) HZ TR q3w A
I7, 94%I) B 52 DURER AT 15me/kg 1097 14%I0 538 BEAE
Bz i pram Ay o KR KL 1000 B IO IEERRRE, LA
37 R UARER BRBTVEAN T

518 : ROSIA 1T IR AEA ¢ DURER R pTE B2 Bl Bh b7 s
KR 36 B A E MR E R, DAL T) 21
HALITST

B AR BB 117

Background:BEV significantly improved the efficacy of front-line
CT for OC in the ICON7 and GOG-0218 phase III trials. The global
single-arm ROSIA study was designed to assess the safety of
BEV-containing therapy, given until progression or for up to 36
cycles, in the context of routine oncology practice.

Methods:Eligible pts have FIGO stage IIb-IV or grade 3 stage I-1la
epithelial ovarian, fallopian tube or primary peritoneal carcinoma,
have received no prior post-surgical therapy for OC, are aged >18
years and have ECOG PS 0-2. Prior neoadjuvant CT is permitted.
Pts with uncontrolled hypertension, clinical signs/symptoms of GI
obstruction, or a history of abdominal fistula, GI perforation or
intra-abdominal abscess within the preceding 6 months are
ineligible. After definitive surgery, pts receive BEV 15mg/kg q3w
(or 7.5mg/kg at the investigator's discretion) in combination with
4-8cycles of CT (paclitaxel [1751‘11g/1‘n2 dl g3w or 80mg/m’
qw)+q3w carboplatin [AUC 5 or 6]). BEV is continued at the same
dose as a single agent until disease progression (PD), unacceptable
toxicity or for up to 36 cycles. The primary objective is to assess
safety = (CTCAE v4.03). Secondary endpoints include
progression-free survival, overall response rate by RECIST and/or
CA-125 response criteria, duration of response and overall survival.
The study includes exploration of potential correlations of plasma,
tumour and genetic biomarkers with BEV efficacy and toxicity.
Results:Between Dec 2010 and Apr 2012, 1000 pts were enrolled
from 35 countries, predominantly Spain (n=180), Italy (n=110) and
France (n=101). Baseline characteristics were available from 677 pts
as of 30 Jan 2012. Most pts had stage III/IV OC (stage
VI/II/TV:7%/11%/60%/18%). The majority (93%) received
paclitaxel q3w and 94% received BEV at a dose of 15 mg/kg; 14%
had received prior neoadjuvant CT. Baseline characteristics from the
entire population of 1000 pts will be reported, together with details
of CT and BEV schedules selected.

Conclusions:ROSiA should provide valuable new information on
the safety of BEV for up to 36 cycles and in pts who have received
neoadjuvant CT, as well as enabling extensive translational research.
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AR
973PD DOSE-DENSE WEEKLY PACLITAXEL AND CARBOPLATIN IS MORE COST-EFFECTIVE THAN
BEVACIZUMAB PLUS TRIWEEKLY PACLITAXEL AND CARBOPLATIN FOR THE PRIMARY
TREATMENT OF ADVANCED OVARIAN CANCER

K. Harano, T. Shiroiwa, M. Watanabe, et al.

BHI: #0E 5 TR BN = 8 — BSR4 (PCB)
AHEG, R IRFE R RS R (ddPC) E AN bR
HUS Y87/ 15 HAT R 1R AN 343

Frik: X3 RIRYT T T T AR AT R 6 AN AT
AEERIRE (PCY. 6 ANEWIR PC in NUARER AP 5 12 4 JH
() TUARER AT (PCB) 4EFFIAIT S 6 AN 4E A — G 5 4
LB AR (ddPC) ¥E37. M ICON7 (PC F1 PCB) FI
JGOG3016 (ddPC) 5 HI&h R RS HE . e SR 7 ZHIA
97 AN I RE A B B2 B A A VI o R I PAC TR 45 SR 4
Teit AR AR I RRE R A A AR AR RS B L (ICER) /
JoiE R AE (PFLYS).

#5%: ddPC 5 PC ALt ICER 24 5,000 3¢ J0/PFLYS. PCB 1 PC
AHEL, ICER 4 285,000 2£7G/PFLYS. PCB (4K T ddPC H.
B AT

G X, A R EEE RS R R
WIBR HL M A3 KT PCB.
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Purpose:To determine whether dose-dense weekly paclitaxel and
carboplatin (ddPC) is cost effective compared to bevacizumab plus
triweekly paclitaxel and carboplatin (PCB) for the primary treatment
of advanced ovarian cancer.

Methods: A cost-effectiveness analysis compared three treatments:6
cycles of paclitaxel and carboplatin (PC), 6 cycles of PC plus
bevacizumab followed by 12 cycles of maintenance bevacizumab
(PCB), and 6 cycles of dose-dense weekly paclitaxel and carboplatin
(ddPC). Data were taken from reported results of ICON7 (PC and
PCB) and JGOG3016 (ddPC). Actual and estimated costs of
treatment plus costs of complications were established for each
regimen. Progression-free survival and rates of complications were
estimated based on the results of clinical trials. Incremental
cost-effective ratios (ICER) per progression-free life-year saved
(PFLYS) were estimated.

Results:The ICER for ddPC was &dollar;5,000 per PFLYS
compared to PC. For PCB compared to PC, the ICER was
&dollar;285,000 per PFLYS. When compared simultaneously, PCB
was more costly and less effective than ddPC.

Conclusions:In this model, dose-dense weekly paclitaxel and
carboplatin is more cost effective than PCB for the treatment of
advanced ovarian cancer.
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198P BIOMARKER (BM) RESULTS FROM GOG-0218, A PHASE 3 TRIAL OF FRONT-LINE
BEVACIZUMAB (BV)+CHEMOTHERAPY (CT) FOR OVARIAN CANCER (0C)

M.J. Birrer, H. Lankes, R.A. Burger, et al.

HE: GOG-0218 4iHEoR, A VMKERRYL 15 mgkeg 3w
B b7 T3 58 DURER FRTR 25187 Z ik i K 15 M AT
wEd, B (PFS) BEELEK. GOG-0218 #AT T
1210 BM PP, DAA DURER RPTIRYTY TG ok ad e KM B . AR
JUZ R 1R DA BR BB I AR 56 1) R4 45 3, AR 2 4 i ot 3%
VEGF-A Fil VEGFR-2 7/K°F-. %: 198P
Tk Hrs W TV B R B 43 10 TIT 399 F0 B0 59 £ Bt ML
Bz 6 NAW (o) ML TG B (PL) ¢2-22 (A 4);
i BV ¢2-6—PL ¢7-22 (B 4]); 8k BV c2-22 (C4D). HHZE
ELISA XA JEALS7 0 MR AEARREAT 43 M. KB 5ELE (BL) BM /K
PXFBH AT E . R FAEA Cox B4 HTVENT BM /K
FHLHRAEY (EEL S MEELED (0S; WELS)
PRV LEAR ELAE AT RS
B RAE A4 C 4 1248 Bl b 582 BB E IARJFREA .
VEGF-A I VEGFR-2 MW iR K434 144.3 pg/mL Al
14.7 ng/mL. 7£ 0=0.05 KV, AW BEMMEAEH. it
BYETETI (VEGF-A Ml VEGFR-2) #(Jij5 (VEGF-A: OS)
B AR T LA BB AT IR R M0 i IR PE TR W], M3k
VEGF-A 5 AR5 I 18] 2 [A JCAH P
W A PO A, LR TR RN e P AR TS
(VEGF-A) F175iill (VEGE-A . VEGFR-2) i A& W, T GOG-0218
A JEAEA o F At IR 1) &5 SR T g — D i s A T R Tl
WA o 55 RARIL T %2598 VEGF-A SRR [0S [5] 1 A= 400 2%
PRI EAEH o XA R AR G REA BT B it AT TS

Hexy

Background:GOG-0218 showed significantly improved
progression-free survival (PFS) in patients (pts) receiving BV
15 mg/kg q3w concurrently with CT and continued alone until
progression or for up to 15 mo. GOG-0218 includes extensive BM
evaluation to identify pts benefitting most from BV. Analysis of
plasma VEGF-A and VEGFR-2 was prioritised based on
encouraging findings in BV trials in several tumour types.
Table:198P

Methods:Pts with newly diagnosed stage IV or macroscopic optimal
stage III OC were randomised to 6 cycles (c) of CT with:placebo
(PL) ¢2—22 (arm A); BV ¢2—6—PL ¢7-22 (arm B); or BV ¢2-22
(arm C). Post-surgery pre-CT plasma samples were analysed using a
multiplex ELISA. Baseline (BL) BM levels were used to
dichotomise pts. Potential interactions between BM levels and PFS
(1° endpoint) and overall survival (OS; 2 endpoint) were tested using
log-rank testing and Cox regression approaches.
Results:Post-surgery samples were available from 582 of 1248 pts
in arms A and C. Median BL VEGF-A and VEGFR-2 levels were
144.3 pg/mL and 14.7ng/mL, respectively. No significant interaction
was seen at 0=0.05. Exploratory analyses with other cut-offs are
hypothesis generating for potential predictive (VEGF-A and
VEGFR-2) or prognostic (VEGF-A:0S) value. Exploratory analyses
revealed no correlation between plasma VEGF-A and time since
surgery.

Conclusions:The potential prognostic (VEGF-A) and predictive
(VEGF-A, VEGFR-2) value seen in breast, pancreatic and gastric
cancers was not apparent in post-surgery samples from GOG-0218
using a median cut-off. Results with other cut-offs provide a
rationale for further investigation of potential prognostic and
predictive value. Findings may reflect differing biology and
interplay between VEGF-A isoforms across tumour types. The
possible impact of pre- vs post-surgery samples is also being
investigated.

Toit A7/ PFS MAEALE OS
Jifiifli, H/Median, mo HR Jifiifli, H/Median, mo HR
AV 21 /Subgroup PL BV PL BV
VEGF-A
<P {fi/<median 12.3 18.6 0.52 43.0 485 0.87
>4 {fi>median 11.0 17.5 0.70 33.9 41.8 0.78
<Q3 12.3 18.6 0.59 451 48.5 0.89
>Q3 9.7 13.8 0.67 28.6 37.7 0.72
VEGFR-2
<147 {{i/< median 12.0 18.0 0.68 35.1 40.6 0.90
>t 78 />median 10.4 18.2 0.53 38.4 485 0.69
<Q3 11.0 17.3 0.63 38.2 41.8 0.87
>Q3 12.5 22.1 0.46 38.6 — 0.59
Q =5 %k
Q=quartile
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YAITER (PT) WZHE REINEE (0OC): GCIG AURELIA FEHL 1T H1R5 P BT (CT) PAFIHEITHY
¥

LBA26

WEEKLY PACLITAXEL (PAC), PEGYLATED LIPOSOMAL DOXORUBICIN (PLD) OR

TOPOTECAN (TOP) + BEVACIZUMAB (BEV) IN PLATINUM (PT)-RESISTANT RECURRENT OVARIAN
CANCER (OC):ANALYSIS BY CHEMOTHERAPY (CT) COHORT IN THE GCIG AURELIA RANDOMISED
PHASE III TRIAL

A.M. Poveda, F. Selle, F. Hilpert, et al.

5. AURELIA iR 2 %1% BEVHCT 5 CT 3397 PT i 24
SRVE OC HHAT LR . 7E R AT, FEF RECIST fJ5it
AW (PFS) (FEZ0D XKLL (HR) 25 0.48 (95% CI
0.38-0.60; p<0.001) . FATTHZ LR CT SRR HTRAT T
s

Jrdh: A NS B Ty OEEAE>4 AT T
St <6 AN . AAEAPEIN S BpH s > FHEAE PG
I7 )7 ZEIRTT I B Y AR O NARRTE P90 R 401 i o e % o
24544 ¥7 (PAC 80 mg/ m?, %5 1.8.15 F1 22 K, g4w; PLD 40 mg/m’,
% 1 Rqdw; B{TOP 4 mg/m*, %5 1.8 Fl 15 K, g4w 5 1.25 mg/m?,
-5 K, @dw), REREEFEN IR HMCTH, 55BEV
(10 mg/kg 2wk 15 mg/kg 3w » BRTCT) BAWHIT4L, R
SLEYT B, RAAARTTEZ R EURE W R .
ER. 7F 2009 £E 10 HZE 2011 4E 4 Hla), %F 361 BlEE4T T
BEMLAMEL . 78 N SCh S ELRHRIE . CT BB BEAA MR T &
g,
g 76 PTINZIM OC B, WS T CT AP g CT
S BEV #8528l T PFS Ml ORR HIitst. 1Bl PFS ZEK M CT
S T ] AR e A CT # MR .
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Background:AURELIA is the first trial to compare BEV+CT vs CT
in PT-resistant recurrent OC. The hazard ratio (HR) for
progression-free survival (PFS) by RECIST (primary endpoint) in
the overall population was 0.48 (95% CI 0.38-0.60; p<0.001). We
report exploratory analyses according to selected CT.
Methods:Eligible patients (pts) had OC that had progressed <6 mo
after >4 cycles of PT-based therapy. Pts with refractory OC, history
of bowel obstruction or >2 prior anticancer regimens were ineligible.
Investigators chose single-agent CT (PAC 80 mg/ m* dl, 8, 15 & 22
q4w; PLD 40 mg/m2 dI g4w; or TOP 4 mg/m”dl, 8 & 15 g4w or
1.25 mg/m’ d1-5 q3w) for each pt before randomisation to CT either
alone or with BEV (10 mg/kg q2w or 15 mg/kg q3w depending on
CT) until progression, unacceptable toxicity or withdrawal of
consent.

Results:Between Oct 2009 and Apr 2011, 361 pts were randomised.
Baseline characteristics, CT exposure and efficacy are summarised
below.

Conclusion:In PT-resistant OC, the improvement in PFS and ORR
gained by adding BEV to single-agent CT was observed across all
CT cohorts. Increased CT exposure associated with prolonged PFS
accounts for some increase in cumulative CT toxicity.
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986P BEVACIZUMAB PLUS METRONOMIC CYCLOPHOSPHAMIDE FOR HEAVILY PRETREATED
OVARIAN CANCER:A SINGLE INSTITUTION EXPERIENCE

|. Ghanem, C. Mendiola, A. Diaz, et al.

B TR APUBAS AT E I — R 237 A7 T St
O g HUE TG o ANHIFITI H 102 DA DUEGER S i PR il e e 1
T VRIATT BEAE 2 IR YT I 9P S BB R I s R e Ak o
Jriks WA 29 IR MEIR IR B (p) HEHAT T RImivE A 7,
BE T 2007 4F 1 HA 2012 45 1 HIELE 1 it iese 17 04k
BRHHT 10 mg/Kg IV AT, 4 14 K DIRFEBL 50 mg/ KRG
J7o WAE T BRI, MRFIE . BB R EE (AE).
g X 29 FIEE AT T W, AR 59 & (31-79) H
ECOG 1 (0-2). fE#52 VARRRYT- BB AT /T, 20l 15
B E A IV IO EE (52%) A1 14 1) 1 g LIC 350 e
(48%). i WL EL 20T g 22 BB (76%) HIFHE.
PP BEAE VAT IRECH 4 R (2-9), Z9WAdERAE 29p (100%)-
SEREE 29p (100%) L BEALIR DA £ 2 LA 26p (90% ).
VA 20p (69%)+ 75 FH &% 10p (34%) FEIHEHE 9p (31%)
aY trabectedine 1p (3%). 23 il (79%) MEMNZ) (E—ik
HIVAST JETCHERIN/NT 6 N H Do T fryasy RIWECE R 9 /N
(3-67).26 1l FHZ AT LLIEAT CA 125 FRCHETEY: 4 1 82 (15%)
I CA125 TEH, 7 B 8 (27%) #4328 (PR), 8 il 823 (31%)
PIRFE (SD), 7HIEE (27%) PHRdkE (PD). £ 23 ffil &
F AT T U 2E VP - 6 615 (26%) B PR, 9 1l 55 (39%)
HIL SD, 8 Bl (35%) HILPD. ThALJCHEEALH (PFS)
FBAETEIE (OS) 43514 3.7 AN HAF 12,1 A~ H .o i 25 ¢E s
AW A (32N HE 36.0 0 H, p=0.001) FLEESF
W2 MHERED], p=0.009) WEEZE. ECOG>1 7k
MITERE A 28 NHE 4.7 AN H, p=0.047) RURAELE (5.4
MY 345 AN, p=0.01D) %% . EEARFEMH G3 Btk
FE (1p)s G3 KEHE A (1p). G3 FLULAT G4 WAL Hi i (1p).
AL 3 B R TP EE AL,

g8 AR 2 IR O EUE B, A DURER RPN
INWEIERE T IR IT T A R, HRAE AT 520
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Background:Bevacizumab in combination with chemotherapy has
demonstrated activity for ovarian cancer in first and second lines.
The purpose of this study is to evaluate the efficacy and safety of
bevacizumab plus metronomic cyclophosphamide in heavily
pretreated ovarian cancer patients

Methods: We reviewed retrospectively 29 patients (p) with recurrent
ovarian cancer treated with bevacizumab 10 mg/Kg IV every 14
days plus oral cyclophosphamide 50 mg daily between January 2007
and January 2012 at a single institution. P characteristics, tumour
features, survival data and adverse events (AE) were collected.
Results:Twenty-nine p with a median age of 59 years old (31-79)
and ECOG 1 (0-2) were analyzed. Fifteen (52%) and 14 (48%) p had
stage IV and IIC  respectively  before  receiving
bevacizumab-cyclophosphamide. The most frequent pathologic
subtype was serous in 22 p (76%). The median of previous lines was
4 (2-9), including drugs as carboplatin 29p(100%), paclitaxel 29p
(100%), pegylated liposomal doxorubicin 26p(90%), gemcitabine
20p(69%), altretamine 10p(34%), topotecan 9p(31%) or trabectedine
1p(3%). Twenty-three cases(79%) were platinum-resistant
(progression free interval less than 6 months from last platinum
treatment). The median of cycles administered was 9(3-67).
Twenty-six p were assessable for CA 125 marker evaluation:4p
(15%) had CA125 normalization, 7p (27%) partial response (PR), 8p
(31%) stable disease (SD) and 7p(27%) progression disease (PD).
The radiologic evaluation was performed in 23 patients:There were
6p (26%) with PR, 9p(39%) with SD and 8p (35%) with PD. Median
progression free survival (PFS) and overall survival (OS) were 3.7
months and 12.1 months respectively. P with platinum-resistant
disease had significantly worse PFS (3.2m vs 36.0m) p=0.001 and
OS (12m vs not reached) p=0.009. P with ECOG >1 also had worse
PFS (2.8m vs 4.7m) p=0.047 and OS (5.4m vs 34.5m) p=0.011).
Severe AE were G3 arterial hypertension (1p), G3 mucositis (1p),
G3 anaemia and G4 digestive bleeding (1p). No alopecia and
neurotoxicity deterioration were observed.

Conclusions:This schedule consisting on bevacizumab plus
metronomic cyclophosphamide shows activity in heavily pre-treated
ovarian cancer with a well toxicity profile
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641N NEW ANTIBODIES IN THE POST-RITUXIMAB-ERA:ANOTHER BREAKTHROUGH?

2P - P. Johnson Southampton/UK

B R ZH B E A N TIRR, 2Ry B A S
M5 S VAT T 22 PSR CD20-+3bk EL980 I 35045 BL T (R 280
B REPUAR (mAb) ok — PR A I E VR T 29, £
FERET 2 GRS [T I, FA Tt 0 4k 88 % Fi vk 2 4 Ji e T 2E 4
SEE AR JUHERT, BFRCAHE T mAb (WSR2, 1
B LT — S ) o, (HIAE AT ) T-BE NK-
SIML RN AL R A% 2Rl 2R R AL, RO S
I3 PSSR . AT 225 CD20 A4 A T 1 40 B
Moy, BSfr e —FEIAS 1. CD20 7] LAHEAT B F4 i ,
AR mAb WX AN R 5 I 5 2 AR AR
(“TH”) ) mAb r[FE CD20 045 2'E &R, NSk
LA PR A A St (ADCC). S22k, B
e 55— B 41 mAb FILH FRFAEAALLY mAb, B1(“T1 17
AL CD20 F50 A1 B FRAE, (BT A5 5] 40 B AR B A 2
R PEFET o 1KLL B A EXT VAT S5 A B, ]
R, 7ERIE CD32 $itJit (Fecgamma-R2B) [k B, 17
mAb A I BRI FEN S CD20 BT, T 1T mADb 4
A EPEN o IEM AR R mAb 5550 Fo ZARPT R
SRRy, XM 22 el P R0 A e e e B T U S A
2ok, BB 2R 0, s dR, ERE T
SHEPIRE T EATTIRT . B U 2R A B Sk ) 1) s 2
PEARKFEE BBl de, FUBr— A5 & 4 15 N FH ik 8 1)
SR R, TR SR S R BE D T T-40 M i M
PRI, ORUFIEER T A e 4 bk B A 41 S % Dy B
PRI IR ) B B Sl B — Rk S ik 7 %
AT ke A BRI T .
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Monoclonal antibodies (mAb) are one of the successes of modern
cancer medicine, with rituximab the first to enter widespread clinical
application following the demonstration of significant activity as a
single agent, and superior results when combined with chemotherapy
for a variety of CD20+lymphoma types. In parallel to extensive
clinical studies, we continue to uncover novel aspects of biology of
the lymphoid cell surface. The molecules to which mAb have been
targeted were identified several decades ago and few new ones have
emerged recently, but there is now increasing interest in effector
mechanisms, selective delivery of radionuclides or toxins, and
bispecific molecules to target T- or NK- cells. Once thought of as a
comparatively inert component of the cell membrane, CD20 is in
fact a dynamic molecule. It can undergo rapid redistribution, and
different mAb cause different effects:those like Rituximab (“type I”)
elicit redistribution into lipid-rich rafts, mediate complement fixation
and antibody-directed cell-mediated cytotoxicity (ADCC). In
contrast, those like the first anti-B-cell mAb characterised, B1 (“type
11’) do not cause redistribution into rafts but mediate homotypic cell
adhesion and programmed cell death. These differences have
important therapeutic results, and we have found that in lymphomas
expressing the CD32 antigen (Fcgamma-R2b), type ImAb mediate
rapid internalization of CD20 with lysosomal consumption, while
type II do not. This has potential consequences for the therapeutic
effect, as does the avidity with which mAb with different sugar
groups bind to various Fc receptors. As well as radioconjugates, we
are also returning to previously discarded approaches such as
immunotxins, which have benefitted from advances in linker
chemistry to improve their therapeutic ratio. Problems of toxin
liberation and systemic toxicity have been largely overcome, and a
new generation of conjugates is finding application in lymphoma
therapy. Finally, the capacity to generate bispecific constructs that
allow targeting of T-cells to the malignant cell surface holds the
promise of harnessing cellular as well as humoral immunity. The
initial promise of antibody therapy for lymphoma is already being
fulfilled, and the next generation of compounds holds exciting
challenges and great potential.
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2 A M.H. Dreyling Munich/DE

ERZMEITT R, WfRENREMAREHE (MCL) FRILT
PI3K/Akt/mTOR 1554 Tl % (1) _L . MR 4% 162 )52 & MCL &
F P IF R — T AT AE M BEN L 5T, mTOR $RIFRIH FE ¥ =) 244
WM T . 58—y AR EL A, B2 P 5] VR )T s AT
RIS B TATE MR (2% 2%) FIFE K (R T0 k8 A 17
) (4.8 tk 1.9 AN H). BEAk, mTOR I K7 AN AE MCL
HRAFRNESE, T HAE ISR AITRIEE R B 0k R VS 1T
I PRI AR AT BESE . H TR AR SMIF T I FE Rl LT X mTOR
BB TIT B oE . NI, TS 12 BIRIiaE K MCL
SEE BN RIEBLRT R Z 5 -V 2L E] (BeRT) WA LIT
TN IR R SE, 10Tk B8 12 1 KW
Hlskirh, B-41H05Z4ki&4% mTOR ¥ et 945 Sk e /e
HH o X ARRARGAE A R R o Y T 3T AR 2 40 i ) A B2 A A
{55 B, ERFTRMRER T, Ny TR & Sigmn]
BN BRI B 7Rk, RIS SR B2 AT .

KL, BFRCAEI SYK S5 B R P BRI M 4n gk
PR B R
JEHIEBIAEIF, — R LR E RN P RIE I PIBKS
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Yy R M M R (B RRYA 70%) LK CLL (fE
SR NMES AR AR P P IR TN 70-90%) 7R ARG 197 3%
A AEPETRPEIR R P AR FR AR, B IR AN IR R R 3R
INANFAETEAS 511 BCL-2 ghfybhid fERk ., XL Hd thiF s,
FEWR T O B 40 RS2 A 450 1T A2 21 BELAS 1 AR B 1)
K. w5, BERESMIEREEREY, 4464 mTOR I
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ELIRT PRI 7 T SRS P P — 40
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Upregulation of the PI3K/AKT/mTOR signal pathway has been
detected in numerous lymphoma subtypes including mantle cell
lymphoma (MCL). Accordingly, the mTOR inhibitor Temsirolimus
has been registered in EU based on a prospective randomized trial in
162  patients with relapsed MCL. In comparison to
monochemotherapy, Temsirolimus achieved significantly higher
response rates (22% vs 2%) and longer progression-free survival
(4.8 vs. 1.9 months). Moreover, the efficacy of the mTOR inhibitor
was confirmed not only in MCL, but also follicular and diffuse large
B-cell lymphoma in numerous phase II studies. Based on in vitro
studies current trials investigate the combination with chemotherapy.
Thus, all 12 initial patients with relapsed MCL responded to a
Bendamustin-Rituximab-Temsirolimus combination (BeRT). Recent
research has confirmed the critical role of the B-cell receptor
pathway upstream of mTOR in the molecular pathogenesis of
malignant lymphoma. This pathway represents the physiological
survival signal for maturating lymphocytes in the germinal center.
Accordingly, small molecules attacking this pathway displayed high
efficacy in various lymphoma subtypes even in monotherapy. Thus,
a SYK inhibitor has been shown to be effective in patients with
relapsed diffuse large cell lymphoma. Especially both, an inhibitor
of the PI3K delta isoform (GS-1101, formally Cal-101) only
expressed in lymphoid cells and the BTK inhibitor ibrutinib showed
high efficacy in relapsed mantle cell lymphoma (response rate about
70%) as well as CLL (response rate between 70-90% in relapsed or
previously untreated disease). In contrast, response rates were lower
in follicular lymphoma presumely indicating the different survival
signal of the constitutive BCL-2 overexpression in this lymphoma
subtype. These data also confirm the crucial role of the micromilieu
in lymphoid diseases which are hampered by the inhibition of the
B-cell receptor pathway. Finally, recent in vitro data suggest some
synergism of different members of the B-cell receptor pathway in
combination with mTOR inhibition. Such molecular targeted
strategies have therefore the potential to become part of the new
treatment strategies in a broad spectrum of lymphoid neoplasias.

BAEF R N ETR, XS, SRR R HI S Hk



1073P

WM EYE (FL) (GOTEL-FLILC) HHEEEHE L R-CHOP FREFEFET Y- BRI

57 —IE L. BUBEHERTS
1073P CONSOLIDATION TREATMENT WITH Y90-IBRITUMOMAB TIUXETAN AFTER R-CHOP
INDUCTION IN HIGH-RISK PATIENTS WITH FOLLICULAR LYMPHOMA (FL) (GOTEL-FL1LC):A
MULTICENTRIC, PROSPECTIVE STUDY

M. Provencio Pulla, M.A. Cruz Mora, J. Gomez Codina, et al.

HRF FL 37 R BN, XA IRA G BB 5 e R
T/ INER BT AL IR T T SRS BTG . Ik, BATTHE B KU ) FL
BRI YOO- e sE BT (RIT) VAT AR HEAT T 47
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ik RIT F97%%, RULBATR S T — 50 RIT BP9, 78 4 7R
fY) CHOP-R 12 M7 FEA R ) CHOP ¥&J7 545 T RIT.

MR EE . 75 2008 4F 4 A% 2010 4F 4 H ], AR ILah N
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RIT 4255753 HE IR sl b
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BT T R A N, A5 SRR R A B R R S
T{;Eo
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Relapse is the main cause of therapeutic failure in FL, which makes
it necessary to investigate strategies that aim to eradicate minimal
residual disease. This is why we set out to evaluate the role of
consolidation with Y90-Ibritumomab Tiuxetan (RIT) in high-risk FL
patients. As we possessed data making us suspect that prior
treatment with Rituximab could reduce the efficacy of RIT, we
designed a study with RIT after 4 cycles of CHOP-R and 2 CHOP,
but without R.

Material and Patients:Between April 2008 and April 2010, 30
patients were included in this trial:17 male (56.7%) and 13 female
(43.3%).Their median age was 54.8 (range, 34-76). 20 (69%)
patients had ECOG 0. There were no delays or reductions in RIT
doses.

Results:The objective rate of clinical response was 92.1%
(CR+CRi+PR), [CI 95%:83-100%]. Of the 18 patients who
presented with partial remission to the induction treatment, 11
(61.1%) had complete CR or remission after the consolidation
treatment. There was only one exitus, due to HINT1 viral pneumonia.
The most important G 3/4 toxicity was hematological, with 46%
thrombopenia and 56% neutropenia. None of the patients in the trial
died because of Lymphoma. With median follow-up of 26 months
(12-37), the means for disease-free survival or overall survival were
not reached.

Conclusion:The induction procedure with 4 CHOP-R+2 CHOP
prior to consolidation with RIT gives good response rates and RIT
improves CR. This combination is safe and shows a high activity in
both, induction and consolidation procedures.
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1076P RITUXIMAB PLUS SUBCUTANEOUS CLADRIBINE IN PATIENTS WITH EXTRANODAL
MARGINAL ZONE B-CELL LYMPHOMA OF THE MUCOSA ASSOCIATED TISSUE
(MALT-LYMPHOMA):A PHASE II STUDY BY THE AGMT (ARBEITSGEMEINSCHAFT
MEDIKAMENTGSE TUMORTHERAPIE)

M.Troch, B.Kiesewetter, W.Willenbacher, et al.
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W R2CdA AR 2241k
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B (88%) 1y3RAFHG, 1 4 PIEFIET: (1 BB E LRV
[ DR B A PRIl % S 80T, 1 B AEVR T TFUR AT IR R R A
BET, 1R PRI AE TR 1 45 R DRI R SR ARAE T, 1
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Background:Currently, there is no standard systemic treatment for
extranodal marginal zone B-cell lymphoma of the mucosa associated
lymphoid tissue (MALT-lymphoma). Both rituximab (R) and
2-chlorodeoxyadenosine (2CdA) have shown activity to some extent
in this disease, but the combination has not been tested so far. In
view of this, we have initiated a phase II study to assess the activity
and safety of R/2CdA in patients with MALT-lymphoma.

Patients and methods:Patients with histologically verified
MALT-lymphoma were included in this study. Treatment consisted
of R 375mg/m” i.v. day 1 and 2CdA 0.1mg/kg s.c. days 1 — 4 every
21 days. In case of complete remission (CR) after two courses,
another two cycles of therapy were administered, while patients
achieving partial response (PR) or stable disease (SD) were
scheduled to receive 6 cycles of treatment.

Results:Out of 40 evaluable patients (14 female, 26 male), 39
received treatment as scheduled while one patient died before
initiation of therapy and was rated as PD in the intent to treat
analysis. Twenty-one patients had gastric lymphoma, while 19
suffered from extragastric MALT-lymphoma (6 lung, 2 salivary
gland, 5 ocular adnexae, 4 intestinal, one breast and one cutaneous
lymphoma, respectively). Side effects were manageable and
consisted mainly of hematotoxicity including leukopenia,
lymphopenia, anemia and thrombocytopenia. Twenty-three patients
had a CR (58 %), 9 PR (23%) for an overall reponse rate of 81%,
while 5 had SD (13%) and two progressed during therapy. After a
median follow-up of 16.7 months (Inter Quartile Range;
15.9-18.7months), 35 patients are alive (88 %) while four patients
have died (one patient of post-stenotic pneumonia during the
follow-up period, one of urosepsis before initiation of therapy, one
due to myocardial infarction and one patient due to lymphoma
progression) and one patient withdrew consent and did not allow
further follow up.

Conclusion:Our data demonstrate that R plus 2CdA is active and
safe in patients with MALT-lymphoma.
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1079P THE OUTCOME OF LYMPHOMA PATIENTS WITH HEPATITIS C VIRUS UNDERGOING
ANTICANCER THERAPY PLUS RITUXIMAB

L. Ezz Elarab, M.M.A.M. Wahab, M. Swellam, et al.

JEEE: AT (HCV) 288 K it —Fh it 5 P, & m T
1 R W s SR B R AR YT S U0 TR 1 Y
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Rationale:Hepatitis C Virus (HCV) is an endemic disease in Egypt
due to parenteral treatment of Egyptian patients with bilharziasis.
Recently, it was concluded that the introduction of rituximab in
combination with chemotherapy has been associated with hepatitis B
reactivation but with HCV infection it is still a matter od debate. The
objectives of the current study were to evaluate the safety profile and
efficacy of rituximab plus CHOP in patients with lymphoma plus
virus C.

Patients and methods:Between January 2008 and June 2009, forty
three chemo-naive patients with large B cell lymphoma were
enrolled. All cases were strongly expressed CD 20 .Baseline HCV
serology results were requested “detection of antigens by
polymerase chain reaction (PCR) or antibodies by Enzyme Linked
Immuno- sorbent Assay (ELISA)”. All patients were observed for
hepatic toxicity and HCV reactivation.

Results:All patients were assessable for response and safety. The
included patients characterized by median age was 47, nodal
presentation in 28 cases, LDH level was elevated in 60%, no patients
had history of cirrhosis, 18 had been treated for HCV &
Transaminase (AST & ALT) levels at inclusion were normal in 29
patients (67%) and grade I in 14 (33 %), PCR was negative in 32
patients & low viremia in the 25 % of cases. 25 patients had low risk
lymphoma according to the International Prognostic Index (IPI) and
the remainder had high & high- intermediate risk. The overall
hepatic toxicity of R-CHOP was reported in 28 patients (65%) and
from those 71% were GI and II (20 patients) (median no. of cycles=4,
Range 2-8). 4 patients developed HCV reactivation by PCR, 2 cases
after cycle 6 and 2 within 6 months of therapy.

Outcome:Complete Remission for uncertain CR was 29/43 (67%).
With the median follow up of 32 months, The 2 year overall survival
was 70% (95%CI 59-81%) and disease free survival was 59% (95%
CI 48-70%) with no recorded treatment related mortality. Dose
reduction was required for toxicity in 25% of all patients.
Conclusion:Rituximab plus CHOP is an effective and marginally
tolerable regimen in therapy of HCV +ve lymphoma patients. Role
of prophylactic antiviral therapy has to be evaluated for those
patients.
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1083P PERIPHERAL BLOOD STEM CELL (PBSC) MOBILIZATION AND ENGRAFTMENT AFTER
BRENTUXIMAB VEDOTIN TREATMENT IN ANAPLASTIC LARGE CELL LYMPHOMA (ALCL)
PATIENTS

A.R. Shustov, J.D. Rosenblatt, D.A. Kennedy, et al.

HE: Brentuximab vedotin J&—Fh CD30-40 [ ik, wiEdEA
i n] SR ST B IR — H 3L auristatin E(MMAE) 4545 .
TE—T0 I 59T H (ClinicalTrials.gov NCT00866047), 58
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MLV 07 20, TERZ VAN I SEAL X 25940 WP URe 7 Rk AT
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S5 8 WG SR B4 45 15 1 brentuximab vedotinif) 7 5, 5%
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2. R AFEAT A SCT MEE Y, Brentuximab
vedotin A2 PBSC 3)) 5 sl ™ A AR5 o

Background:Brentuximab vedotin is a CD30-targeted antibody
conjugated to the microtubule-disrupting agent, monomethyl
auristatin E (MMAE), by a protease-cleavable linker. In a pivotal
phase 2 study (ClinicalTrials.gov NCT00866047), an objective
response was achieved in 50 of 58 (86%) relapsed/refractory ALCL
patients (pts) treated with brentuximab vedotin. More than half of
the pts achieved a complete remission (CR) (59%), enabling some
pts to subsequently receive a stem cell transplant (SCT) as
consolidation. A retrospective evaluation was performed to
characterize PBSC mobilization and engraftment following
brentuximab vedotin treatment (tx).

Methods:Pts received 1.8 mg/kg brentuximab vedotin every 3
weeks as a 30-minute outpatient IV infusion for up to 16 cycles.
Antitumor efficacy was based on response assessments by
independent review according to Cheson 2007.

Results:Eight pts received autologous SCT as the first therapy after
discontinuing tx with brentuximab vedotin in remission. PBSC
collection was completed prior to initiation of brentuximab vedotin
tx in 2 pts, and following brentuximab vedotin tx in 6 pts. These 6
pts achieved a best clinical response of CR with brentuximab
vedotin tx. After brentuximab vedotin tx, PBSCs were mobilized
using chemomobilization (n=3 pts), plerixafor (n=1), and
granulocyte colony-stimulating factor alone (G-CSF) (n=2). The
number of CD34+cells/kg obtained and the days of collection are
shown in the table. The CD34+/kg yield for each pt was greater than
the standard target of >2.5 x 106, with a median of 7.0 x 106. All pts
engrafted, and the median time to engraftment was 10.5 days (range
9-14) for neutrophils and 11.5 days (range 9-13) for platelets. The
100-day mortality rate post SCT was 0%.

Conclusions:Brentuximab vedotin does not appear to have a
negative impact on the outcome of PBSC mobilization or
engraftment in pts receiving high-dose therapy and auto SCT.

B-V 7/ Cycles | _ .. I . KAERH/ Days CD34+Cells/kg (x

TS/ Age P Il/Sex of B-V Y 5)) 3 J5 %/ Mobilization Regimen Collected o 106) gl
46 M 4 IE/GCSF 1 46.9

57 F 8 IE/GCSF 2 7.1

61 M 7 plerixafor 4 4.1

41 F 8 GCSF 2 6.9

50 F 8 CED/GCSF 1 28.1

45 F 4 GCSF 2 4.0

IE= M. 2t ZaC
[E=ifosfamide, etoposide
CED=WliNL. 2t 2. HZEKR

CED=cyclophosphamide, etoposide, dexamethasone

B AR BB 128

BAEF R N ETR, XS, SRR R HI S Hk




FLAR R

LBAS5-PR PHARE 5745 %L HLHFL e B Sl BhG Y7 A N dh Z 3R gt 6 AN AR 12 N A S 131
LBA6-PR  HERA R%:: XJ4lhibyy i 2 428k 1 4F i Z-ER B Puit HER2 BHME S Ltk A7 bt v 8
B BB B R ettt et e et et e et et e e e et et e e et et rn et enereen 132
346P LORHA W5t #50HT: #hZER spi—2eih )7 HER2 PHE#R M FLARE (MBC) =) 35 e 3 FL AR (ABC)
FRIZTCIE T 2220 3 A R T R oo e e e 133
271P HANNAH W55 () N 24tk 45 51— 3556 T HER2 PHE 5L 4150 Ao £ () e R v S b 2 Bk B i A B AL
SR TFIE . BEBRPE S IR TIL BT oo s e s s s s en e 134
315TiP SAFEHER {46 : 541 HER2 FH 43I0 (EBC) Hi & 4/ B VG 7 77 2 b K A i 23K PRt 1 A B (H-SC)
T R B T2 oot e o2 et et e a2 et et e e e a2 e e et s e e e ea e e et et e s s e e e ererereraeen 135
406Tip IIm/R 11 IAWFSY: V93875 BC I (mflm R R AL A IR IR [RIA hn H i Z 2k i 1
TI-TTT 3] HER-2 B Sl i S TR 8 2 P T80T oottt s s e ee e e e s s s, 136
2460 HLWIF e B AR R BB T £ (KRR IAPEEEEACME vs R LA +CMF+Z 4 4th 28 477
vs KR +CMFHEAZELET ) JEEAE ] B ZBREAPUIRTT LT e, 137
LBA12 EMILIA #50RALEIHE R 2Bk i hi-emtansine(T-DM 1) EE R EHARIEE(X)BEA R IR JE (L)
Y97 HER2 BH P 6 307 sl A LRI BT TIL ST R ITETT e 138
226P HER2+4EFS PEFLIRE B I BENL . 1T I 9T . X il 22 Bk . Hi-EMTANSINE (T-DM 1) F1 il 22k i+ 14
fh3E (HT) 1ER—Z3G697 7 205 HER2 K1k (QRT-PCR) Z A1 B IR TE T oo 139
329P IfpR I 3 EMILIA /9T B3 4 s &5 - i Z 2R B PT-EMTANSINE (T-DM D) FI-REF A A b i e
(XL)VA77 HER2 BH & 3 B I B A B FUIRIEE T EL I oo 140
408TiP gl X(BAA. IGPR IT WIWF9Y(VELVET): M1Z-Ek A pu Al ih 2 Bk i A K F e FH T HER2 FHPE
JRIE B B RS FLIR I (LABC/MBO) 2RI TT ettt 141
409TiP 4] B WIS (PERUSE): M2 EK U Al Hh Z Bk e pr S B AZ R 25 H - HER2 FH % g 30 7L e 1
o T et e ettt e e e et e et e e e e s e s e e et e e e e e s e e e e e e e s eeneeen 142
202P 11 # TRYPHAENA HF57: W22k SAfu AN il Z- 2K P A alAS RF O D FEatiib I 7 Bl Bhit )y 7 T
HE R 2 B B o i B a0 oottt ettt et et e e e e e e e et e et et e e e eaeaee s e e e e et et eeeeeeereneesanes 143
344P 1II #§ CLEOPATRA iA%:: MHZEZRHHL (P) SMiZEseyr (T) - ZU5h3E (D) BEH T—2in)r
HER2HEFEMEFUIIE (MBC) R 2 8 T2 oo ettt 144
407TiP  FRIBEEBENLN BRI IBT5T (PERTAIN) = XEGZES24K (HR) BHYEFT HER2 FHYE () J) i i 1) 5%
SR S B N FH 22 BR B R il 22 2R PRI S AR BRI CAD BRI o 145
255PD NEOALTTO RIEMWANIT: Ji kM HER2 FHESL AR e TP IEFF Mg i e (CTCS) 5 PET/CT
SN FIIGT T2 AP CR) T TE ZR oot eeeees e 146
267P CHER-LOB ff4t: %+ HER2+A] FARFLIME B, ERepimhibry 5 i Z 2k g, frpst e, sl 2
BREAB P AR R BRI VAY T INE, R A M S B2 R A POS-HER2 TR TR EAF T oo 147
345P WAL RS T 9T ONCOSUR-AVALOX: 78 5 I IR 52 B Fh 5% i 3k £ DUAR BR B P IE SAb7 Va8 97 10
HE R [ A M L 0 0 T I T 25 0 oo e s s 148
1657P  IIfiJAK IIT 1 AVEREL #Wf97: DUREREHL (BV) , MZERSH (H) +2WEERE (T) —%34y7 HER2
FH P PR JRiiB & A A R VE SR (LR MBC) HEE HIZEMIRR G (BM) S5 e 149
200P 700 DA ER BAPT A SR BhyA T U 0 B A AL N F A IRRACH) e 150
323PD  GEICAM/GBG LEA T2 A E 50 M= VEAL P 20 W36 97 oI DUARER FRpTAE A g HH L s — 263007
T B TR LI BU TE T, oot e e e e e e e e s e e e e e s e s s s s s e ae s e s e s e s s e s e eae e e e e s e s s s e e e e s e e eserreneeeeaeen 151
3170 IR 11 ) TURANDOT 5T ZE— 07 345 . FT- HER2 BATEE SIS (MBC) AN
TUAREREAFT (BEV) 2R VBT 7 T LU oo ettt e e e et e s s s s s e e e s s resenenen. 152

343P TS BT IR S R A A AR RS A RT FTN HER2. FH P Ja 30 e S 7Lt ol 0 Al B A 9 7+ oy 22 2R Bt )

PN S PSR 129 BAEF R N ETR, XS, SRR R HI S Hk



322PD XA FAR/JRFEEHAFLUIRE (O/LABC) 3, HAN/XEE HER2 FHIFAN Bl B4k sy BCH ey 7 &

ATy ST T A T R AL T BT TE oo e e e e e e eeneees 154
1720 ER+/HER2+ X ER-/HER2+F AL/ F /K P _LAFAE ZE 57, AH 38 W A i FE DRI 5o 8 B V1 A T =
ettt ettt e e e e eaea e ettt et et e e e e e e e e e et et et et et et e e e e e ettt et et e e e e neeeeeteeas 155
228P Pl s AR 5 A H T HER2+FL IR (838 0 4l B4k 7 v 7 ADCC CRUARM M4 BN 5 i 41 i
B ) T T 2 T A A ettt ettt ettt n et e et r et et eeereen 156
206P  FLIHE A ) HER-2 2 AR IE A AR s S TSI FE VT o 157

B2 A BH 130 BAEF R N ETR, XS, SRR R HI S Hk

il

4
F
CIT



FLAR R

LBA5-PR PHARE TR R: EHTLIREBERENGT PN H M ZEREH 6 MARM 12 MARIEE
LBA5-PR PHARE TRIAL RESULTS COMPARING 6 TO 12 MONTHS OF TRASTUZUMAB IN
ADJUVANT EARLY BREAST CANCER

X. Pivot, G. Romieu, H. Bonnefoi, et al.
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Background:Since 2005, One year trastuzumab (T) treatment has
been providing survival benefit to patients with early breast cancer
and HER2 overexpression. However, the optimal duration of T has
been debatable due to concerns forcardiac toxicity and results from
the FinHer trial which showed that 9 weeks of T provided a similar
magnitude of benefit than the 1-year treatment. The French National
Cancer Institute (INCa) initiated an academic randomised
non-inferiority trial aiming to compare a shorter T exposure of 6
months versus the standard 12 months. This trial, named PHARE for
‘Protocol for Herceptin® as Adjuvant therapy with Reduced
Exposure’ [NCT00381901] was approved by an independent ethics
committee with regularly planned IDMC meetings.

Patients and methods:Patients with HER2+early breast cancer who
received at least 4 cycles of (neo)-adjuvant chemotherapy were
eligible. Randomization 1:1 using a minimisation algorithm was
stratified on concomitant or sequential T administration with
chemotherapy, oestrogen receptors (ER) status and center. The
primary objective was to compare disease free survival (DFS).
Overall survival (OS) and cardiac toxicity were investigated as
secondary aims. An absolute loss of 2% in DFS in the experimental
arm was defined as the non-inferiority margin (1.15 in relative terms)
and required 3400 patients with alpha=0.05 and 80% power.
Results:Between 5/2006 and 7/2010, 3382 patients were randomized
to 6 or 12 months of T following the IDMC recommendation for
accrual interruption and extended follow-up. Disease and treatment
characteristics were well balanced betweenthe 2 arms:median age 55
years (range 21-86), median tumour size 20 mm (0-270), node
involvement 45%, SBR grade III 56%, ER positive 58%,
radiotherapy 88%; concomitant T administration 58%, anthracyclin
and taxane containing chemotherapy 73%. The data-base was locked
on July 30th, 2012. Median follow-up is 47.2 months since the start
of T treatment. The DFS HR is 1.28 (95% CI:1.05-1.56). The non
inferiority of 6 months of trastuzumab compared to 12 months could
not be demonstrated as the lower bound of the 95% CI crosses the
prespecified non inferiority margin of 1.15.
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LBA6-PR HERA TRIAL:2 YEARS VERSUS 1 YEAR OF TRASTUZUMAB AFTER ADJUVANT
CHEMOTHERAPY IN WOMEN WITH HER2-POSITIVE EARLY BREAST CANCER AT 8 YEARS OF
MEDIAN FOLLOW UP

R.D. Gelber, A. Goldhirsch, M. Piccart, et al.
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Background:One year (yr) of trastuzumab (T) significantly
improves disease-free (DFS) and overall survival (OS) in patients
with HER2-positive early breast cancer (EBC) and is considered the
standard of care. HERA is the only randomized trial investigating
whether longer duration of T can further improve efficacy outcome.
Materials and methods:HERA (BIG 01-01) is an international,
multicenter, phase III randomized trial involving 5102 women with
HER2-positive EBC. Pts were randomized, after completion of
primary therapy [surgery, chemotherapy and radiotherapy as
indicated], to T every 3 weeks for 1 yr, 2 years (yrs), or
observation.This landmark efficacy analysis compares the outcome
of pts randomized to either2 yrs or 1 yr of T who were disease-free
at 1 yr after randomization (N=1553 for 2 yrs, and N=1552 for 1 yr).
The primary endpoint is DFS and secondary endpoints are OS and
time to distant recurrence (TTDR). Updated efficacy analyses of the
T arms vs. observation at 8-yrs of median follow-up (FU) are also
presented.

Results:On 12 April 2012 HERA reached the target number of 725
DEFS events needed for 80% power to detect a true hazard ratio (HR)
of 0.80 for the comparison of 2 yrs vs. 1 yr of T. The unadjusted HR
for an event in the 2-yr vs. 1-yr T arms was 0.99 (95% CI 0.85-1.14;
P=0.8588). OS in the two arms was comparable [HR=1.05 (95% CI
0.86-1.28; P=0.6333)]. TTDR results were similar. The primary
cardiac endpoint* was comparable (0.96% vs. 0.83% for 2-yr and
1-yr arms, respectively), but the secondary cardiac endpoint** was
higher in the 2-yr arm (7.17% vs. 4.10%). Importantly, the durable
benefit in DFS and OS for both 1 yr and 2 yrs of T compared with
observation remains stable at 8 yrs of median FU.
Conclusions:These results confirm that 1 yr of adjuvant T remains
the standard of care for HER2-positive EBC pts. It is also reassuring
that the significant improvement in DFS and OS persists over time
and that the incidence of cardiac endpoints remains low at a median
FU of 8 yrs.

Note:*Cardiac death or severe CHF (NYHA class III or IV,
confirmed by a cardiologist, and a significant LVEF decrease)

**An absolute decline>10% points from baseline LVEF and to
<50%
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346P CHARACTERISTICS OF PATIENTS WITH HER2-POSITIVE METASTATIC (MBC) OR LOCALLY
ADVANCED BREAST CANCER (ABC), TREATED WITH TRASTUZUMARB (T) AS 1ST LINE-THERAPY
AND PROGRESSION-FREE FOR AT LEAST 3 YEARS:INTERIM ANALYSIS OF THE LORHA STUDY

O.Tredan, B.You, P.Beuzeboc, et al.
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Background:For more than ten years, treatment of HER2-positive
mBC patients (Pts) is based on T plus taxane in Ist line therapy. So
far, in numerous studies, we have observed few subsets of Pts
(long-term responders) who have not experienced disease
progression for several years after T-based regimen in l1st line
treatment. This study aims to characterise these Pts in the daily
practice from a clinical and biological perspective.

Material and methods:This is an ambispective French multicentre
non-interventional study. Eligible Pts were women aged>18 years
with HER2-positive mBC or aBC treated with T as 1st line and who
were progression-free for at least 3 years after starting T. The
primary objective was to describe the clinical and tumor
characteristics of these Pts. Progression Free Survival (PFS), Overall
Survival (OS), data on treatment administration and safety were also
collected. An exploratory biomarkers analysis is planned on tumor
tissue samples. Here we present some preliminary results based on
the interim analysis performed at the end of inclusions.

Results: 159 Pts were enrolled in 2011 and 110 Pts were eligible for
data analysis. Median age was 59 years [34-95]. Tumor
characteristics were:invasive ductal carcinoma for 96 Pts (88%),
positive hormonal receptors in 63 Pts (58%). At initial diagnosis,
presenting stages were I-1I for 52 Pts (50%). 36 Pts (33%) had a
mBC de novo or an aBC. The main metastatic localisations were
bone, liver and lung in 51 (47%), 35 (32%) and 22 (20%) Pts
respectively. Median T treatment duration was 4.1 years [0.8-11.0]
in 1st line. T was associated with a taxane-based chemotherapy in 86
Pts (78%). Median PFS was 6.4 years [4.9;-]. Median OS was not
reached. 13 retrospective adverse events related to T (cardiac or
leading to discontinuation) were reported. None of these was serious.
Conclusions:In this long PFS population treated with a T-based
treatment in first line for aBC or mBC Pts, no specific profile in
terms of clinical or histological characteristics have been observed.
Thus, the exploratory biomarkers analysis will be useful to identify
such a profile.
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271P ADDITIONAL SAFETY RESULTS OF HANNAH:A PHASE I11 RANDOMISED, OPEN-LABEL,
INTERNATIONAL STUDY OF THE SUBCUTANEOUS FORMULATION OF TRASTUZUMAB (H) IN
HER2-POSITIVE EARLY BREAST CANCER PATIENTS

C. Jackisch, M. Dank, G. Frasci, et al.
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Background:HannaH  demonstrated non-inferiority of  the
fixed-dose subcutaneous (SC) formulation of H compared with the
intravenous (IV) formulation, based on co-primary endpoints of
pharmacokinetics (Ctrough) and efficacy (pCR) (Jackisch et al,
EBCC 2012).

Methods:Pts with HER2-positive, operable, locally advanced or
inflammatory BC were randomised to receive 8 cycles of
chemotherapy (4x docetaxel 75mg/m2 followed by 4x FEC
600/75/600mg/m2) concurrently with 3-wkly H, either SC
(600mg/5 mL) or IV (8mg/kg to 6mg/kg). After surgery, pts
continued H-SC or IV to complete 1 year of treatment. Safety has
been monitored until 24 mths after last dose of H, including cardiac
monitoring.

Results:Safety data from 298 (IV) /297 (SC) HannaH pts were
analysed. At a median F/U of 12.3 months, 116 pts had completed
adjuvant treatment and received a median of 17.5 (IV) and 17.0 (SC)
H cycles. Pt characteristics were balanced at baseline. Overall, safety
was comparable between arms. Most common AEs (>25% in either
arm) were alopecia, nausea, neutropenia, diarrhoea, asthenia, and
fatigue, with similar incidence in the two arms. Incidence of severe
AEs (> grade 3) was comparable between arms (both 52%); the most
common of which were haematologic (36.9 [IV] v 35.4% [SC]), GI
(6.4 v 5.7%) and infections (5.0 v 6.7%). Serious AEs (SAEs) were
reported in 12.4% (IV) v 20.9% (SC) of pts. The imbalance was
largely driven by increased reporting of SAEs in the “infections”
disease category in the SC v the IV arm (38.7 v 35.1%). Multiple
logistic regression analyses did not reveal interactions between route
of H treatment, body weight, and exposure (AUC) for SAEs or grade
3-5 AEs. AEs led to the withdrawal of 2.3% (IV) and 5.7% (SC) pts,
with a contribution from cardiac AEs (3.0% [SC] v 1.3% [(IV]).
Grade 1/2 AEs were reasons for withdrawal in 43% (IV) v 61% (SC)
of pts. Grade 1/2 cardiac AEs led to withdrawal in 1.0% (IV) v 2.0%
(SC) of pts. Incidence of cardiac AEs was similar in both
arms:12.1% % (IV) v 11.4% (SC).

Conclusions:The safety profile of H-SC was comparable to that of
H-IV. Detailed analyses of observed imbalances in SAEs and
withdrawals will be provided.
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315TiP  SAFEHER:A STUDY OF ASSISTED- AND SELF-ADMINISTERED SUBCUTANEOUS
TRASTUZUMAB (H-SC) AS ADJUVANT THERAPY IN PATIENTS WITH EARLY HER2-POSITIVE
BREAST CANCER (EBC)

J. Gligorov, H.A. Azim, B. Ataseven, et al.
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Purpose:One year of H-based therapy, consisting of 18 q3w cycles,
is standard of care for the adjuvant treatment of HER2-positive EBC.
H is administered intravenously (IV) over 30-90 mins. An SC
formulation of H has been developed, which is rapidly administered
(up to 5 mins), potentially improving convenience for patients and
clinical staff, and reducing administration costs. The Phase III
HannaH  study (NCT00950300) demonstrated that the
pharmacokinetics and efficacy of H-SC were non-inferior to that of
H-IV, meeting the co-primary endpoints. The safety profile of H-SC
was comparable and consistent with the known safety profile of
H-IV. SafeHer is designed to further evaluate the safety and
tolerability of H-SC in a broader patient population; to allow greater
understanding of a range of safety data. H-SC will be administered
via one of two different routes (handheld syringe [vial formulation]
or single-use injection device [SID]; which allows
self-administration). Supportive data on SID safety and patient
satisfaction with self-administration will be collected.
Methods:SafeHer is a multicentre, international, Phase III
open-label trial (NCT01566721). The primary objective is the safety
and tolerability of H-SC. Secondary objectives include disease-free
survival, overall survival and patient satisfaction with SID
administration. Immunogenicity of H and recombinant human
hyaluronidase in a subset of patients using the SID at select sites is
an exploratory objective. Planned enrolment is 2500 patients,
assigned to one of two cohorts at the investigators'
discretion + concurrent/sequential chemotherapy. All patients will
receive H-SC at a fixed dose of 600mg regardless of body weight,
for a total of 18 cycles (q3w) via injection into the thigh over a
period of up to 5 minutes. Patients in cohort A (n=1800) will receive
H-SC using handheld syringes. Patients in cohort B (n=700) will
receive H-SC using an SID, first via assisted administration and then
self-administered (in select patients).

Enrolment began in May 2012 and parallel substudies may be
performed at selected centres to evaluate medical resource utilisation
(“time and motion study”).
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406Tip PHASE II TRIAL OF PRIMARY SYSTEMIC THERAPY (PST) WITH DOCETAXEL (D)
FOLLOWED BY HIGH-DOSE EPIRUBICIN IN COMBINATION WITH CYCLOPHOSPHAMIDE (EC)
PLUS CONCURRENT TRASTUZUMAB (T) FOR STAGE II-IIT HER-2 POSITIVE BREAST CANCER
PATIENTS (PTS)

P. Vici, L. Pizzuti, M. Mottolese, et al.
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Background:PST with taxanes, anthracycline-containing regimens
and T showed a high percentage of pathologic complete response
(pCR); T administered concurrently with chemotherapy is more
effective, but the combination with anthracyclines may be at risk of
cardiotoxicity. The present study evaluates efficacy and toxicity of T
administered concurrently with a sequential regimen of D followed
by EC in neoadjuvant setting.

Materials and methods:This phase II single stage trial is enrolling
pts with ¢T2-T4, NO-2, MO0, Her-2 positive (IHC 3+or 2+amplified)
breast cancer. A core biopsy is required prior treatment start to
evaluate hormonal receptors, Ki67, topoisomerase 1, Her-2, with
re-evaluation of these parameters, whenever possible, at definite
surgery. LVEF is evaluated before and during treatment. Blood
samples are collected at baseline for evaluation of 9 genetic
polymorphisms related to higher risk of developing cardiac toxicity.
We are quantitatively evaluating gene copy number by multiple
ligand probe amplification (MLPA), PTEN, p-Akt, p-MAPK, and
PIK3CA mutations. Pts receive 4 cycles of D (100mg/m2) plus T
(loading dose 8mg/kg followed by 6mg/kg), followed by 4 cycles of
EC (120/600mg/m2) plus T, every 3 weeks. Definite surgery is
planned at the end of PST, and standard radiotherapy and hormonal
adjuvant treatment in case of positive hormonal receptors are given;
adjuvant T is given for 6 months. The primary objective of the trial
is pCR (absence of invasive tumor cells in the breast and axilla);
secondary objectives are cardiac safety, toxicity, disease-free
survival. The planned sample size is 42 pts.

Results:To date, 29 pts have been enrolled; median age is 45 years,
pre/postmenopausal 22/7, ER and/or PgR positive in 16 pts. 27 pts
are evaluable for pathological response:we observed 20 pCR (74%,
95%C.1, 57.5-90.6). Grade 3-4 neutropenia was the most frequent
toxicity, encountered in 75% of the pts, other toxicities were mild to
moderate. No clinical cardiotoxicity was observed.

Conclusions:At preliminary analysis, PST with sequential
administration of D followed by EC, given concurrently with T,
appears to be very active and safe in stage II-11I breast cancer pts.
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2460 DOSE-DENSE SEQUENTIAL ADJUVANT CHEMOTHERAPY WITH EPIRUBICIN, PACLITAXEL
AND CMF VERSUS EPIRUBICIN, CMF AND WEEKLY DOCETAXEL OR PACLITAXEL FOLLOWED BY
TRASTUZUMAB FOR ONE YEAR IN PATIENTS WITH EARLY BREAST CANCER

G. Fountzilas, H. Gogas, N. Pavlidis, et al.
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21 30 %1\ B 41 22 9l C 41 29 B . 54111 3 ST A7 (DFS)
3N 86%- 91%- 89%. EALFER (0S) 514 96%. 97%-
96%. —#1 1] DFS #1 OS Jogtil 2 2% 7 (log-rank,p=0.38; p=0.48 ).
I 1 S5 B WL AN R RN A oA kD (29%- 27%.
24%, p=0.31) FAMMNELD (12%. 13%- 10%, p=0.66) . 50
) 58 B b OO sk D P R B (6% 5% 5%, p=0.81) .
PR SRR AE B 410 R LT 5 (3% 6% 1%, p=0.001);
PEEMPZARLE A A RAEFRTE (4% 0%, 1%, p<0.001) .
Wig: =412 0/¥ DFS Fl OS L& ER . KR AW T ZRG
TR Z W sg T 2R IR N AL . AFH HER2
B B 1 3 4E DFS Al OS SRATHARBF 7T AE M Lo

B AR BB 137

Background:Dose-dense  sequential ~chemotherapy including
anthracyclines and taxanes has been well established in the adjuvant
setting of high-risk operable breast cancer. However, the preferable
taxane and optimal schedule of administration have not been defined,
as yet.

Patients and methods:From July 2005 until November 2008, 1,001
patients (990 eligible) were randomized to receive 3 cycles of
epirubicin 110mg/m2 followed by 3 cycles of paclitaxel 200mg/m?2
followed by 3 cycles of CMF (cyclophosphamide 840mg/m2;
methotrexate 57mg/m2; fluorouracil 840mg/m2) with G-CSF
support (Group A; 333 patients) or to 3 cycles of epirubicin followed
by 3 cycles of CMF, as in Group A, followed 3 weeks later by 9
weekly cycles of docetaxel 35mg/m2 (Group B; 331 patients) or 9
weekly cycles of paclitaxel 80mg/m2 (Group C; 328 patients).
Radiation and hormonal therapy were given after the completion of
chemotherapy. Trastuzumab was administered for 1 year to all
HER2-positive patients post radiation.

Results:At a median follow-up of 60 months, 123 patients had
documented disease relapse (51 in Group A, 37 in Group B and 35 in
Group C) and 81 deaths (30 in group A, 22 in group B and 29 in
group C) had been observed. The 3-year disease-free survival (DFS)
rate was 86%, 91% and 89%, with overall survival (OS) rates of
96%, 97% and 96%, respectively. No differences were found in DFS
or OS between the three treatment groups (log-rank, p=0.38 and
p=0.48, respectively). The most frequently reported severe adverse
events were neutropenia (29% vs 27% vs 24%, p=0.31) and
leucopenia (12% vs 13% vs 10%, p=0.66). Febrile neutropenia
occurred in fifty patients (6%, vs 5% vs 5%, p=0.81). Severe
mucositis was more frequent in Group B (3% vs 6% vs 1%,
p=0.001), while severe neuropathy was more frequent in Group A
(4% vs 0% vs 1%, p<0.001).

Conclusions:No significant differences in DFS and OS between the
three regimens were identified. Taxane regimen and schedule of
administration preferentially influenced the type of severe toxicities.
HER2-positive patients demonstrated comparable 3-year DFS and
OS rates with those reported in other similar studies.
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1697 HER2 FHYERRST B0 B P LB (9 10 s RATE 5T
LBA12 UPDATED OVERALL SURVIVAL RESULTS FROM EMILIA, A PHASE 3 STUDY OF
TRASTUZUMAB EMTANSINE (T-DM1) VS CAPECITABINE (X) AND LAPATINIB (L) IN
HER2-POSITIVE LOCALLY ADVANCED OR METASTATIC BREAST CANCER (MBC)

S. Verma, D. Miles, L. Gianni, et al.

B T-DMI &2 —MNHuAAyiecsyy, it —A 8w rEsm
TBCAE £ T 1T 22 B L0 A 1 PR Ry R RO B4 50 DML 4
MuEAEH

J7¥E: #1122 HER2 FHIE(IHC 3+H1/8% FISH+) B2 w852 i i 2 2k
FHUR— P2 2507 B SR BB w BN N T-DMI
21 (3.6mg/kg IV q@3w) B XL 41 (X: 1000mg/m2 bid, d1-14, q3w;
L: 1250 m g PO qd, d1-21). FEZEL SR s 0 Lk AT
HA(PFS). BVEAFHHOS)RI e, 7Ef)G PFS VPN I R <k
17— OS A7

GER. T 991 L, 978 L BB EIRIT . IIBEIN ] .
T-DM1 410 129 AN H, XL 414 124 A~ H. PH4LRIELE AN D5
T Z TR IT AR ERE X AR, T-DM1 4114 PFS B35,
OS H A4 47 T-DM1 AL FE A o A7 3 AR PRt AR A XL R ED
AE>TS % A R AN RERf i 3R 3, PFS 3Rai il WL+ 2 5w A,
35 MBC HIWEIT TR (14, 248, 3 &z GRIJLEEIT)
2RI AT R, g b, MERME R ORES, R AL S
H, PlRERS. WEL SR, B WER. IR
2 R VAT ORI (], 3% T-DM1 A F]. T-DM1 B2 P
RLAF HL 3 A RS D OR RS 40.8% vs 57.0%)0 PIALA
TEVEAR BRI 2000 5 D RS 8 AL SR AT AR A

Zik: 5 XL ML, T-DM1 3515 T WM. HA IR X PFS
M. 1M 0 T-DMI e 4550, FE 0S. 24 PEAn S
PR EEZE S 7T EAT A o IRUESE T %07 20k 2 i 4l i ih 22k
FLPTRIEAZZRIBT 1 HER2+EG RS Ik L e BB T4 g — N3

Background:T-DM1 is an antibody—drug conjugate incorporating
the HER2—targeted antitumor properties of trastuzumab (T) with the
cytotoxic activity of the microtubule inhibitor DM1, conjugated by a
stable linker.

Methods:Patients (pts) with confirmed HER2+MBC (IHC3+and/or
FISH+) and prior treatment with T and a taxane were randomized to
T-DM1 (3.6mg/kg IV q3w) or X (1000mg/m2 bid, days 1-14
q3w)+L (1250mg PO qd, days 1-21). Primary end points were
progression-free survival (PFS) by independent review, overall
survival (OS), and safety. An interim OS analysis occurred at the
time of the final PFS analysis.

Results:991 pts were enrolled; 978 received treatment. Median
durations of follow-up were 12.9 (T-DM1) and 12.4 (XL) mos.
Baseline demographics, prior therapy, and disease characteristics
were balanced. PFS was significantly improved with T-DM1; the
interim OS analysis favored T-DMI1, but the interim efficacy
boundary was not crossed (see Table). PFS benefit was observed in
most subgroups, including line of MBC therapy (1st, 2nd, 3rd, or
later), type of prior treatment received, menopausal status, hormone
receptor status, number of disease sites, race, and age, although the
subgroup of pts >75 yrs old was too small to confirm benefit. Results
for secondary end points, including objective response rate, clinical
benefit rate, and time to treatment failure, favored T-DM1. T-DM1
was well tolerated and was associated with fewer grade =3 adverse
events (AEs; 40.8% vs 57.0%). The incidence rates of cardiac AEs
and left ventricular dysfunction were low and similar in both arms.
Conclusions:T-DM1 conferred a significant and clinically
meaningful improvement in PFS compared with XL. Results of other
study end points, including interim OS, safety, and key secondary
end points, favor T-DM1 and establish its role as a potential new
therapy for HER2+MBC pts previously treated with T and a taxane.

T-DM1 (n=495) XL (n=496)
"1 PFS (H) /PFS, median mos 9.6 6.4
AU EE(95% CT)/ HR (95% CT) 0.650 (0.549~0.771)
P {8/ P value <0.0001
iz OS (HFIHAHT) () /Interim OS, median mos 30.9 25.1

KB EE (95% CI)/ HR (95% CI)

0.682 (0.55~0.85)

P 1{#/ P value

0.0006

J7 #5034 F- HR=0.727 P=0.0037/ Efficacy boundary:HR=0.727 or P=0.0037
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3% (HT) X —RIRITHITRS HER2 %1% (QRT-PCR) ZFIXR KBRS
226P EXPLORATORY ANALYSIS OF THE RELATIONSHIP BETWEEN HER2 EXPRESSION (BY
QRT-PCR) AND EFFICACY WITH FIRST-LINE TRASTUZUMAB EMTANSINE (T-DM1) VS
TRASTUZUMAB PLUS DOCETAXEL (HT) IN A RANDOMIZED PHASE 2 STUDY OF PATIENTS (PTS)
WITH HER2-POSITIVE MBC

E.A. Perez, S. Hurvitz, L.C. Amler, et al.

Bit: 7 TDM4450g (NCT00679341)H, 137 &R AL IRITH
HER2+#6 8% 1t SN S BN 4252 T-DM1 8¢ HT 897, Pt
HEREAEAE N 14.2 F19.2 4~ H(HR=0.594) . % W ZZ i K (ORR)
4351k 64.2%F1 58.0%(Hurvitz 2011). 7 T-DM1 [ 11 1564 131,
g B A 04 P, HER2mRNA GEiid qRT-PCR) ik
7, ORR i, PFS i (Burris 2011; Krop 2012, in press). £
Itk 3E TDM4450g i 5TH,  [BlEiP: 738 qRT-PCR HER2 K& H1
5% T-DM1 8 HT 97 97 3 R R &R
Trid: B 1:1 BENLS A T-DM1 3.6mg/kg q3w 5% H 6mg/kg q3w
(JEHA 1 8 kg/mg)+T75 B 100mg/m2 q3w VA IT B 52 B it g .
BT BEHL A T 0 2 R AR B AL R bR A Il ik qRT-PCR #6731
HER2 &1k, 97 3ss RAFET 708 VA5 1) PFS R ORR. 2 T4
T BTT 14 A H BIIGIRER AT 1 I B 45 5
g5 137 B2 55BN B T IR 122 MRS IR AR
AWiE QRT-PCR #5017 RZ 3497 1 HER2, 2247 116 iRH kR4
AR (6 MRAMG T RIS TR 7 2 ss R4 HER2 &
EACERE (<HRAAED) A (SHhALED RER P T T/
4k

ZEU: AP A R W] T-DM1 vs HT 972009k 5 HER2 E ik /K
A3 (qQRT-PCR). XFPEMILE PFS WFIE B3 . IR XLk
WS EEEAFE R — 20 0T, FAEBIRIFE IEZE AT 10
T-DM1 )35 T 3RF 5T A 5L 204 o

Background:In TDM4450g (NCT00679341), 137 pts with
HER2-positive MBC and no prior treatment for metastatic disease
were randomized to T-DM1 or HT. Median progression-free
survival (PFS) was 14.2 vs 9.2 mo, respectively (HR=0.594);
objective response rates (ORR) were 64.2% and 58.0%, respectively
(Hurvitz 2011). In exploratory analyses of single-arm phase 2 MBC
studies of T-DM1, greater expression of HER2 mRNA (assessed by
qRT-PCR) was associated with greater ORR and longer PFS (Burris
2011; Krop 2012, in press). We now report a retrospective
exploratory analysis of the relationship between qRT-PCR HER2
expression and efficacy outcomes in pts receiving T-DM1 or HT in
TDM4450g.

Methods:Pts were randomized 1:1 to T-DM1 3.6mg/kg q3w or H
6mg/kg q3w (8 kg/mg in cycle 1)+T 75 or 100mg/m2 q3w and
treated until disease progression. HER2 expression was measured by
qRT-PCR in archival tissue samples from all randomized pts.
Efficacy outcomes included investigator-assessed PFS and ORR.
The analysis results presented here are based on the clinical data
with a median follow-up of [114 mo in each arm. Table:226P
Results:In total, 122 tumor samples from 137 randomized pts were
available for analysis of pre-treatment HER2 by qRT-PCR, resulting
in a valid result for 116 pts (6 samples were below the limit of
quantification). Efficacy outcomes by low (<median) and high
(>median) HER2 expression are summarized in the table.
Conclusions: These results from an exploratory analysis suggest that
the magnitude of efficacy from T-DM1 vs HT may correlate with
HER2 expression levels (by qRT-PCR); this effect appears to be
most pronounced for PFS. Analyses exploring the relationship
between these findings and baseline characteristics are planned.
Similar analyses are planned for ongoing phase 3 studies of T-DM1.

YAIT T HER2 (1) FR A AR, ¥R 5 B B (5[] Median pre-treatment HER2

levels, concentration ratio units (range)

HT T-DMI

(n=61) 8.7 (0.5-105.0) (n=55) 10.3 (0.4-103.0)

fifi; PFS, J/Median PFS, months
HER2 #i%/HER2 HT T-DM1 5 HT #H2%1% HR {(95% CI)/ Hazard ratio
expression relative to HT (95% CI)
{&/Low (n=32)9.8 (n=26) 10.6 0.85(0.44-1.67)
=i/High (n=29) 8.8 (n=29) Not reached 0.39 (0.18-0.85)
ORR, %
HER2 1%/ HER2 HT T-DMI 5 HT #H2% /) OR {H(95% CI)/ Odds ratio
expression relative to HT (95% CI)
{%/Low (n=31) 58.1 (n=26) 53.8 0.84 (0.30-2.41)
f=i/High (n=29) 65.5 (n=29) 72.4 1.58 (0.50-4.98)
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(XL)¥E¥T HER2 [ 14 /5 S50 ST B 7 A 1 L RRE BT LR
329P PATIENT-REPORTED OUTCOMES (PROS) FROM EMILIA, A PHASE 3 STUDY OF
TRASTUZUMAB EMTANSINE (T-DM1) VS CAPECITABINE AND LAPATINIB (XL) IN HER2-POSITIVE
LOCALLY ADVANCED OR MBC

M. Welslau, V. Diéras, J.-H. Sohn, et al.

B FUAZIYBIY T-DM1 454 7 I ZER S50 (TR
TSGR 254 DML [N AR TER o EMILIA WFTLLE T
T-DM1 5 XL o o ze 4tk . mERE45m (PRO) 45 B ER
R,

Jrik: O HER2 FIYERE R MESL YR . B2 ard s it ih 222k i
PRI B, BEPL A T-DM1 ok XL 4, 3% 21
R—AFIARIGRYY . BEAEILL. ERRIEREPD)ITAE 2 /N EY
FI5E 1 R, B RERE(PD). Bt 6 i 5 M B sk LSS 3
A AR 37 NH L 5 AN R ALK FACT-B (GLIRE
mEALLTERR) B, FACT-B &7 24 A1, TOI
GRIGE RAREO S SR (1) B i B RN Zh REIR B0 L LRI 1K
BIEEIR . FEFELMFLL S TOI PE5 =1 Ltk EEd, Ell
FACT-B TOI &4k (i1, TOI PPy =5) BImfiH, =% PRO
S Hri4ad Kaplan-Meier VAT Cox BT A . —AN 24 AN
H I FACT-B F4E, WI645 5 H(TOD) GEML Mk AT A Th BEIY
i FEPR 0 B 2 I FLIR AR » FEREERRIEELR S TOT ¥4y =1 1)
LT, FHELFACT-B TOLSBAL (4, TOI ¥4 FEL=5)
RS TE], 3% PRO 43 M4 iliid Kaplan-Meier ¥2:F1 Cox BEAY LAY
Pl . BRRME PRO 2w SUNIRIEIEVS VP4 3% (DAS) I3
KB KRR, ZERM 4 ADNHTH (BEIE. 20aRK. RN,
TEFAED PP R B ISR, SER 4 4y, FEIEEKT KA
JAI SR — R, EHE B PD,

g MXTEH XL s, [/ T-DM1 B HA KN
PFS (9.6 vs 6.4 4~ H; HR=0.650; P<0.0001)F1 5 /1] 3/4 HAS LK
8 (41% vs 57%) . 1597 305 LB AW R, 450 4 T-DMI
R 445 4 XL 4L HEE 1 PRO VA i BRR U % . T-DM1 4
BER XL ABERAEE. HEER FACT-B TOI #4533
TOI BALKIIT 7.1 N H vs 4.6 4~ H;HR=0.796). PiifiJ7 40
FACT-B Wit R LA AR KRR . N 2-35 8 NI, XL
Y EEE T-DMI 485 LT 38 2 PIRVSAEIR, Wk ii>1 &/
H (57% vs 30%) ; F{EEKEEE(70% vs 37%); R EL T 20 K
(54% vs 26%) M H B AR5 ™ 5 IR AS T BT AR HEE (45%
vs 25%).

G5l 197 R e e s I RN, T-DM1 2H%8 XL 2H e 4d BEAr
SR A 3 T T A SR IR R 3R A
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Background:The antibody-drug conjugate T-DMI1 combines the
antitumor activities of trastuzumab (T) with intracellular delivery of
the cytotoxic agent DM1. In the EMILIA study, the efficacy and
safety of T-DM1 was compared to XL. Here we report the PRO
results.

Methods:Pts with centrally confirmed HER2-positive MBC and
prior therapy with T and a taxane were randomized to T-DM1 or XL
administered in 21-day cycles. Pts completed the FACT-B, a 37-item
questionnaire composed of 5 subscales at baseline and on day 1
every 2 cycles until disease progression (PD), 6 wks after PD and
every 3 mos thereafter. A 24-item subset of FACT-B, the Trial
Outcome Index (TOI) provides a summary of physical and
functional well-being and breast cancer-specific symptoms. Time to
FACT-B TOI worsening (ie,>5 point decrease in TOI), the main
PRO analysis, was assessed by Kaplan-Meier methods and a Cox
model in female pts with baseline and>1 post-baseline TOI score.
An exploratory PRO end point was the incidence of symptoms
measured by the Diarrhea Assessment Scale (DAS), in which pts
rated diarrhea symptoms in 4 domains (frequency, urgency,
discomfort, stool consistency) on a 4-point scale at baseline and on
day 1 of each cycle until PD.

Results:Pts treated with T-DM1 had longer PFS (9.6 vs 6.4 months;
HR=0.650; P<0.0001) and fewer grade 3/4 AEs (41% vs 57%) than
those treated with XL. These gains in efficacy and safety were
accompanied by improvements in patient-reported health status in
the 450 T-DM1 and 445 XL PRO-evaluable pts. T-DM1 pts
maintained stable FACT-B TOI scores longer than XL pts (time to
TOI worsening 7.1 vs 4.6 months; HR=0.796). A comparison in
FACT-B subscales between treatment arms will be presented. From
cycle 2 through 8, more pts in the XL arm than in the T-DM1 arm
reported diarrhea symptoms such as having >1 stool per day (57% vs
30%); loose or watery stools (70% vs 37%); somewhat to very
urgent stools (54% vs 26%) and mild-moderate to very severe
abdominal discomfort with bowel movements (45% vs 25%).
Conclusions:Improvements in  efficacy and safety were
accompanied by, clinically significant benefits in health-related
quality of life in pts treated with T-DM1 vs XL.
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RIS BB M FLARAE (LABC/MBC) [ £k387T
408TiP PERTUZUMAB AND TRASTUZUMAB IN COMBINATION WITH VINORELBINE FOR
FIRST-LINE TREATMENT OF PATIENTS WITH HER2-POSITIVE LOCALLY ADVANCED OR
METASTATIC BREAST CANCER (LABC/MBC):A SINGLE-ARM, TWO-COHORT, PHASE II STUDY

(VELVET)
M. Andersson, J.M. Lopez-Vega, L. Del Mastro, et al.
T AJFEETTEEPUA-I ZBE BB AT HER2 ) 2844, FH Background:The humanised monoclonal antibody pertuzumab
Wi S B RS S S RN I ZBE A h 0T 54T 25 5 i % binds  to  the dimerisation domain of HER2, preventing

TREGURE, LB 25I06 ] e g 2L B 4RI Y HER2 BRI .
CLEOPATRA 9t By Z Bk B PTG i Z 2R S Hin 22 v fth ¢
A PR TR (AR ML P A W T2 BR SN 2
BRSPS e AT A ARG . 2B A P A KR
5 ZER YIS 2 VIS A LT 3%, I A R FHAER
/b o VELVET WF 708 PP AS I Z2 2R PR B TR i 223K R A KR I e
FHF HER2 FIHHEBMEFUE —LBT MR ZER (ORR) . [F
IF I PP Ak £ ) — A 3 4% v I FH ) 22 B B0 R 22 BR PR 5
W,
FE: VELVETSR —ANZ e, FFBE. XWBA%I. HER2 BHYE)R
IS B 30 e e L e R TR I R TUIIIE 9, JLrp e R SR 3 2
B R I AR R B U iR T o BB AR B A S A I 4y
$=55% HECOG-PSTF4y 0 8Y 1. AHWFFILE 2012 4F 4 H AT
M TERIFE S 210 SR BB 1 CRT 105 A4 vEMHEED K
A2 2R S PURT 2R BT 519097 BAB 2 (JF 105 it
D) WA A R P BTN 52, WPKEAESE 2 AN %
S22 R B RN [l 22 R FRGTAE [ — B S R 48 2 . RSB R
SN KFERE o VAT RR L2 W B 3t i aliag R A AN i 5%
Rk, AR EZFE (A AERAZ) A2 ER A
UA7HE 840mg, AHFFFIE 420mg, = JE— ML i ZE P
AT Smg/kg, 4EFFFE 6mg/kg, =F—NAH; KIERR:
%1Aﬂ%m%1ﬁﬁﬁsﬁ%72mgm,ZFMH%ﬁ%l
R 8 KT 30~35mg/m”, =i (Bl 22 2 mim
B o PR BB E N 70-80%, H AR AT X 8] BRI A1
VEAE ELBIZ I B 25 57 7E 8-11%. FEANBABIH 35 B4 95 44 /T
EAL (BSERZI LR 10%) o« T4 S ML 0 B R,
WL TR B (W BB R RVl . R IA) SR RRat
IR, TERERAAE . MR R A
RO i
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heterodimerisation and downstream signalling. As pertuzumab is
directed against a different epitope to trastuzumab, a more
comprehensive HER2 blockade is achieved by combining the agents.
The CLEOPATRA study showed significantly improved efficacy for
pertuzumab and trastuzumab plus docetaxel, but pertuzumab with
trastuzumab has not been tested with other chemotherapies in MBC.
Trastuzumab plus vinorelbine (V) has comparable efficacy to
trastuzumab plus docetaxel but with fewer adverse events. VELVET
will assess the overall response rate (ORR) of pertuzumab with
trastuzumab+V in first-line treatment of HER2-positive MBC.
Administration of pertuzumab and trastuzumab in the same infusion
bag will also be assessed.

Methods:VELVET is a multicentre, open-label, two-cohort, Phase I1
trial in patients (pts) with HER2-positive LABC/MBC not
previously treated in the metastatic setting with non-hormonal
anticancer therapy. Pts must have LVEF>55% and ECOG PS of 0/1.
Enrolment began in April 2012 and 210 pts will be recruited. Cohort
1 (first 105 pts enrolled) will receive pertuzumab and trastuzumab
sequentially, and Cohort 2 (next 105 pts) will receive pertuzumab
and trastuzumab in the same infusion bag at Cycle 2 onwards
assuming Cycle 1 was tolerated. V will be given in both cohorts.
Treatment will continue until disease progression/unacceptable
toxicity. Study doses (all iv):pertuzumab:840mg initial dose, 420mg
q3w; trastuzumab:8mg/kg initial dose, 6mg/kg q3w, and V:25mg/m2
Day 1 and 8 (first cycle) then 30 —35mg/m2 Days 1 and 8 q3w
(dose escalation at investigator discretion). Assuming best overall
response of 70-80% and aiming at a distance from the estimated
proportion to the CI limits of 8-11%, a total of 95 pts need to be
evaluable per cohort (assuming withdrawal rate [110%). Primary
endpoint is ORR by independent assessment. Secondary endpoints
include investigator ORR assessment, time to response, duration of
response, PFS, TTP, OS, safety/ tolerability and QoL.
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R
409TiP PERTUZUMAB IN COMBINATION WITH TRASTUZUMAB AND A TAXANE FOR THE
FIRST-LINE TREATMENT OF PATIENTS WITH HER2-POSITIVE ADVANCED BREAST CANCER:A
SINGLE ARM PHASE IIIB STUDY (PERUSE)

D. Miles, T. Peretz-Yablonski, E. Ciruelos, et al.
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Background:Pertuzumab (P) inhibits downstream signaling of
HER?2 by preventing its heterodimerization with other HER family
members. The epitope recognized by P is distinct from that bound by
trastuzumab (H) and their complementary mechanisms of action lead
to a more comprehensive HER2 blockade when combined. Data
from the phase III trial CLEOPATRA showed significantly
improved PFS in pts with HER2-positive 1L MBC given
P+H+docetaxel (D). As H was not widely available in the
(neo)adjuvant setting prior to CLEOPATRA recruitment, a relatively
low proportion of pts in CLEOPATRA had previously received H.
PERUSE will assess the safety and tolerability of P+H+one of a
choice of taxanes (T) as 1L therapy for pts with HER2-positive
metastatic or locally advanced BC. Efficacy endpoints will also be
recorded in PERUSE, in a pt population likely to have experienced
wider exposure to prior H therapy.

Methods:PERUSE is a phase IIIb, multicenter, open-label,
single-arm study in pts with HER2-positive BC who have not been
treated with systemic non-hormonal anticancer therapy for MBC.
The planned sample size is 1500. Pts will receive, P:840mg initial
dose, 420mg q3w IV; H:8mg/kg initial dose, 6mg/kg q3w IV, T:D,
paclitaxel or nab-paclitaxel according to local guidelines. A planned
protocol amendment will allow HR-positive pts to receive endocrine
therapy in conjunction with P+H following completion of T in line
with clinical practice. Treatment will be administered until disease
progression or unacceptable toxicity. At baseline, pts must have an
LVEF 0of>50%, ECOG PS of 0, 1 or 2 and must not have received
prior anti-HER2 agents for MBC. Prior H and/or lapatinib in the
(neo)adjuvant setting is allowed, provided there was no disease
progression on-treatment. A disease-free interval of>6 months is
required. The primary endpoint is safety and tolerability. Secondary
endpoints include PFS, OS, ORR, CBR, duration of response, time
to response and QoL. The final analysis will be carried out when pts
have been followed up for>12 months. Interim analyses are planned
after enrollment of 1350, 700 and 1000 pts. Regular interim safety
assessments by a DSMB will take place.
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202P BIOMARKER (BM) ANALYSES OF A PHASE II STUDY OF NEOADJUVANT PERTUZUMAB AND
TRASTUZUMAB WITH AND WITHOUT ANTHRACYCLINE (ATC)-CONTAINING CHEMOTHERAPY
FOR TREATMENT OF HER2-POSITIVE EARLY BREAST CANCER (BC) (TRYPHAENA)

A. Schneeweiss, S. Chia, R. Hegg, et al.
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Background:TRYPHAENA showed that concurrent administration
of trastuzumab (H) plus pertuzumab (P) with ATC in the
neoadjuvant setting resulted in similar cardiac tolerability to
sequential administration of ATC or to an ATC-free regimen. In
addition, neoadjuvant P with H administered in combination with
ATC- or carboplatin-based standard chemotherapy (CT) resulted in
high pathological complete response (pCR, [ypT0/is]) rates,
regardless of the CT regimen, in patients (pts) with HER2-positive
BC. The molecular profile of pts who achieved a pCR was compared
with those who did not.

Methods:Baseline core biopsies and sera from over 90% of the 225
pts enrolled in TRYPHAENA were available for BM analyses. The
BMs and methods of assessment included:HER1/2/3, PTEN, and
IGF1R protein expression by IHC (and FISH for HER2); HER1/2/3
mRNA expression by qRT-PCR; c-myc and TOP2A by FISH and
PCR-based PIK3CA analyses detecting 8 mutations. Potential
relationships between BMs and pCR were measured primarily using
categorical analysis methods (chi-square test of association and
Cochran—Mantel-Haenszel statistic). Median values were used as
cut-offs except for TOP2A and PTEN where cut-offs were applied
following a biologic rationale.

Results:Besides HER2 protein levels, no other measured BM was
associated with pCR when BM samples from pts in each treatment
arm were considered separately. TOP2A amplification (>2.0 ratio)
was observed in 32% of pts and was not associated with response to
ATC regimen. There is no strong biologic rationale for correlation
between BMs and pCR outcomes after treatment with different CT
regimens; therefore, data from all pts were pooled. In the combined
analysis, HER2 protein levels remained significantly correlated with
pCR and high levels of HER2 mRNA were also indicative of
improved pCR rates. PIK3CA mutations were seen in 24% of pts
and were not associated with pCR.

Conclusion:This analysis supports the use of HER2 overexpression
as the strongest predictive and clinically relevant BM for pCR after
treatment with H+P+CT neoadjuvant regimen for pts with
HER2-positive BC.
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344P PHARMACOKINETICS (PK) OF PERTUZUMAB (P) WITH TRASTUZUMARB (T) AND
DOCETAXEL (D) IN HER2-POSITIVE FIRST-LINE METASTATIC BREAST CANCER (MBC):RESULTS
FROM THE PHASE III TRIAL CLEOPATRA

J. Cortes, S. Swain, I. Kudaba, et al.

B MR R EHE — M HER2 5 — BRI A U5 AL B T e Hit
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T Z R IMIRREALESS 1. 3. 64 9. 12, 15, 18 AR
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SRR 24 /NI 8 ANASEI (RIS T e 4, LAHARE Y Cmax (UfiL
ZiIEME), CL GEKBE), Vss (FARRMAMAERD, 12 CEEE
D, WRE-H TR L TR (AUCo., AUCpint)o

R, 37 4 (17 BN, 20 ZMZERAGLD MYk
A FHTPKA T o ML 22 2R A TR S 1= H bt (B 20 ug/ml (1) 535 LL
B1>90%, 52 ATHFITRBE LR, 2 BR TR 22 TG A B0
TIPS S 2ETo M. LS 1 RIS 3 JR 3 i h 2
BREPUMIE W FECmax A1 CmindAHRL. PI4L M Z B FR P IE Ik
FE IR e /N — 3 JUAT YA ELAE P+T+D/Pla+T+D x100 Jy: 5 1 &
HHCmax90.3; % 3 JE}HCmax 81.0, Cmin 95.9. MZH 1% PhAib 3¢
2R )12 S BAEAL . PI4H 2 P TS B0 /s — 3R JLA
SEAE EG A P+T+D/Pla+T+D x100 A: AUCo, 104.9, AUC q.in
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Introduction:P is a humanized mAb that inhibits heterodimerization
of HER2. P and T bind distinct HER2 epitopes, and due to their
complementary mechanisms of action they provide a more
comprehensive blockade of HER2 signaling. Based on preclinical
efficacy models, a steady-state trough P concentration (Ctrough) of
20 ug/ml was selected as target in pts. CLEOPATRA is a Phase III
study comparing P+T+D vs placebo (Pla)+T+D in HER2-positive
1L MBC (Baselga NEJM 2012). The objectives of the substudy
reported here are to characterize the P PK in the presence of T and D,
and to explore potential drug — drug interactions.

Methods:P/Pla  (840mg loading, 420mg maintenance) was
administered on Day 1 of each cycle; T (8mg/kg loading, 6mg/kg
maintenance) was administered on Day 2 of Cycle 1 and on Day 1 of
each cycle onward following P; D (75mg/m’ escalation to
100mg/m* if tolerated) was administered on Day 2 of Cycle 1
following T and on Day 1 of each cycle onward following T. All
drugs were given q3w iv. Blood samples for P were collected before
and after infusion at Cycles 1, 3, 6, 9, 12, 15, 18, and at treatment
discontinuation. Samples for T were collected before and after
infusion at Cycles 1 and 3. Samples for D were collected at Cycle 1
at 8 serial time points during and following the infusion over a 24 h
period to allow calculation of Cmax, CL, Vss, t1/2, AUCO-t, and
AUCO-inf.

Results:37 pts (17 Pla arm, 20 P arm) were available for PK
evaluation. Serum P Ctrough exceeded the target of 20 ug/ml
in >90% of pts and there was no impact of T and D on P PK,
compared with historical data. Mean serum T Cmax and Cmin at
Cycles 1 and 3 were similar in both arms. Ratios of geometric LS
means of P+T+D/Pla+T+D x100 for serum T were:Cycle 1 Cmax
90.3; Cycle 3 Cmin 95.9; Cycle 3 Cmax 81.0. D PK parameters were
similar in both arms. Ratios of geometric LS means of
P+T+D/Pla+T+D x100 for plasma D were:AUCq 104.9, AUC.int
101.4, Cmax 92.5.

Conclusion:P PK parameters were consistent with previous studies,
and co-administration of T and D appears not to influence P PK in
HER2-positive MBC. There was no evidence of drug— drug
interactions between P and T, or between P and D, which have
different clearance pathways.
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407TiP  TREATMENT OF PATIENTS WITH HORMONE RECEPTOR (HR)-POSITIVE AND
HER2-POSITIVE LOCALLY ADVANCED OR METASTATIC BC WITH A COMBINATION OF
PERTUZUMAB AND TRASTUZUMAB PLUS AN AROMATASE INHIBITOR (AD):AN OPEN-LABEL
RANDOMISED PHASE II STUDY (PERTAIN)

G. Arpino, C. Poole, J.-M. Ferrero, et al.
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Background:Development of resistance to endocrine therapy in
patients (pts) with breast cancer (BC) is a major clinical concern.
Preclinical studies suggest that blockade of HR with HER2
inhibition may be key to overcoming resistance and improving
clinical outcomes. The combination of pertuzumab (P) and
trastuzumab (H) with docetaxel significantly improves outcomes by
a comprehensive blockade of HER2 signalling. However, initial
results suggest that this benefit may be less apparent in HR-positive
pts. PERTAIN is the first study to assess whether a fuller blockade
of HER signalling with P and H in conjunction with an Al may
resensitise HER2-positive tumours to endocrine therapy and provide
an effective first-line treatment option in pts with HR-positive and
HER2-positive advanced BC.

Methods:PERTAIN is a multicentre, open-label, Phase II trial for
postmenopausal women with HER2-positive and HR-positive locally
advanced/metastatic BC to assess the efficacy of P plus H with an Al
as first-line therapy. Pts will be randomised 1:1 to Arm 1 (P:840mg
initial dose, 420mg q3w iv; H:8mg/kg initial dose, 6mg/kg q3w iv;
Al [anastrozole 1mg or letrozole 2.5mg qd po]) or Arm 2 (H+AI at
same dose as Arm 1). Induction chemotherapy (CT) (docetaxel or
paclitaxel) may be given to pts for up to 18 weeks at the
investigator's discretion. Administration of study medications will
continue until disease progression or unacceptable toxicity. Pts must
not have been treated with anti-HER2 agents, except H and/or
lapatinib in the (neo)adjuvant setting, and must have no CNS
involvement or clinically significant cardiovascular disease. The
primary endpoint is progression free survival (PFS); secondary
endpoints include overall survival, overall response rate, clinical
benefit rate, duration of response, time to response, safety and
tolerability, and QoL. The study opened in April 2012 and will
recruit 250 pts. The main analysis for the primary endpoint (after
165 PFS events) will include a treatment group variable and be
stratified by whether pts were chosen to receive induction CT
(Yes/No) and time since adjuvant hormone therapy (<12 months,>12
months, and no prior hormone therapy).
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255PD CORRELATION BETWEEN CIRCULATING TUMOR CELLS (CTCS), PET/CT RESPONSE AND
PATHOLOGICAL COMPLETE RESPONSE (PCR) IN PRIMARY HER2-POSITIVE (HER2+) BREAST
CANCER PATIENTS:A SUB-STUDY FROM THE NEOALTTO TRIAL

H.A. Azim Jr, F. Rothe, C.M. Aura, et al.
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Background:Although CTC detection has been studied in patients
receiving preoperative chemotherapy, fewer data exist for
preoperative chemotherapy combined with anti-HER2 agents. Here,
we report a sub-study of CTC detection within the NeoALTTO trial.

Methods:NeoALTTO is a randomized phase III trial in which
patients with primary HER2-+breast cancer were randomized to
trastuzumab, lapatinib or their combination for 6 weeks followed by
the addition of paclitaxel for 12 weeks prior to surgery. Participation
in the CTC sub-study was optional. Blood samples were
prospectively collected at baseline, after 2 weeks of anti-HER2
treatment alone and prior to surgery. A total of 22.5mL of blood was
reduced to 7.5mL using a modified ficoll procedure that was then
processed using CellSearch®. Evaluation of HER2 expression in
CTCs was performed using the CellSearch® HER2 profiling kit.
CTCs with HER2 staining intensity of 2+/3+were considered as
HER2+. Associations between CTC detection and primary tumor
characteristics, pCR and PET/CT response (at week 2 & 6) were
assessed using the chi-square test.

Results:Out of 455 patients randomized, samples for CTC analysis
were available for 51 (11%) patients from 16 sites, of whom 11
(21%) had>1 CTC/22.5ml in at least one time point (Table 1). At
baseline, week 2 and surgery, we detected>1 CTC/22.5ml in 5/46
(11%), 4/41 (10%), and 5/31 (16%) patients with evaluable samples
respectively. HER2+CTCs were still detectable after 18 weeks of
preoperative treatment with anti-HER2 agents plus paclitaxel in 3/31
(10%) patients. No significant association was observed between
CTC detection (either at baseline or week 2 or surgery), and
clinicopathologic characteristics, pCR (p=0.36) or PET/CT response
at week 2 (p=0.34) or week 6 (p=0.90).

Conclusion:CTC detection does not appear to be associated with
pCR in patients receiving preoperative anti-HER2 agents plus
paclitaxel, acknowledging the lack of power within our study.

. TC / HER2+CTC (%} 22.5mL )% &)/ CTC / HER2+CTC (number per
paens[Tamenta 525“/‘” oo S C o I SRR pCR
JL2%/ Baseline W/ Week 2 AT/ Prior to Surgery
1 L 0 0 2/2 77/NO
2 L NA 2/2 2/2 5/NO
3 L 1/1 0 0 7/NO
4 L NA 473 NA H/NO
5 T 0 1/0 0 5/NO
6 T 65 /52 0 2/1 /NO
7 L+T 0 0 1/0 5/NO
8 L+T 1/0 0 NA 77/NO
9 L+T 1/0 0 0 E/YES
10 L+T 1/0 0 NA JE/YES
11 L+T 0 1/0 1/0 Z/YES

L: ke o ZEREH: NA: AdEH
L:lapatinib; T:trastuzumab; NA:not applicable.
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267P DISEASE-FREE SURVIVAL ACCORDING TO PATHOLOGIC RESPONSE AND P95-HER2 IN THE
CHER-LOB NEOADJUVANT STUDY OF CHEMOTHERAPY PLUS TRASTUZUMAB, LAPATINIB OR
COMBINED TRASTUZUMAB AND LAPATINIB IN HER2+OPERABLE BREAST CANCER

V. Guarneri, G. Bisagni, A. Bottini, et al.
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Introduction:This is a randomized phase II trial of preoperative
sequential taxanes-anthracyclines in combination with trastuzumab,
lapatinib, or combined trastuzumab and lapatinib in HER2 positve
operable breast cancer. We previously reported that dual HER2
blockade with trastuzumab and lapatinib significantly increased the
pathologic complete response (pCR) rate. The aim of the present
post-hoc analysis is the evaluation of disease free survival (DFS)
according to pCR, p95-HER?2 expression, and treatment arm.
Methods:121 patients were randomly assigned to weekly paclitaxel
followed by FE75C combined with trastuzumab (arm A, n= 36),
lapatinib (arm B, n= 39), or trastuzumab and lapatinib (arm C, n=
46). P95S-HER?2 expression was measured by IHC (bioTheranostics,
Inc. San Diego, CA). Patients were classified as having a p95-HER2
positive tumor in case of strong immunostaining in>80% of cells.
pCR was defined as disappearance of infiltrating disease in breast
and axillary nodes. DFS was calculated from the date of surgery to
the date of recurrence (local or distant) or death.

Results:Overall, pCR was observed in 32% of patients. The pCR
rates per treatment arm were 25% in arm A, 26.3% in arm B, and
46.7% in arm C (Arm C vs combined Arms A+B:p=0.018).
Thirty-five patients (29%) resulted p95-HER2 positive. At the time
of the present analysis, 17 DFS events have been reported. The
expression of p95-HER2 was not significantly correlated with the
probability of relapse, overall and per treatment arm. The risk of
relapse was significantly lower for patients achieving a pCR (hazard
ratio 0.09, p=0.019). The 3-yr DFS rate was 88% in arm C vs 72% in
arms A+B.

Conclusions: The achievement of a pCR in breast and axillary nodes
is predictive of outcome in HER2 positive breast cancer patients
treated with neoadjuvant therapy. This is consistent with other
neoadjuvant studies. p95-HER?2 appears to be neither predictive nor
prognostic in this patient population. The combination arm resulted
in a trend for a better DFS, probably reflecting the higher pCR rate
observed. Sponsored by GlaxoSmithKline.
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345P PROGNOSTIC FACTORS INFLUENCING THE SELECTION OF BEVACIZUMAB COMBINED
WITH CHEMOTHERAPY IN PATIENTS WITH HER2-NEGATIVE METASTATIC BREAST CANCER IN
ROUTINE CLINICAL PRACTICE. ONCOSUR-AVALOX:OBSERVATIONAL CROSS-SECTIONAL STUDY

L. Manso, R. Perez-Carrion, J..I. Chacon Lopez-Muniz, et al.
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PR (SD) 28%; FIRBERE 10%. TN % : ORR K 44%
(40%K PR) ; KR # 2% 80% (36% 4 SD) . HR+H#: ORR
9 62% (54%K PR) , IfiRIKAEH 87% (25% 4 SD) » 58%iH
HIEE D PEEE, TR 12 % Hh 26%5 BEV Ml
03 6 (2.4%) Sk 3 WEEME RN, KA EEHIN 4 R RN
e MR T 5 DFS=12 A~ H A5 (P<0.05) - 7ERT
HEL (TN 8 HR+), ER+UE (OR:0.215; 95%CI:0.08-0.56,
P=0.002) FiI I NMEBH (5=3 MEBAHE, OR:0.309; 95%
CI:0.12-0.83; p=0.020) ;&L P EIZRE-BEV 7 AT A G 3R
HNEFE RS 582 BE-BEV 4525 7 R FMC (P <0.01)

G5l AT S R L], % = R 2 AR B P i v SR
JEBE,  CT WA BEV MU 28y 2B H TR 52 1. ER+
Ji IR R PR R A R s R IR B R AL BEABEV 1877 AT AR O
K. FAE TR VRIS I+ BEV 425 7 R R EHML.
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Background:Combining bevacizumab (BEV) with chemotherapy
(CT) improves survival in HER2-negative metastatic breast cancer
(MBC). We investigated the influence of age, ECOG, hormonal
status, number of sites and location of metastases and patient
decision on the selection of BEV combined with CT in MBC.
Methods:Observational cross-sectional multicenter study in pts with
HER2- negative MBC who have received first-line CT with BEV.
Results:From November 2010 to November 2011, 124 pts were
included:median age 51 (45-64) yr; ECOG:0=50%; 60%
pre-menopausic;  23%  triple-negative  (TN);77%  hormone
receptorpositive (HR+). Metastatic disease:>3 sites=42% (TN:32%;
HR+:45%); location:44% bone, 35% lung, 30% liver. Most frequent
BEV-based combinations were paclitaxel/BEV ~ (53%) and
docetaxel/BEV (14.5%); median no. of CT cycles:6 (5-8). A
disease-free survival (DFS)>12 months was achieved by 73%;
TN:68%; HR+:76%. Overall response rate (ORR) was 58%:51%
partial response (PR), 7% complete response (CR); 28% stable
disease (SD) and 10% disease progression. TN:ORR 44% (40% PR),
clinical benefit 80% (36% SD); HR+:ORR 62% (54% PR), clinical
benefit 87% (25% SD). 58% presented at least one toxicity, mainly
grade 1-2; 26% BEV-related:only 3 (2.4%) grade 3 toxicities; no
grade 4. Receiving adjuvant hormonal therapy was associated to
DFS>12 months (p<0.05). ER+tumors (OR:0.215; 95% CI:0.08-0.56;
p=0.002) and one metastatic site, vs.>3 sites (OR:0.309; 95%
CI:0.12-0.83; p=0.020) were independent factors associated with the
selection of paclitaxel-BEV therapy in the overall population (TN or
HR+). Metastases in the liver were significantly related to
paclitaxel-BEV administration (p<0.01).

Conclusions:Our findings suggest that first-line CT with BEV is an
active and tolerable treatment option for pts with TN and HR+MBC.
ER+tumors and a single metastatic site were identified as
independent factors for the selection of a paclitaxel-BEV therapy.
The presence of metastases in the liver was significantly associated
to the administration of a paclitaxel-BEV regimen.
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AR I $] AVEREL AF5%: DUREREST (BV) , BIZEREH (H) +BHEEE (T) —£i4T HER2

M R R R B HILEE (LR MBC) BEHEWREY (BM) &1
16577 BIOMARKER (BM) RESULTS FROM THE PHASE III AVEREL TRIAL OF 1ST-LINE
BEVACIZUMAB (BV), TRASTUZUMAB (H)+DOCETAXEL (T) FOR HER2-POSITIVE LOCALLY
RECURRENT/METASTATIC BREAST CANCER (LR/MBC)

L. Gianni, A. Chan, M. Mansutti, et al.

BH: AVEREL (780 2 At R O 2 dRIE . 5l 3E MY
FRCI AT, BATTEAT TR 47

J7#k: HER2 FHYEMRILR / MBCHEE 2T (100mg/m”* Q3W) +H
(8—6mg/kg Q3W) +£BV (15mgkg Q3W) 1Eh—£iAir. L
B RIS VRS TYPFS . 2R ) A AT 1) B v Ui 42 1t
A AVREA , FESELR ISR M i FEAS o, R —Fh B ELISA (il
YER AR 2 VR B IS ) 7 ¥ 8 34 5 (R AR b s AT o AR A A A
WL IR A S i (> pE, HD FURME (S
A, L), FHARIEREAT A Db ic ) S PFS I T R 2 1) Cox|Hl
5 HT .

8. MEREAK H 424 4 B35 T 162 A7(38%). Hif ICAM-1
55 PFS 4747 BFE M40 1 a =0.05.

g5 T BV IAITIN, ICAM-1 3E4% 5 7K1 5 5 K f# PES 3k35
WHEMIE, a=0.05, %5 RO B —3. VEGF-A,
VEGFR-2/-3, E-selectin ‘Z 7~ H i 7E M HUAE . VEGF-A 1
VEGFR-2 14555 HER2 B A% 1k L e R0 D e fr bl —
.

Background:AVEREL efficacy and safety results have been
reported. We present exploratory analyses from the optional BM
substudy.

Methods:Patients (pts) with HER2-positive LR/mBC received
Ist-line T (100mg/m> q3w)+H (8—6mg/kg q3w)+BV (15mg/kg
q3w). The primary endpoint was investigator-assessed PFS. Baseline
(BL) blood and tissue samples were collected from consenting pts.
BL plasma levels of candidate BMs were measured using a novel
ELISA. Median BL values for each BM were used to define high
(>median; H) vs low (< median; L) BM cohorts and to correlate
BMs with PFS using Cox regression corrected for prognostic factors.
Results:Plasma samples were available from 162/424 pts (38%).
ICAM-1 correlated statistically significantly with PFS at a=0.05.
Table:1657P

Conclusions:High BL ICAM-1 correlated significantly with greater
PFS benefit from BV at 0=0.05, consistent with data in lung cancer.
VEGF-A, VEGFR-2 and -3 and E-selectin showed potential
predictive value. VEGF-A and VEGFR-2 results are in line with data
in HER2-negative mBC and pancreatic cancer.

TH BV+TH
WP 41/ Subgroup S E n [P, A/ | o [P, A/ [RUBSEE (95% CI)Y/ HR (95% CI) P {ti/p value
Events/pts, n Median, mo |Events/pts, n Median, mo
HAk/ All 64/82 112 66/30 16.5 0.78 (0.56-1.11)
. L 31/44 16.4 30/36 16.5 1.01 (0.61-1.68)
E-selectin H 32/37 8.2 35/43 16.6 0.57 (0.35-0.92) 0.241
L 35/45 13.6 28/35 16.4 0.84 (0.51-1.40)
IL-8 H |2836 8.4 37/44 17.8 0.74 (0.45-1.22) 0.506
L 30/45 16.4 29/35 16.5 1.13 (0.68-1.89)
ICAM-1 H |33/36 10.3 36/44 16.2 0.49 (0.30-0.80) 0.017
L 32/41 13.3 33/39 16.4 0.80 (0.49-1.30)
bFGF H |31/40 1.1 32/40 19.1 0.80 (0.49-1.32) 0.837
L 29/40 17.1 32/41 16.5 0.87 (0.52-1.44)
PDGF-C H |3542 8.5 34/39 16.6 0.72 (0.45-1.16) 0.342
L 33/45 13.6 30/36 16.5 0.83 (0.50-1.36)
VEGF-A 0.795
H |3137 8.5 35/43 16.6 0.70 (0.43-1.14)
L 35/42 13.5 32/39 14.8 0.70 (0.43-1.15)
VEGF-C H |29/40 9.6 34/41 19.1 0.92 (0.56-1.51) 0.649
L 30/40 11.1 33/40 16.2 0.76 (0.46-1.25)
VEGFR-1 H |33/41 13.3 32/39 16.6 0.84 (0.52-1.37) 0.982
L 35/44 11.2 30/36 13.7 0.95 (0.58-1.55)
VEGFR-2 H |2837 11.0 35/43 19.2 0.67 (0.40-1.10) 0.174
L 35/48 12.2 25/32 15.3 0.88 (0.52-1.47)
VEGFR-3 H |2833 11.0 40/47 16.6 0.65 (0.40-1.06) 0.051
A BRI E T R
A Model includes prognostic factors.
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200P NEW IMAGING AND MOLECULAR BIOMARKERS TO PREDICT PATHOLOGICAL RESPONSE
TO BEVACIZUMAB-BASED TREATMENT IN NEOADJUVANT BREAST CANCER

J. Garcia Foncillas, A. Plazaola, B. Hernando, et al.

Bt 0T LR B A B v o L U3 T A B SO0 5 A SR T A )
G 126 L R FR 3 2 52 DUARER SR EERIIR YR YT 7 AT 52 28 o AR T
Z L I RIS T AN R I A5 5 iR 0y T AE W 2 7 VR AT T
R

Tk 73 ALAREESE AT I/ 2L Hs NG T %50 4
Zuts . FRRE R TS TR RIS . B e T AR B Btk )7
I 3 TR T B DURER BT (15mg/kg)  (CL) 5 Hid
Wty TR 4 AR ZTTEZE (60mg/m2) , [HER
(50mg/m®) MV BR 4T (15mg/kg) » 21 K— 5 (C2-C5) ;
ZIERTFREBIT . AR 18F-98 (FLT) 1 18F-K 2 fily s
(FMISO) 1EH T ESWIZF1H (PET/ CT) FshAt b o
L4 (DCE-MR) X PR 4n o ss, S fsediiar 7kh . X
— RIS 2T o0 AR N IR IR A) 23R4T, A 34k (BL) ,
B DRER BT (CD) JEI0 1421 K. 8 VURER AP (CD
TG SR SR 414k 7 V5% 43 Fhid 49 (Ki67. CD31. CD31/Ki67.
VEGFR2. pVEGFR2[Y951]) HIFKIEIAT T ¥P4li. R Affimetrix
NBIERIST1.0 W R ik 34T 40 #7

FEH . FMISO BEHU/>10% 0 i # ROC B2k TAE4 I ih 28D
T2k FImAR 0.7 (95%CI: 0.56~0.85) , HA 5w HR 2k (94%) .
R LIRAS VEGFR2 (Y951) M3k /b>70% (1) i35 ROC 1h&k i
1 0.681 (95%CI: 0.536~0.825) , RHUY 84%, 5 95%.
L HESN, KOIERARR AR5, VEGFR2p BRRILIR
AR TN 22 il 2 10— AN W A WbrEY (OR=0.9%95,
1C0.96-0.99, P=0.04) .

gl WATMBITTE LR, R 1 ASE I IRER RS,
FMISO pVEGFR X WA FR1CH) T 5 AR b Tl T DUARER i
FER BT Bh iR T U A TR B AR R
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Background:Early and robust prediction of pathological response in
neoadjuvant breast cancer may help to identify which patients may
benefit from bevacizumab-based therapy. Different imaging and
molecular approaches have been Oevaluated in a multicenter clinical
trial.

Methods:73 chemotherapy naive, stage II and III breast cancer (BC)
patients (pts) were enrolled in a phase II, single-arm, multicenter,
open-label and prospective clinical trial. Pts received single infusion
of bevacizumab (15mg/ kg) (C1) 3 weeks prior to the beginning of
neoadjuvant chemotherapy (NAC) consisting of 4 cycles of
docetaxel (60mg/mq), doxorubicin (50mg/mq) and bevacizumab
(15mg/ kg) every 21 days (C2-C5), followed by surgery. Tumor
proliferation, hypoxia and perfusion were evaluated respectively
using 18F-Fluorothymidine (FLT) and 18F-Misonidazole (FMISO)
positron emission tomography (PET/CT) and dynamic contrast
enhancement magnetic resonance (DCE-MR). Serial imaging studies
were performed in parallel at several time points including baseline
(BL) and 14-21 days after bevacizumab alone (C1). Biomarker
expression was assessed by immunohistochemistry (Ki67, CD31,
CD31/Ki67, VEGFR2, pVEGFR2 [Y951]) before and after
bevacizumab infusion (C1). Gene expression was analyzed using
Affimetrix Human Gene ST 1.0.

Results:Decrease in FMISO uptake >10% yielded a ROC curve area
of 0.7 (95% CI:0.56-0.85) with high specificity (94%). Decrease in
the phosphorilation status of VEGFR2 (Y951) >70% yielded a
receiver operating characteristic (ROC) curve area of 0.681 (95%
CIL:0.536-0.825) with 84% sensitivity and 95% specificity. The
change in phosphorilation status of VEGFR2p remains a significant
predictor biomarker of response in multivariate analysis (OR=0.9,
IC%95 0.96-0.99, p=0.04) after adjusting for clinical-pathological
characteristics.

Conclusion:Our findings suggest that early changes on both
biomarkers, FMISO and pVEGFR, with one cycle of bevacizumab
alone predict pathological response in bevacizumab-based
neoadjuvant therapy in breast cancer.
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TrREER 10 5T A
323PD PHASE III TRIAL EVALUATING THE ADDITION OF BEVACIZUMAB TO ENDOCRINE
THERAPY AS FIRST-LINE TREATMENT FOR ADVANCED BREAST CANCER:THE GEICAM/GBG LEA
STUDY. SAFETY ANALYSIS

S. Loibl, J.R. De La Haba, G. von Minckwitz, et al.

B WAV T XA DRER BT 0 W R T VE — 2897
TT R BN RGPS T 3] LEA WF5Y,  H BILE TN — MR ¥
W P 3 b VAT R R I ST LR 1 BB, $T VEGF 1897 T LART IR
P U VAT TR 25 1 () P A

Frik: ARUFCNAEAEFKHATIIRR 11 8], 290, B
B TFICERTAY, WIFST R R B R 4 F) B (250mg/ 4 D N4
WRTT (ET) 380 VUARERSHT (B, 15mg/kg, & 3 FD 1E4
kT BRI R EFLYE I E ] . B W ARHE ) HER2 B E
RIS R PR P 46 28 J5 FUIRE - BB S LB T 4L IR I
BT (PFS) o A SRRBAET . BRI B2
iR BRI, RARAZ 2 KA bE. A AIATE 2011
9 A5 ITRANTBTE R 270 Bl FiHE TR

8. M 2007 4F 11 A% 2011 4F 11 F, 380 ] ER/PgR FHEH
HER2 FH 1R s W BERL 2> 9 ET£B 4. Hoh 38 #4552
T e IR PRALIN RS SE R IEAS B T AR P . SR A
ERS A 65 % (38-85) 5 27%HIEAAFAEN B E6RE ;s 36% 4
AT S A LB AT 5 110 B8 E R IE B2 IR YT o
FIHACAIE, S 335/380 BlA MR 2 MR . RILTE 46 1
BEPHET S8 REEA R F M, 44 KA ETHB 41, K
7 AR MR SR X2, W, OIS, FEE,
FFThREEM, NIAEZE) , (B EA 2 B T A DA A
PUo%. Si4h 14 ™ A RF4EE ET 41. ET+B 4181 ET 41+,
ATAA] 90 1) B w AR R ZE RS LR R . 3Rl 76% vs 44%,
P<0.001; %35 50% vs 31%, P=0.001; H Il 19% vs 2%, P <0.001;
LR 55% vs 12%, P<0.001; ZEE R 21% vs 3%, P <0.001; 3-4
RIMAETER, 2.3% vs 0%, P=0.057.

Z538: LEA 55— MR A b ia 7 R e A s 2 e &1
HIREST. ettt Bon EEMEIER N 12 2.
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Background:We designed the randomized phase III LEA study of
first-line bevacizumab in combination with endocrine therapy, to
address the hypothesis that anti-VEGF treatment can prevent
resistance to endocrine therapy in patients (pts) with advanced breast
cancer sensitive to such treatment.

Methods:A multicentre, binational, randomised, open label, phase
III study investigated the addition of Bevacizumab (B) 15mg/kg
every 3 weeks to an endocrine therapy (ET) with letrozole or
fulvestrant (250mg/4 weeks) as first-line therapy in metastatic breast
cancer.Postmenopausal pts with HER2-negative and
hormone-receptor-positive breast cancer were eligible. The primary
objective was to compare progression-free survival (PFS) in the
treatment arms. Secondary objectives were overall survival, time to
treatment failure, overall response rate, response duration, clinical
benefit rate and safety. The recruitment was completed in September
2011. Efficacy analysis will be triggered after 270 events.
Results:From 11/2007 to 11/2011, 380 pts with ER/PgR+and
HER2-tumours were randomised to ET+B. 38 patients received
fulvestrant. Baseline characteristics were well balanced. Median age
was 65 years (38-85). 27% had visceral metastases. 36% patients had
a prior Al. 110 pts are still on treatment. So far safety data from
335/380 patients are available. Overall 58 serious adverse events in
46 patients were reported 44 in ET-B of which seven were fatal
(thromboembolic event x2, hypertension, heart failure, sudden death,
liver failure, cerebellum infarction) but only 2 drug related to
bevacizumab by the investigator and 14 in ET arm. The main side
effects any grade per patient ET-B vs ET were as follows anemia
76% vs 44%,p<0.001; fatigue 50%vs 31%, p=0.001; hemorrhage
19% vs 2%,p<0.001; hypertension 55% vs 12%, p<0.001;
proteinuria 21%vs 3%, p<0.001; thrombosis grade 3-4, 2.3%vs 0%,
p=0.057.

Conclusions:LEA is the first study to explore the use of an
anti-angiogenic drug in combination with an endocrine treatment.
The main side effects are of grade 1-2. Final safety data will be
presented at the meeting.
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55K 11 ] TURANDOT FFFURISE—IRIT SR : AT HER2 FEREBHILEE (MBC) HFHAS

MARERESTL (BEV) H—&RIBIT TR LR
3170 FIRST EFFICACY RESULTS FROM THE TURANDOT PHASE III TRIAL COMPARING TWO
BEVACIZUMAB (BEV)-CONTAINING REGIMENS AS FIRST-LINE THERAPY FOR HER2-NEGATIVE
METASTATIC BREAST CANCER (MBC)

C. Zielinski, I. Ldng, M.J. Inbar, et al.

TR TURANDOT 25— AL BEV 45 & %28 (PAC) Bk
Rifliie (CAP) FURUIEMEWTFST. FIRHRI, TR TR & K7 2 440
AHT (IA) 454,

ik ZRTARERZEN ST MBC 4097 5 %1 HER2 ¥ MBC &%
K& HL 4 il $2 % BEV-PAC 77 % (BEV 10mg/kg d1d15+PAC
90mg/m2 d1,8,15 q4w) B BEV-CAP 77% (BEV 15mg/kg d1+CAP
1000mg/m2 bid d1-14 q3w) 77, HZRFEHIUE AT i 52
FIREME . WFFEIH 325 H 2 1E T BEV-CAP X1 BEV-PAC %5
PSS BAE (0S) o HRITERF &7 FEHE T AFE (PP A
B P HIL 175 1R 389 BIFET G 4 HEAT H B Je e 241K OS 4>
B, LR SRR, Soitaifieh 80%[ HR>1.33, #4k
a=0.025. RIELLSAFRERE (RR) « TLHEEALE (PFS) |
MRS R .

gEE. Fh AT R ] (2011/9/1) , HhArBEVI A 19 A4S
Ho PIANIBIT 40 i B AR o

g TEXANTPIHA T, BEV-CAP X BEV-PAC A3 2k
BaeEbrAE, HFE I OS M4 Bk B 5. AR
£ 2014 /3 #i  BEV-PAC [f] PFS FIl RR B (1) 45 HLA1 K 1 BART
] BEV-PAC (E2100) #1 BEV-CAP (RIBBON-1) %4 (#)3E 5
AL

Background: TURANDOT is the first prospective trial to compare
BEV combined with either paclitaxel (PAC) or capecitabine (CAP).
We report the planned interim analysis (IA) of efficacy.
Methods:Patients with HER2-negative mBC who had received no
prior chemotherapy for mBC were randomised to receive either
BEV-PAC (BEV 10mg/kg d1 & 15+PAC 90mg/m dl, 8 & 15 q4w)
or BEV-CAP (BEV 15mg/kg d1+CAP 1000mg/m bid d1-14 q3w)
until disease progression or unacceptable toxicity. The primary
objective is to demonstrate non-inferior overall survival (OS) with
BEV-CAP vs BEV-PAC. Interim and final OS analyses were
planned after 175 and 389 deaths, respectively, in the per-protocol
(PP) population to reject the null hypothesis of inferiority (hazard
ratio [HR]>1.33) with 80% power and overall a=0.025. Secondary
endpoints include response rate (RR), progression-free survival
(PFS), safety and quality of life.

Results:Median follow-up was 19 months at data cut-off for this IA
(1 Sep 2011). Baseline characteristics were generally similar in the 2
treatment arms.

Conclusion:In this planned IA, the non-inferiority criterion has not
been met but OS results do not indicate relevant differences. Final
results are expected in 2014. PFS and RR were better with
BEV-PAC and very similar to previous data for BEV-PAC (E2100)
and BEV-CAP (RIBBON-1).

BEV-PAC (n=285) BEV-CAP (n=279)
A AERS (%) / Median age, years 59 59
I #4454 %2, %/ Visceral metastases, % 65 73
TR ERAZ Y G iBhIAIT (%) / Prior (neo)adjuvant taxane, % |20 18
OS *
4t (%) /Events, % 33 35
1 FFOSE (%) Y/ 1-year OS rate, %b 31 79
HE5 % HR (97.5% RCI ©)/ HR (97.5% RCIc)for non-inferiority 1.04 (—e° to 1.69) p=0.0593 ¢
6T M/ RR
SVEAFEE, %/ Overall, % 44 27
CMH 3 (P2 E) CMH test (superiority) p<0.0001
PFS
4 (%) /Events, % 62 77
Fififd (H) /Median, months 11.0 8.1

HR (95% CI)

1.36 (1.09 to 1.68)

[ B (LR )/ Log-rank (superiority)

p=0.0052

RCI=H A E A X 1]

RCl=repeated confidence interval

a: FFETFEHE T A (0=533)
a:PP population (n=533)

b: Kaplan-Meier VA
b:Kaplan—Meier estimate

c: f#if] O'Brien-Fleming FH{H
c:Using O'Brien—Fleming boundaries

d: FEFARFEER p>0.00105 (FH4#T a ) , BEV-CAP X #{ BEV-PAC AL F|AEHHdE, & A1) BEV. PAC il CAP 14

SRE B BRI =3 AR BEV-PAC 4P oymgh ik AR /E (18%) ; JEAEHAL (14%)  F1E 40 o>
(7%) ; BEV-CAP I hTRLAME (16%) ; Wik (6%) RIS (5%) .

d:Non-inferiority not shown as p>0.00105 (o at IA) AEs were consistent with the known safety profiles of BEV, PAC and CAP. The most

common grade>3 AEs were neutropenia (18%), peripheral neuropathy (14%) and leucopenia (7%) with BEV-PAC and hand-foot syndrome

(16%), hypertension (6%) and diarrhoea (5%) with BEV-CAP.
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— TR SR ARSI T TR HER2 FH 4 = SRR S 3L A5 X Bl B AL o7 + il 2R B BT R0

T
343P NEW IMMUNOHISTOCHEMICAL MARKERS PREDICTIVE OF RESPONSE TO NEOADJUVANT
CHEMOTHERAPY PLUS TRASTUZUMAB IN HER2-POSITIVE LOCALLY ADVANCED BREAST
CANCER:A SINGLE CENTER EXPERIENCE

G. Faggioni, C. Ghiotto, E. Orvieto, et al.

XTI S LE VAL 7 S e L AL bR S e SR PBI30) HER2 FUARS

SR I TRUANE - ZERE TR B, pTEN 2K, pAKT

1 HER-3 fUil ik 5[ PI3K ¥l , LB IE ARSI

T Hh BRI 2, AT BUR ZE GRS T 2. 7E 31 44452 Bl

Wby + i ZBR BT JS e ] HER2+FLIE B8, BF T

EGFR, HER-3, pTEN il pAKT [k B 1 FHEERN 55.7

% (PARi{EK 55 %, 95%CI h 44.2-63.5 %)

MAETEISWIIT 352 BRSSO T i 22 B SRt 11 i B v
7 IR AT AP — 3. 31 &R T 14 473k TR B 54
Gl R4S BIE BRI B E P, Ki-67 F1 HER3 H KB B3
Ths CRAR 45.5% vs 25%, p=0.022; 100% vs 50%, p=0.045) .
EGFR H 7341 HER3 H 43 #02 [RAFEAR G E(p=0.02) 4 Al
EGFR H ¥ 7AHK (p=0.05) , PgR Ml AKT Mgz [al 415
TESAR DG (p=0.03). 2[RI Z8 73 M7 {0 s R 159 56 4 i B 27 2 b 1Y) S o
ER5E 4N F L, Ki-67 1 HER3 H 28U T (A7 (E %

We present the results of a prospective pilot study aimed to
investigate the value of new immunohistochemichal predictive
markers of response to chemotherapy in locally advanced HER-2
breast cancer. pTEN loss, pAKT and HER-3 overexpression cause
PI3K activation and induce resistance to trastuzumab in vitro and in
vivo, with poorer clinical responses in patients with advanced
disease. We studied the espression of EGFR, HER-3, pTEN and
pAKT in 31 patients with locally advanced HER-2 positive breast
cancer who received neoadjuvant chemotherapy plus trastuzumab.
Mean age of patients was 55.7 years (median 55, 95% CI 44,2-63,5
years).

Patients were homogeneous for tumor burden at diagnosis and
received anthraciclin-taxane and trastuzumab-based neoadjuvant
treatment. 14 out of 3lpatients achieved pathological complete
remission. Ki-67 and HER3 H score were significatively higher in
patients who achieved complete remission (medians were 45.5%
versus 25%, p=0.022; 100% versus 50%, p=0.045 respectively. We

2257 (p<0.01), found a correlation between EGFR H score and HER3 Hscore

N3 BRI AL YLt 45 (p=0.02), and an inverse correlation between age and EGFR H score
(p=0.05) and between PgR and AKT intensity (p=0.03). Ki-67 and
HER3 H score maintained significatively different medians in the
group of patients who experienced pathological complete response
versus the group on incomplete responders with multivariate analysis
(p<0.01).
Results of immunohistochemistral staining are reassumed in the
table:

P35/ Mean Hif7{E/ Median  [25% C.L 75% C.L

ER% 40,6 40,0 0,0 71,5

PgR% 23,1 10,0 0,0 40,0

Ki-67% 38,2 40,0 25,0 50,0

EGFR #11k1F/3/ EGFR Hscore 6,1 0,0 0,0 1,0

HER3 (% FHP:41 )/ HER3 (% positive cells) 50,0 50,0 32,5 70,0

HER3 ##)%/ HER3 intensity 1,5 1,0 1,0 2,0

HER3 #1{L3¥4)/ HER3 H score 82,6 70,0 32,5 115,0

PTEN (% BHM:41 A1) PTEN (% positive cells) 48,9 70,0 2,5 70,0

PTEN 35#/%/ PTEN intensity 1,5 1,0 1,0 2,0

AKT 4146173/ AKT Hscore 56,7 20,0 0,0 70,0

AKT IRS 2,5 2,0 0,0 3,0

ER-WHER 32K PgR-ZAER AR Ki-67- A1 SIS VAR 1)
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322PD A TREATMENT-INTERACTION ANALYSIS BALANCING PATHOLOGICAL COMPLETE
RESPONSES (PCR) AND CARDIOTOXICITY OF SINGLE-(S)/DUAL-(D) HER2 INHIBITION AND
NEOADJUVANT CHEMOTHERAPY (CT) BACKBONE IN OPERABLE/LOCALLY ADVANCED BREAST
CANCER (O/LABC) PATIENTS

E. Bria, M. Bonomi, J. Furlanetto, et al.

HE: BT ERRAYE 1 AWE HER2 #5151 A /e e 1
Bk, FULATENUITTE & T V89T 77 SA AR 04T .
Jriks TR IR I A e R (FLUEIED . RILTF
R (BCS) , 3-4 G obr 4n s /b /0 Ik 25 P 0 ok g/ 1 2 #4
(FND , AR FEMELAR, AR — APV T, 5
t 95% A fE XA (CD o MG HA/XUE HER2 #IHHI#R). WME %
RMEYT 7 R CEIMR-BIZ R BRI RIEAT M BLAE
FMaH. HEMZENZE (AD) K 95%CILNNT/NNT % H sk
HZm s H R (LHED
g8 8 M (2092 A HK 1955 % &% T it HER2
WIT CIZEh. R e, IMZERRPD , RIF HER2 $1
FI pCR H L F %K.
WFEZ ARG AT pCR KB E M S, H5 HER2 MIFIAI1L
JTJT TR (Neg. vs. Pos. BIRE/EHZK[S] AD 9.4%, p=0.002;
TAX [S] AD 15.3% p<0.0001; TAX [D] AD 28%, p<0.0001). %
1637, (EXTE-HER2 $Il W4+, pCR (AD 154%) . BCS
(AD 10.8%) FEIAHALH 2 A BFEMH KM (p<0.0001) ,
SCRFE AL R N3RS HAE D-HER2 #3551 W 41 JCAH HLAE
. AN HER2 FI4LI7 7%, FN FLOME ML EE Z 5. £
BHR-EAZ28+S-HER2 HilA1ay 7 AR i Ah 02, LHH
4 77.
g0 LTS, T AR R M LIS e, RS
HIERILYT 55 HER2 $ ISR I B 2% e T B 258, KoY
SRAT 58 A9 B AE R 1A T 36 Lb A2 380 e AR 2 SO JUE 785 1 1
T 70 £

Purpose:Given the toxicity drawbacks potentially related to the
combination of anthracylines and a D-HER?2 inhibition, a treatment
interaction analysis of the available randomized trials was
accomplished.

Methods:pCR (breast+axilla), breast conserving surgery (BCS),
grade 3-4 neutropenia/cardiotoxicity, and febrile neutropenia (FN),
events were extracted from papers/presentation and cumulated
according to a random-effect model; 95% confidence intervals (CI)
were derived. A sensitivity analysis according to S/D HER2
inhibition, hormonal receptors (HRs) and CT
(anthracyclines-taxanes:anthra-TAX; TAX alone) was accomplished
to test for interaction. Absolute differences (AD) with 95% Cls, and
the number of pts needed to treat/harm (NNT/NNH) for 1 to benefit
were calculated to derive the Likelihood of being Helped or Harmed
(LHH).

Results:8 trials (2092 pts) with 1955 pts treated with anti-HER2
therapy (Trastuzumab, Lapatinib and Pertuzumab), were gathered;
PCR rates according to HER?2 inhibition follow:

PCR rates were significantly higher in the HRs negative population,
regardless of the HER2 inhibition and CT backbone (Neg. vs. Pos.
Anhtra-TAX [S] AD 9.4%, p=0.002; TAX [S] AD 15.3% p<0.0001;
TAX [D] AD 28%, p<0.0001). With regard to CT, a significant
interaction (p<0.0001) in favour of adding Anthra to TAX was found
in the context of S-HER2 inhibition subgroup with regard to pCR
(AD 15.4%) and BCS (AD 10.8%) with no interaction in the
D-subgroup. No significant differences in FN and cardiotoxicity
were found according to HER2 inhibition and CT. In the
Anhtra-TAX [S] population weighted for cardiotoxity, LHH was 77.
Conclusions:On the basis of the available data, anthracyclines
should be considered for O/LABC patients receiving TAX-based CT
plus HER2 inhibition, given the likelyhood 70-times greater to
achieve pCR than to be harmed by clinically meaningful
cardiotoxicity.

fby7/ CT HER?2 14|71/ HER2-Inhibition [pCR (95% CI)/ Rates (95% CI)|#1%1: (p)/ Interaction (p) [NNT
HIRAKEA22/ Anthra-TAX | #/S 37.0 [34.0, 40.0] 0.22 2.7
/D 44.3[33.3,55.2] 22
A TAX /S 21.7[18.1,25.3] <0.0001 4.6
W/ D 42.4[36.4, 48.5] 2.3
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1720 ER+HER2+AND ER-/HER2+BREAST CANCERS ARE MOLECULARLY DISTINCT BUT IMMUNE
GENE SIGNATURES ARE PROGNOSTIC AND PREDICTIVE IN BOTH GROUPS

T. lwamoto, L. Pusztai, J. Matsuoka, et al.

HE: 0 HER2 (AR AR T2 ) FMEIL S S E
ANF] ER (MEBEE 3240 ARSI IE R R IAB 2B AR 3P4 ER
WAL 5B 3000 A JE PRS00 T AT 85 SR i T vE H o
F: IR T AF KA 537 4 HER2HER-/HER2+n=278,
ER+/HER2+n=259)f1 2985 4 HER2- (ER thinsp;+/HER2- n=1923,
ER-/HER2- n=1062)FLif# E IR AR B Affymetrix FEAIRIE
s, b aRs 121 AR (ER+n=61, ER- n=60). K& H
GERIRIT RS S 86 B4 T REEIS PR Bl IR
IRALIT ) HER2+E % (ER+n=27 and ER- n=59),

iR HER2+HE A ANFEERIREM IR EZF TN CRAEERIRE
(25 2 FIEFEIN, 205 n=194, n=6750, p<1.0E10-6, JL[FILH
84%) ., FHEERINZSSNE, HER2HFIHER2-2 (A HR I H B2 2=
5t (HER2- #f] 3¢ 7% 57 & ik 5& N £ ER+n=242,ER- n=1200,
p<1.0E10-6,FL[AI3E K4 20%) . FEERHHER2+RIH, 67 MNIE[H
£ 5 RGOS . CiB, THINKZI M FIINF- v 4R, 2 A4
R 5822 PG A 5 (PTENACIST 480 M S B2 me fE )
(p<.001), IXHEIE K4 ER-/HER 2+ Jivyg 1 FL AT [ R (1% 30000
o fEHSHBhIGIT A, {EER+FER-/HER2+4], Bl 4s
CEMRHI=HIFERE N 1A (e T4 L ok, Sik R
9% (RD) AHSCHIZERIE N 2 A (i 40 -4npa vl () (B
p<.001). ER5pCREWRD HATRFHAAH N . fEER-/HER2+28 241,
18 A3 R4 HpCRAIZE(p<.001), {HAEER+/HER2+ i v 51
AN o Clmfatk Mg i R - C-CoE e . T AL AN g A QI A2 )
5. 7F HER2+MR, ER- FI ER+EHLH AR TIA. 78
HER2HEEH, A ER ARSI, Sl 2 M8 TR [T
T S5 AT iU

B AR BB 155

Objectives:We examined if gene expression patterns differ among
HER?2 positive breast cancers by estrogen receptor (ER) status. We
also assessed the prognostic and chemotherapy response predictive
values of over 3000 gene sets separately in the ER subsets.
Methods:Publically available, clinically annotated Affymetrix gene
expression data of 537 HER-+(ER-/HER2+n=278,
ER+/HER2+n=259) and 2985 HER2- (ER thinsp;+/HER2- n=1923,
ER-/HER2- n=1062) patients were studied including 121
node-negative, HER2+cases with no systemic adjuvant therapy
(ER+n=61, ER- n=60) and 86 HER2+patients treated with
neoadjuvant taxane or anthracycicline chemotherapy (ER+n=27 and
ER- n=59).

Results:Genes that distinguished ER+from ER- cases differed for
HER2+and HER2- cancers. HER2+cancers showed less difference
by ER status compared to HER2- cancers (differentially expressed
genes by ER status:n=194 and n=6750, p<1.0E10-6, shared genes
84%). Significant differences were also observed when HER2+and
HER?2- cancers were compared stratified by ER status (HER2-related
differentially expressed genes in ER+n=242, in ER- n=1200,
p<1.0E10-6, shared genes 20%). In ER+/HER2+tumors, 67 gene
sets (GSs) were associated with good prognosis (e.g. B, T and NK
cells and interferon-gamma production) and 2 GS with poor
prognosis (PTEN dependent cell cycle arrest and apoptosis) (p<.001).
The same GSs were also prognostic in ER-/HER2+cancers. In the
neoadjuvant series, 11 and 2 GSs were associated in both ER+and
ER-/HER2+groups with pathologic complete response (pCR) (e.g.
T-cell activation and differentiation) and residual disease (RD) (e.g.
Cell-cell junction) respectively (combined p<.001). We also noted
ER specific associations with pCR or RD. For instance, 18 GSs were
associated with pCR in ER-/HER2+(p<.001) but not in
ER+/HER2+tumors (e.g. chemochine C-C binding and activity,
phospholipid catabolic process).

Conclusions: Among HER2+tumors, ER- and ER+cancers represent
distinct molecular subtypes. Immune signatures predict for good
prognosis and higher chemotherapy sensitivity in HER2+cancers
regardless of ER status.
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228P DEVELOPMENT OF A NOVEL QUANTITATIVE ASSAY FOR PREDICTING ADCC, ANTIBODY
DEPENDENT CELL MEDIATED CYTOTOXICITY, AND PREDICTION OF PATHOLOGICAL
COMPLETE RESPONSE IN NEOADJUVANT CHEMOTHERAPY FOR HER-2 POSITIVE BREAST
CANCER

K. Tamura, M. Yunokawa, H. Yamamoto, et al.

BE: PUAREMEA N SRS (ADCC) 2 222k
TERALEI —Fh . FRATTZ &G H1E FeyRIMa-158V/V Al Fe ¥
RlTa-131 H/H PR m] A5 22 Bk 240 - HER2 BH P FL MR
B HER IR R IR T IR IR &5 B . AWFICH B 092 EE
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MR 0T 11 RAEEREEIEE (HVS) R4 Mz 40 i
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Background:Antibody-dependent cell-mediated cytotoxicity
(ADCC) has been shown to be one of the modes of action for
trastuzumab. We have previously reported that Fc v RIlla-158 V/V
and Fc vy Rlla-131 H/H genotypes predicted clinical outcome of
trastuzumab in both neoadjuvant and metastatic setting in patients
with HER-2 positive breast cancer. The purpose of this study is to
directly measure an inter-individual ADCC and to develop a new
system for predicting to a clinical effectiveness of trastuzumab.
Materials and methods:The stability of the inter-individual
differences has been confirmed using peripheral blood mononuclear
cells (PBMCs) of 11 healthy volunteers (HVs). Next, we adopted an
ex vivo gene expression analysis to identify the molecules which
correlate with ADCC activity. We examined the expression change
of 14 candidate genes in the 8 HVs after ex vivo exposure to
heat-aggregated IgGl for 4 hr using Hem A (+) system. After
identification of the molecules predicting ADCC, we evaluated
prospectively whether values of fold increase (FIs) of these the
molecules are associated with a pathological complete response
(pCR) in 18 patients with HER2 positive breast cancer, who received
trastuzumab-based neoadjuvant chemotherapy.

Results:FI in expressions of TNFSF15, IL-6, and CxCL3 are
significantly correlated with ADCC activity (R=0.74, R=0.85,
R=0.87, respectively). Eligible criteria of the prospective comfort
include HER2 positive breast cancer, chemotherapy-naive,
measurable disease, PS 0-2 and adequate organ functions. Patients
received standard FEC (5-fluorouracil/epirubicin/cyclophosphamide)
q3w for 4cycles followed by weekly paclitaxel/trastuzumab for 12
weeks. Patients who achieved a pCR had a higher FI of CXCL-1,
CXCL-3, TNFSF-2, and TNFSF-15 than those who did not (p=0.004,
0.015, =0.0495, and =0.014, respectively).

Conclusions:These results suggest the novel quantitative ADCC
assay have a potential to predict pCR to trastuzumab-based
neoadjuvant chemotherapy.

BAEF R N ETR, XS, SRR R HI S Hk



206P  FLRRSE EH B HER-2 SZAKRIAM — R4k H) BB PR A
206P PREDICTION OF DISEASE OUTCOME WITH QUANTITATIVE MEASUREMENT OF HER-2
RECEPTOR EXPRESSION AND DIMERIZATION IN PATIENTS WITH BREAST CANCER

H. Bazin, F. Andre, M.-C. Mathieu, et al.
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THC-HER?2 BH M () FL I B3 e 55 Skalb AT ht HER2 ¥397 . 4R
J& IHC AT 2 &, AEERIL HER2 ik BN, MRS,
Mo BT 8 S TE L) HER2 [ AR o P 9T 0 H 2
SEFLIEG HB %% HER2 FRIAFI SR, 45 045 1 55 e i
VAT A AL 434

Jrik: AR e AU TR 4> HE 9 6 /i (TR-FRET) FEARM &
100 & FUARE g UK R AR AAHER2 32 AR R IEF SRR %L
o HWIOUE S TTHEITA AR R AR RIE AT 2 B .
R4 BF N TCEIR A AE (DFS) FRELE (0S) HHT TiFh.

ZEiH. 100 4 ¥, 82 4 IHC-HER2 JMIAME, 5 60 4 ER+
W2 W R WBIT IR o T COX  LL ) JUB: A 28 43 #7246 B 7
[HC-HER2 PFifE. ER+[&#Fd, HER2 AN HILSE DFS
(p=0.0001)F1 OS(p=0.00237) ) K 2 FHHHOC. HER2 Rk &S
DFS (p=0.0005)#1 OS (p=0.03) A1t .

ZEi6: % IHC-HER2 BTk, ER+MUFLMNE 2, Wik TR-FRET
A HT R R HER2 [R5 0 — B ARt oy PR Be s i 0 o Ixu
B AR bR ST 2 R R VR T R BB A AT LA
Pt HER2 [WHIBIG T H3kas . AREHEASTE 200 A~ FFPE-FE A
HATHIBAE S 3

B AR BB 157

Introduction:Expression of HER2 is commonly assessed by
immunohistochemistry (IHC) and IHC-HER2 positive patients with
breast cancer are candidate for anti-HER2 therapy. However IHC is
not quantitative, does not allow to detect subtle changes in HER2
expression and cannot assess HER2 dimerization which is critical for
its activation. The aim of this study was to quantify the expression
and dimerization of HER2 in patients with breast cancer and to relate
these measurements to disease outcome.

Methods:Using a novel microtiter plate based Time Resolved
Fluorescence (TR-FRET) assay we quantify HER2 receptor
expression and dimerization on frozen tumor samples from 100
patients with breast cancer. Normalized fluorescence signals allowed
a quantitative measure of the overall receptors/dimers expression.
Disease free (DFS) and overall survival (OS) was assessed in each
subject.

Results:Among the 100 patients, 82 were IHC-HER2 negative,
including 60 subjects who were ER+and treated with hormonal
therapy. Using Cox proportional hazard analyses we showed that in
IHC-HER?2 negative, ER+subjects, the presence of HER2 dimer was
significantly associated with both reduced DFS (p=0.0001) and OS
(p=0.00237). Quantitative measure of HER2 expression was also
associated with DFS (p=0.0005) and OS (p=0.03).
Conclusion:Quantitative =~ measurement of  expression and
dimerization of HER2 by the novel TR-FRET assay predicts disease
outcome in IHC-HER?2 negative, ER+breast cancer patients. These
new biomarkers may be useful to identify failure patients to
hormonal treatment who may benefit from adjuvant therapy with
anti-HER therapy. Validation series is ongoing in 200 FFPE-samples
and will be presented.

BAEF R N ETR, XS, SRR R HI S Hk



B OREIEANCEAR R B NRIEFIESE WA 2% . Byr BRI
N A ATA 56746 ST e e AR B A TR AR Bl I 10 2 I 8 Fh 4 N RGL R
] 5% B i 24 o B A B S TR 2 W B 15 . FEAR RS g 2 BT 24 A PR 2 ) B A 15
M FRE G OLT, AR il 2 GHI 254G B wl AE AR [0 &2 ARk () 2 sl A R kAT
R Bt 2 A EE =07 .
BT U PSS b, G S0 s 3 0= b b SOOI BRI A AE R, U 2 R
M3l : www.roche.com.cn

WERAEATALATBE ] BIHAL A0, 15 S ERATERZ AR . RT3 china.mi@roche.com




	435TiP　关于TH-302和贝伐珠单抗用于贝伐珠单抗治疗失败的可切除复发性胶质母细胞瘤的I/II期临床研究
	435TiP　A DUAL PHASE I/II STUDY OF TH-302 AND BEVACIZUMAB IN RESECTABLE RECURRENT GLIOBLASTOMA FOLLOWING BEVACIZUMAB FAILURE
	437TiP　卡铂和贝伐珠单抗用于复发性多形性胶质母细胞瘤的随机、II期临床研究（CABARET 研究）神经肿瘤学协作试验组（COGNO）

	437TiP　A RANDOMISED PHASE II STUDY OF CARBOPLATIN AND BEVACIZUMAB IN RECURRENT GLIOBLASTOMA MULTIFORME (CABARET STUDY). COOPERATIVE TRIALS GROUP FOR NEURO-ONCOLOGY (COGNO)
	LBA15　伊立替康和贝伐珠单抗作为新辅助和辅助治疗联合含替莫唑胺的放化疗对比放化疗治疗不可切除的胶质母细胞瘤的随机多中心II期试验（TEMAVIR ANOCEF研究的确定性结果）

	LBA15　RANDOMIZED MULTICENTER PHASE II TRIAL OF IRINOTECAN AND BEVACIZUMAB AS NEO-ADJUVANT AND ADJUVANT TO TEMOZOLOMIDE-BASED CHEMORADIATION VERSUS CHEMORADIATION FOR UNRESECTABLE GLIOBLASTOMA (DEFINITIVE RESULTS OF THE TEMAVIR ANOCEF STUDY)
	LBA16　接受贝伐珠单抗治疗的复发性高级别神经胶质瘤患者中基质金属蛋白酶 2（MMP2）血浆水平与疗效和患者生存的相关性

	LBA16　ASSOCIATION OF MATRIX METALLOPROTEINASE 2 (MMP2) PLASMA LEVEL WITH RESPONSE AND SURVIVAL IN PATIENTS TREATED WITH BEVACIZUMAB FOR RECURRENT HIGH GRADE GLIOMA
	410O　接受替莫唑胺治疗的多形性胶质母细胞瘤患者的条件生存概率

	410O　CONDITIONAL PROBABILITY OF SURVIVAL IN PATIENTS WITH GLIOBLASTOMA MULTIFORME IN THE TEMOZOLOMIDE TREATMENT ERA
	683P　卡培他滨用于胃腺癌术后放化疗的疗效
	683P　POSTOPERATIVE RADIOCHEMOTHERAPY WITH CAPECITABINE FOR GASTRIC ADENOCARCINOMA
	687P　利妥木单抗（R）联合表柔比星、顺铂、卡培他滨（ECX）治疗胃癌（G）或食管胃交界（EGJ）癌的II期研究的疗效、生物标记物及暴露-应答更新数据

	687P　UPDATED EFFICACY, BIOMARKER, AND EXPOSURE-RESPONSE DATA FROM A PHASE 2 STUDY OF RILOTUMUMAB (R) PLUS EPIRUBICIN, CISPLATIN, AND CAPECITABINE (ECX) IN GASTRIC (G) OR ESOPHAGOGASTRIC JUNCTION (EGJ) CANCER
	698P　PHASE II STUDY OF INTRAVENOUS AND INTRAPERITONEAL PACLITAXEL COMBINED WITH S-1 FOR GASTRIC CANCER WITH METASTASES TO THE DISTANT PERITONEUM
	779TiP　A RANDOMIZED PHASE II TRIAL OF BIWEEKLY S-1 WITH PACLITAXEL (SPA) OR OXALIPLATIN (SOX) AS FIRST-LINE CHEMOTHERAPY IN ADVANCED GASTRIC CANCER PATIENTS:PRELIMINARY RESULTS
	690P　多西他赛、顺铂和氟尿嘧啶（DCF）对比顺铂+氟尿嘧啶（CF）作为中国晚期胃癌患者一线治疗的随机、对照III期试验

	690P　A RANDOMIZED, CONTROLLED PHASE III TRIAL OF DOCETAXEL, CISPLATIN AND FLUOROURACIL (DCF) VERSUS CISPLATIN PLUS FLUOROURACIL (CF) AS FIRST-LINE THERAPY IN CHINESE ADVANCED GASTRIC CANCER
	701P　高剂量亚叶酸钙、静脉5-氟尿嘧啶、多西他赛和顺铂（改良的 DCF方案）每2周方案用于晚期胃腺癌患者

	701P　BIMONTHLY REGIMEN OF HIGH DOSE LEUCOVORIN, INFUSIONAL 5-FLUOROURACIL, DOCETAXEL AND CISPLATIN (MODIFIED DCF) IN ADVANCED GASTRIC ADENOCARCINOMA
	680P　将卡妥索单抗用于原发性可切除胃癌的多元疗法的II期研究的2年随访结果

	680P　2-YEAR FOLLOW-UP OF A PHASE II STUDY ON CATUMAXOMAB AS PART OF A MULTIMODAL APPROACH IN PRIMARILY RESECTABLE GASTRIC CANCER
	691P　依维莫司（EVE）治疗既往接受过治疗的晚期胃癌（AGC）患者

	691P　EVEROLIMUS (EVE) EXPOSURE IN PATIENTS (PTS) WITH PREVIOUSLY TREATED ADVANCED GASTRIC CANCER (AGC)
	696P　西妥昔单抗联合改良FOLFIRI作为转移性胃癌患者二线治疗多中心、II期研究和预测性生物标记物分析

	696P　A MULTI-CENTER PHASE II STUDY AND PREDICTIVE BIOMARKER ANALYSIS OF COMBINED CETUXIMAB AND MODIFIED FOLFIRI AS SECOND-LINE TREATMENT IN PATIENTS WITH METASTATIC GASTRIC CANCER
	492P　一种口服酪氨酸激酶抑制剂，MGCD265与埃罗替尼或多西他赛联合治疗晚期胃癌和非小细胞肺癌的临床疗效

	492P　CLINICAL EFFECTS OF MGCD265, AN ORAL TYROSINE KINASE INHIBITOR, IN COMBINATION WITH ERLOTINIB OR DOCETAXEL FOR TREATMENT OF ADVANCED GASTROESOPHAGEAL AND NSCLC TUMORS
	677P　HER2状态对胃癌患者生存的影响：在日本开展的一项多中心大规模研究

	677P　SURVIVAL IMPACT OF HER2 STATUS IN PATIENTS WITH GASTRIC CANCER:A MULTICENTER LARGE-SCALE STUDY IN JAPAN
	750　胃食管交界癌和胃癌的HER2状态-爱尔兰观察报告

	750　HER2 STATUS IN OESOPHAGOGASTRIC JUNCTION AND GASTRIC CANCER – THE IRISH LANDSCAPE
	756　CLINICAL OUTCOME OF ADVANCED GASTRIC CANCER (GC) PATIENTS RECEIVING FIRST-LINE CHEMOTHERAPY ACCORDING TO TUMOUR HISTOLOGY AND LOCATION
	678P　CLINICAL SIGNIFICANCE OF HER2 OVEREXPRESSION IN GASTRIC AND GASTROESOPHAGEAL JUNCTION CANCERS

	559P　EFFICACY AND SAFETY OF TREATMENT WITH BEVACIZUMAB （BEV）+CHEMOTHERAPY （CT）BEYOND FIRST PROGRESSION IN PATIENTS WITH METASTATIC COLORECTAL CANCER （MCRC）PREVIOUSLY TREATED WITH BEV+CT:AGE SUBGROUP ANALYSIS FROM A RANDOMISED PHASE III INTERGROUP STUDY (ML18147)
	565P　BEVACIZUMAB (BEV)+CHEMOTHERAPY (CT) BEYOND FIRST PROGRESSION IN PATIENTS (PTS) WITH METASTATIC COLORECTAL CANCER (MCRC) PREVIOUSLY TREATED WITH BEV-BASED THERAPY:OVERALL SURVIVAL SUBGROUP FINDINGS FROM ML18147
	571P　BEVACIZUMAB (BEV)+CHEMOTHERAPY (CT) BEYOND FIRST PROGRESSION IN PATIENTS (PTS) WITH METASTATIC COLORECTAL CANCER (MCRC) PREVIOUSLY TREATED WITH FIRST-LINE BEV+CT (ML18147):EFFICACY AND SAFETY ANALYSES BY OXALIPLATIN VS I
	555P　EFFICACY AND SAFETY OF BEVACIZUMAB IN METASTATIC COLORECTAL CANCER (MCRC):FIRST-LINE ANALYSIS OF POOLED DATA FROM RANDOMIZED CONTROLLED TRIALS (RCTS)
	567P　NEOADJUVANT MULTIDISCIPLINARY PHASE II STUDY (BRANCH) OF AN EARLY BEVACIZUMAB SCHEDULE PLUS CHEMO-RADIATION THERAPY IN RECTAL CANCER:EFFICACY, SAFETY, AND BIOMARKERS
	600P　BIFRACTIONATED CPT-11 WITH LV5FU2 INFUSION (FOLFIRI-3) IN COMBINATION WITH BEVACIZUMAB FOLLOWED BY A CAPECITABINE AND BEVACIZUMAB MAINTENANCE THERAPY:A PHASE II STUDY IN FIRST-LINE METASTATIC COLORECTAL CANCERS
	607P　EFFICACY AND SAFETY OF TWO NEOADJUVANT STRATEGIES WITH BEVACIZUMAB IN LOCALLY ADVANCED RESECTABLE RECTAL CANCER:INTERIM RESULTS OF A RANDOMIZED, NON-COMPARATIVE PHASE II STUDY
	663TIP　AXE BEAM:ENCOURAGING EARLY RESULTS OF A NEO-ADJUVANT BEVACIZUMAB, CAPECITABINE +/- OXALIPLATIN AND RADIATION MULTIMODALITY REGIMEN FOR LOCALLY ADVANCED RECTAL CANCER
	LBA17　A RANDOMIZED PHASE III STUDY EVALUATING THE CONTINUATION OF BEVACIZUMAB (BV) BEYOND PROGRESSION IN METASTATIC COLORECTAL CANCER (MCRC) PATIENTS (PTS) WHO RECEIVED BV AS PART OF FIRST-LINE TREATMENT:RESULTS OF THE BEBYP TRIAL BY THE GRUPPO ONCOLOGICO NORD OVEST (GONO)
	594P　CANADIAN ECONOMIC ANALYSIS OF BEVACIZUMAB, CETUXIMAB, AND PANITUMUMAB IN THE FIRST LINE TREATMENT OF KRAS WILD-TYPE METASTATIC COLORECTAL CANCER (MCRC)
	629　DIFFERENT CLINICAL OUTCOME OF METASTATIC COLORECTAL CANCER (MCRC) PATIENTS TREATED WITH INTENSIVE TRIPLET CHEMOTHERAPY PLUS BEVACIZUMAB (FIR-B/FOX) ACCORDING TO KRAS GENOTYPE AND DISEASE EXTENSION
	651　RETROSPECTIVE ANALYSIS OF PATHOLOGICAL RESPONSE IN COLORECTAL CANCER LIVER METASTASES FOLLOWING TREATMENT WITH BEVACIZUMAB:UPDATED FINDINGS
	596P　ADVERSE EVENTS (AES) ASSOCIATED WITH BEVACIZUMAB (BV) IN OLDER PATIENTS (PTS) WITH METASTATIC COLORECTAL CANCER (MCRC)
	557P　A RANDOMIZED, CONTROLLED TRIAL OF CETUXIMAB PLUS CHEMOTHERAPY FOR PATIENTS WITH KRAS WILD-TYPE UNRESECTABLE COLORECTAL LIVER-LIMITED METASTASES
	561P　QUALITY OF LIFE ANALYSIS IN PATIENTS WITH KRAS WILD-TYPE METASTATIC COLORECTAL CANCER TREATED WITH FIRST-LINE FOLFIRI PLUS CETUXIMAB
	558P　UNDERSTANDING THE VALUE OF RESPONSE AND EARLY TUMOUR SHRINKAGE (ETS) IN PTS WITH WT KRAS MCRC TREATED WITH PANITUMUMAB (P) PLUS FOLFOX (F)
	581P　SENSITIVITY ANALYSES OF PROGRESSION-FREE SURVIVAL (PFS) OF AFLIBERCEPT-FOLFIRI VERSUS PLACEBO-FOLFIRI IN METASTATIC COLORECTAL CANCER (MCRC):RESULTS FROM THE VELOUR STUDY
	LBA18　PHASE 3 CORRECT TRIAL OF REGORAFENIB IN METASTATIC COLORECTAL CANCER (MCRC):OVERALL SURVIVAL UPDATE
	518O　MAINTENANCE TREATMENT WITH IMMUNOMODULATORmgN1703 FOLLOWING INDUCTION WITH STANDARD 1ST LINE THERAPY PROLONGS PROGRESSION-FREE SURVIVAL IN PATIENTS WITH METASTATIC COLORECTAL (MCRC):RESULTS OF THE PHASE II/III IMPACT TRIAL
	608P　EXCITE:A PHASE II TRIAL OF PREOPERATIVE CETUXIMAB, IRINOTECAN AND CAPECITABINE PLUS RADIOTHERAPY (RT) IN MRI-DEFINED LOCALLY ADVANCED RECTAL CANCER (LARC)
	580P　HEPATIC ARTERIAL INFUSION (HAI) OF OXALIPLATIN PLUS INTRAVENOUS (IV) FLUOROURACIL (FU), LEUCOVORIN (LV) AND CETUXIMAB FOR FIRST-LINE TREATMENT OF UNRESECTABLE COLORECTAL LIVER METASTASES (CRLM):FINAL RESULTS OF A MULTICENTER PHASE 2 STUDY (CHOICE)
	568P　SAFETY AND EFFICACY OF INTRAVENOUS CETUXIMAB (CET) AND HEPATIC ARTERY INFUSION OF IRINOTECAN, 5-FLUOROURACIL AND OXALIPLATIN IN PATIENTS WITH UNRESECTABLE LIVER METASTASES FROM WT KRAS COLORECTAL CANCER (CRC):RESULTS FROM OPTILIV EUROPEAN PHASE II TRIAL
	LBA4　ADJUVANT FOLFOX4 WITH OR WITHOUT CETUXIMAB (CTX) IN PATIENTS (PTS) WITH RESECTED STAGE III COLON CANCER (CC):DFS AND OS RESULTS AND SUBGROUP ANALYSES OF THE PETACC8 INTERGROUP PHASE III TRIAL
	601P　ADJUVANT CHEMOTHERAPY (AC) INITIATION AND EARLY DISCONTINUATION IN ELDERLY PATIENTS (EPS) WITH STAGE III COLON CANCER (CC)
	657　ADJUVANT MFOLFOX6 IN THE TREATMENT OF ELDERLY COLON CANCER PATIENTS
	576P　ADVERSE EVENTS IN ELDERLY PATIENTS ON ADJUVANT THERAPY WITH UFT/LV OR S-1 FOR STAGE III COLON CANCER:ACTS-CC TRIAL [TRICC0706]
	553P　AGE DEPENDENT INCREASE IN MEDIAN AND LONG-TERM SURVIVAL IN 29 628 METASTATIC COLORECTAL CANCER (MCRC) SCANDINAVIAN PATIENTS DURING THE PAST TWO DECADES
	612P　ARE PATIENTS WITH RESECTABLE RECTAL CANCER BETTER OFF IN THE ERA OF MULTIDISCIPLINARY CARE?
	530PD　CAPECITABINE (CAPE) +/- BEVACIZUMAB (BEV) IN THE ADJUVANT TREATMENT OF COLORECTAL CANCER (CRC) – FIRST AND FINAL TOXICITY RESULTS FROM THE INTERNATIONAL PHASE III QUASAR2 TRIAL
	591P　COLON CANCER ADJUVANT MFOLFOX-6 – SURVIVAL IMPACT OF OXALIPLATIN REDUCED DOSE-INTENSITY
	526PD　DEVELOPMENT OF A PREDICTIVE SCORE USING AMPHIREGULIN (AREG), EPIREGULIN (EREG) AND EGFR-FISH EXPRESSION LEVELS TO DETERMINE TREATMENT EFFICACY IN MCRC PATIENTS RECEIVING CETUXIMAB-BASED THERAPY. ANALYSIS OF THE GERMAN AIO CRC-0104 TRIAL
	599P　EARLY TUMOR SHRINKAGE (ETS) FOR THE PREDICTION OF EFFICACY IN METASTATIC COLORECTAL CANCER (MCRC):POST-HOC ANALYSIS FROM AN IRINOTECAN-BASED RANDOMIZED FIRST-LINE TRIAL
	625　FEASIBILITY REPORT OF A RANDOMIZED MULTICENTER CONTROLLED PHASE III TRIAL OF ADJUVANT UFT/LV THERAPY AFTER RESECTION FOR LIVER METASTASIS FROM COLORECTAL CARCINOMA
	588P　HRQOL DURING ADJUVANT CHEMOTHERAPY WITH CAPECITABINE IN PATIENTS AFTER SURGERY FOR COLON CANCER:ADDITIONAL STU DY OF JFMC37-0801
	647　PREDICTIVE MARKERS FOR OVERALL AND PROGRESSION-FREE SURVIVAL WITH CAPOX IN SECOND-LINE CHEMOTHERAPY OF METASTATIC COLORECTAL CANCER
	1704P　PROSPECTIVE FEASIBLE STUDY TO EVALUATE NEOADJUVANT-SYNCHRONUS S-1+RT FOR LOCALLY ADVANCED RECTAL CANCER:A MULTICENTER PHASE-II TRIAL (UMIN ID03396)
	566P　RANDOMIZED PHASE II STUDY OF OXALIPLATIN AND S-1 (OS) VERSUS OXALIPLATIN AND CAPECITABINE (XELOX) IN PATIENTS WITH METASTATIC OR RECURRENT COLORECTAL CANCER
	528PD　THE EFFECT OF CHEMOTHERAPY HOLIDAY ON THE OVERALL SURVIVAL OF PATIENTS WITH ADVANCED COLORECTAL CANCER:A META-ANALYSIS OF RANDOMIZED TRIALS
	550P　TP, TS AND DPD AS POTENTIAL PREDICTORS OF OUTCOME FOLLOWING CAPECITABINE PLUS OXALIPLATIN (XELOX) VS. BOLUS 5-FLUOROURACIL/LEUCOVORIN (5-FU/LV) AS ADJUVANT THERAPY FOR STAGE III COLON CANCER:UPDATED BIOMARKER FINDINGS FROM STUDY NO16968 (XELOXA)
	553P　AGE DEPENDENT INCREASE IN MEDIAN AND LONG-TERM SURVIVAL IN 29 628 METASTATIC COLORECTAL CANCER (MCRC) SCANDINAVIAN PATIENTS DURING THE PAST TWO DECADES
	597P　OVERALL SURVIVAL IN METASTATIC COLORECTAL CANCER (MCRC) PATIENTS RECEIVING 2ND-LINE THERAPY:A SYSTEMATIC REVIEW
	589P　SURVIVAL ANALYSIS OF 1,061 PATIENTS WITH SYNCHRONOUS COLORECTAL HEPATIC METASTASES
	626　WHAT TO CHOOSE AS RADICAL LOCAL TREATMENT FOR LUNG METASTASES FROM COLO-RECTAL CANCER:SURGERY, RADIOFREQUENCY ABLATION OR STEREOTACTIC RADIOTHERAPY?
	967O　UPDATED OVERALL SURVIVAL ANALYSIS IN OCEANS, A RANDOMIZED PHASE 3 TRIAL OF GEMCITABINE (G)+CARBOPLATIN (C) AND BEVACIZUMAB (BV) OR PLACEBO (PL) FOLLOWED BY BV OR PL IN PLATINUM-SENSITIVE RECURRENT EPITHELIAL OVARIAN (ROC), PRIMARY PERITON
	978P　ROSIA:A SINGLE-ARM STUDY IN MORE THAN 1000 PATIENTS (PTS) RECEIVING FRONT-LINE BEVACIZUMAB (BEV)+CHEMOTHERAPY (CT) FOR OVARIAN CANCER (OC)
	973PD　DOSE-DENSE WEEKLY PACLITAXEL AND CARBOPLATIN IS MORE COST-EFFECTIVE THAN BEVACIZUMAB PLUS TRIWEEKLY PACLITAXEL AND CARBOPLATIN FOR THE PRIMARY TREATMENT OF ADVANCED OVARIAN CANCER
	198P　BIOMARKER (BM) RESULTS FROM GOG-0218, A PHASE 3 TRIAL OF FRONT-LINE BEVACIZUMAB (BV)+CHEMOTHERAPY (CT) FOR OVARIAN CANCER (OC)
	LBA26　WEEKLY PACLITAXEL (PAC), PEGYLATED LIPOSOMAL DOXORUBICIN (PLD) OR TOPOTECAN (TOP) ± BEVACIZUMAB (BEV) IN PLATINUM (PT)-RESISTANT RECURRENT OVARIAN CANCER (OC):ANALYSIS BY CHEMOTHERAPY (CT) COHORT IN THE GCIG AURELIA RANDOMISED PHASE III TRIAL
	986P　BEVACIZUMAB PLUS METRONOMIC CYCLOPHOSPHAMIDE FOR HEAVILY PRETREATED OVARIAN CANCER:A SINGLE INSTITUTION EXPERIENCE

