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Two Beast Cancer Study
Groups in Korea

1. Korean Breast Cancer Society (KBCS)
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KoreaN Breast CANCER SOCIETY

2. Korean Cancer Study Group (KCSG)
--- Breast Cancer Subcommitte
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Highest Recruiting Sites in Global Clinical Trials

BETH BEATRICE

BETH Recruitment :j:ezg.)g BIG 2-06 | N0G3D | EGF106708 B E A T R | C E N eWS I ette r

31st March 2011 is the target date for the completion of the patient recruitment phase of
the BETH Trial. Although the first patient was randomized in May 2008, ons month later
than expected, by the end of

Monthly Recruitment. Planned vs_ Actual

April 2009 a total of i
E42 patients had been
randomized, 13 more
patients than planned.
Every month, newly
initiated sites are adding
momentum to the
accelerating recruitment
rate: as of the 1st May,
860 sites were activated
in 25 countries around

[ e

o

the world.

Dr. Young-Hyuck Im, Repubiic of
Korea, site 5201, CIRG. 4C patients

Dr. Sung-Bae Kim, Republic of Korea,
site 302, CIRG. 18 pafients

Dr. Tadeusz Pienkowski, Poland, site
2500, CIRG, 15 patients

Prof Jonathon Polikoff, USA, sit= 845
NSABF, 11 patienis

Dr Lou Fehrenbacher, USA_ site 200,
NSABP, 11 pafients

Dr Patrick Flynn, USA, sit= 828
NSABP. 11 enis

Prof. Wolfgang Eiermann, Germany,
site 1005, CIRGF. 10 patienis

Dr Alexander Paterson, Canada, sits
104TE, NEABP, 8 patients

Dr John Zapas, USA, site 448, NSABP,
8 patients

Dr James Atkins, USA, site 828
NSABP, B patients
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Trial Status (1 May 2009)

Country Activated | Randomized
Sites Patients

Australia
Austria
Belgaum
Bosnia &
Herzegowina
Canada
Estonia
France
Germany
Graeca
Iretand
taly
Republic of
Korea
Latvia
Bexico
Peru
Philippines.
Poiand
FRomania
Serbia
Slovenia
South Africa

PLANNED BETH
INVESTIGATOR MEETINGS

Europa: 18-12 Juns 2009 (Roms)
China: Location & dates to bs confirmed

Epain
Sweden
Thadand
usa
TOTAL
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10
4
1

21
1
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Additional Translational Research in ALTTO

Update INSIDE THIS ISSUE:

ALTTO Addonal Translational Research wes officielly launched in March 2003 Todete,  Thzamonal
ordy 67 cantres from countries around Europe hive indicated an interest in participating Translatianal
n this Initiztive. Unfors unately, the numbsr of actual participants is les than expectad LTTO -
as many sites ultmatsly decided not to take pat in the translations! resesrch

comganent mainly dug to the dosure of Design 1 in the ALTTO study, Special Therks

Currenty, 36 of the &7 centres indicatad an intarest have besn supplied

matarials to perform the plannad sampling, The ning 31 centres cur Covmmon Deta Cueries
aporoval for translational ressarch on thair formed consent farms [ICF, In ALTTO

this approval s granted they will also be =d the necessary materizls,
1ED, Mayo Clinic &
As = remindar, !LTI'CsA,s: oal Translational Research invoives "'\pllr‘g, st dfarant | PUMCH Update

ulating tumour cs"leI'C anafysis. Reetultment

Ungl mow, callection Uf S(n:!l"s has bes Notes for Particioati
Investigators is oucal in ntific :n.eso os, O'E of Centres
the most challenging issues in the ALTTO study s id ying markers that can

ekt ; ing these resolts will |Comments 8 Cortacs
*am sate the ndividuateton of patiant ' and thus avoid ad foxic

treatments 1o breast cancer patients for w‘u:'n t is unnecassary,

The translational rese: in the ALTTOC study provides an excelient apportunity to prospectively examing the
orogrostc and predictive role of CTCs in early breast cancer patients, 25 well 35 % perform serum proteomics, Both
2as have the potentizl to orovide new tools for tailaiing therapy in the breast cancer setting,

WE would like t encourage the sites siready particips ! n: se=rch o
i tive by collecting as many sampl Ies as possol e of © storege

whle n=n=|=t‘a'=| ragaa
"Trwestipanoy ALTTO wiel &

inte es.:d it is stll possible aDD\ x
happy to provide you jon, Therefore, plezse do not &
al Rasearch Coordinator 2t Julss Bordet Tnstitute, Dr Madion Mastens {maron. rraeten,iboldat‘:e- for

Special Thanks

The ALTTC :vtu..y Team would fike to give specal thanks to Dr
Sarnsun ”Ied\cal Cerme in Saut* K.iEa ‘cr

E -.afl hzve recruited mors pal\EF[: ]

site and he hes shown great carz for both his patients and the
eofection of the study data, In total 75 patients have been recuted
snce the starting recruitment in January 2008,

sage from our highest recruiting site
Dear study group, colleagues and friends

asked 10 write an article for the 4 BEATRICE newsietter. Now that the study is well
tes participating in this trial, it Is a good moment to share some of the experiénce that we

as ateam here In the "Samsung Medical Centre (SMC)" In Korea have built up over time.

The BEATRICH dy is surely a very challenging study in many respects; however our interest was primarily driven

acade: nature of '“e tnal en discussing this study with my staff in the hospital it became clear very
quickly that not only s study seek to s important scientific questions for a very poor patient
population, in addition rre'nc\v Important to align the efforts between the various disciplines within the
hospital to ensure successful completion of trial on all aspects.

Our institution is 8 Comprehensive Cancer Centre and we heve many breast cancer patients' resources, Actually
aver 1,000 newly diagnosed breast cancer patients have received breast cancer operation in our institution since
January 2008 In our site, we have currently enrolied 43 patients in the trial and we are looking forward to enrol
mere paiients. The recruitment end for this study is currently planned for the fourth quarter of next year and given
that at this stage already more than 817 patients have been recruited, | am confident thal the entire BEATRICE
study group will be able to recruit the required sample size in time

Furthermore the team is also working hard (o enter the study data in time on the database The study team is now
fully equipped with 3 active medical oncologists, cli fellows, 2 BEATRICE study coordinators and oL

nurses whe enthusiastically devote themselves to this frial. Knowing this is a large task, but the m

aspect is enthusiasm and devotion of investgators and study coordinators for the study. Obwiously it must be noted
that the use of the web based electronic data capture system Is very helpful for the team

It is important to raise awareness about biologic and clinical significance of friple negative breast cancers for this
subgraup of patients so these patients can becorne motivated and empowered 1o participale in this study. On behalf
of the SMC study team, I'd like to thank our patients for their willingness ta participate in this important study and
hence contribute important scientific information regarding therapy in this small patient population who are in need
for better medical treatment. We feel privileged to be part of this very important scientific undertaking, which could
be & major step within the field of triple negative adjuvant breast cancer

Young-Hyuck m, MD, PhD

Principal Investigator for the Samsung Medical Centre (SMC) in Karea
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JBCRG-04

Korean Breast Cancer Society (KBCS)
Korean Cancer Study Group (KCSG)

Investigation of a capecitabine as a
Postoperative adjuvant chemotherapy

in breast cancer patient who were
pathologically confirmed to have residual
tumors after preoperative chemotherapy:
Phase Ill comparative study




Background

* The high pCR rates are currently achieved
by neoadjuvant chemotherapy involving
anthracycline and taxanes.

 However, there remain uncertainties about
the necessity for postoperative systemic
chemotherapy in patients with whom pCR
IS not demonstrated.




JBCRG-04

Study Design

Study Design : phase lll, randomized, multicenter trial (Korea & Japan)

pCR Observation

Preop.
chemotherapy
with anthracycline
containing regimen

Surgery

Capecitabine x8

Acceptable regimen:
AC/EC, CAF/FAC, FEC/CEF, Observation
Anthracycline —Taxane
AT/ET

Adjuvant hormonal therapy if HR(+)

Total No. of pts: 900 (450 per group)
Korea 300 /Japan 600

Primary end point: DFS
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KoreaM Breast CANCER SocCiETY

KBCS-03

Assessment of Quality of Life, BMD,

and Safety profile in
postmenopausal patients
with Letrozole (Femara®) as an early
adjuvant treatment




Objectives

Primary end point

To compare the overall QoL (Quality of Life) using
Trial Outcome Index (TOI) of FACT-B
guestionnaire for 2 years from baseline.

(TOl is the sum of the scores from the physical and
functional well-being and the breast cancer
subscales.)




Objectives (cont’d)

Secondary end point

1) To assess incidence of adverse events (including
cardiovascular, cerebrovascular, and endocrine,
musculoskeletal) in Korean postmenopausal
breast cancer patients in early adjuvant setting

2) To assess the effect of letrozole(Femara®) on
BMD in early adjuvant setting.

3) To assess the effect of letrozole(Femara®) on
total cholesterol in early adjuvant setting.




Protocol No: KBCS-03

Letrozole QoL study

Study Design : phase Il, multicenter trial

Study Period : 2007.08 - 2011.12

Postmenopa 7 |

usal women 18 21 24 month
who received

curative QoL I
surgery (FACT-B)

Lab.
ER &/or PR("') (cholesterol) I

BMD I I

Primary End point: Quality of Life Target No: 900
Secondary End Points: Cholesterol, BMD Enrolled pts:
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Korean Breast CANCER SOCIETY

A randomised phase Ill study for evaluating the

role of the Addition of ovarian Suppression

(OFS) to Tamoxifen in young women (<45

years) with hormone-sensitive breast cancer
who Remain in premenopause or Regain
menstruation After chemotherapy (ASTRRA)




ASTRRA (Primary Objective)

To compare 5-year disease free survival rate (DFS rate)
between the hormone receptor positive breast cancer
patients who were added Goserelin to Tamoxifen for ovarian
function suppression including delayed ovarian function
supression until 2 years after adjuvant cytotoxic
chemotherapy and the hormone receptor positive breast
cancer patients who were treated with Tamoxifen alone in

premenopausal status




Secondary Objectives

* To compare overall Survival (OS)
* To evaluate the prognostic impact of CIA

* To determine the tolerability of Tamoxifen
with or without concomitant Zoladex




Premenopausal women
with ER and/or PR +, Age < 45

amenorrhea
1:1 Randomization

Chemotherapy induced Premenopausal Status

Evaluation of Menopausal Status Tamoxifen(D) Tamoxifen
Every 6 month for 2 years + OFS(E)

Postmenopausal(A) Premenopausal(A)
Continue Tamoxifen 1:1 Randomization
C+E>B+D

Hypothesis

For additional 3 yrs

ey Target No: 1500

+ OFS(C) Enrolled pts: 116




Ongoing Breast Cancer Clinical Trials
in Korea

Investigator- Investigator-
initiated initiated
Trials(Ongoing) Trials(F/U)
Adjuvant JBCRG-04 Zometa Trial
trials Letrozole QolL, BMD (Premenopausal)

(postmenopausal)
ASTRRA

Neoadjuvant PGH study

trials

Palliative PG maintenance
trials TS-1 + Oxaliplatin
(TORCH)

Bone Remodeling
Marker Study

KOHBRA study




Protocol No: KCSG - BR06 - 01

A randomized, double-blind, placebo-
controlled trial of intravenous zoledronic

acid for the prevention of bone loss
in premenopausal women treated with
adjuvant chemotherapy for primary
breast cancer




Background

* |In a majority of premenopausal patients, adjuvant
chemotherapy causes early menopause due to
premature ovarian failure and rapid bone loss
which may increase the risk of osteoporosis later

in life.

Therefore, prevention of bone loss in young breast
cancer patients with treatment-induced early
menopause is an important challenge




Study Objectives

Primary end point :
to determine the effectiveness of zoledronic acid in
preventing bone loss in premenopausal patients
over age 40 years who receive adjuvant

chemotherapy

Secondary end points
1) change in hip BMD
2) incidence of clinical fracture
3) the effects of zoledronic acid on markers of

bone turnover |
4) time to bone metastases as first recurrence &

disease-free survival (DFS)




Protocol No: KCSG - BR06 - 01

Study Design

Study Design : phase lll, randomized, multicenter trial
Study Period : 2007.05 — 2008.12

Adjuvant AC#4 — taxane#4

BEEEREND

Age > 40 0 3 mo 6 mo
Curative surgery
Zometa #1 Zometa #2
O<: Placebo #1 Placebo #2
Primary End point: percent change Target No: 120(60 in each arm)
of lumbar spine BMD at 1 year Enrolled pts: 120/120 (100%)
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Protocol No: KCSG - BR07 - 01

Phase Il Study of Primary Chemotherapy

with Paclitaxel, Gemcitabine, and
Trastuzumab in Patients with HER2 (+)
Operable Breast Cancer




Background

» Paclitaxel plus gemcitabine combination showed
overall survival benefit compared to paclitaxel
alone in patients with metastatic breast cancer

Buzdar et al. showed that adding trastuzumab
significantly increased pCR from 25% to 66.7% in
sequential paclitaxel and FEC chemotherapy in
combination with trastuzumab arm in preoperative
setting for HER2 positive disease.




Study Objectives

Primary Objective

« To evaluate the pathologic CR rate to preoperative
administration of paclitaxel plus gemcitabine in
combination with trastuzumab (Herceptin®) (PGH)

Secondary objectives

« To assess breast conserving rate after preoperative
chemotherapy

« To evaluate clinical response rate, disease free survival
(DFS), and overall survival (OS)

« To assess the toxicity profiles of paclitaxel plus
gemcitabine in combination with trastuzumab




Protocol No: KCSG - BR07 - 01

PGH Study

Study Design : phase ll, multicenter trial
Study Period : 2007.05 — 2008.12

Paclitaxel/
Gemcitabine x6

Stage ILlII H ‘ ‘
LN(+) or l.““““““l.‘EHEHHIII» IHEEHHEI

T>5cm

“:(E:'g" URUNARRNNNURUANT i I B B B B O I B BN |
or

FISH +) Trastuzumab Trastuzumab
weekly x18 3 weekly x11
GELX) 1 Year Herceptin®

_ _ _ Target No: 53
Primary End point: Pathologic CR Enrolled pts: 53/53 (100%)
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A Phase lll, Multicenter, Randomized
Trial of Maintenance Versus Observation

After Achieving Clinical Response in
Patients With Metastatic or Recurrent
Breast Cancer Who Received 6 Cycles of
Gemcitabine Plus Paclitaxel(GP) as
First-line Chemotherapy




Background

« The duration of chemotherapy in patients responding or
stable disease remains controversial, since quality of life
Is not usually adversely affected and may even be
Improved in many patients receiving cytotoxic
chemotherapy.

In pre-taxane era, randomized studies suggest that
maintenance chemotherapy is associated with superior
time to progression but no survival gain.

However, these randomized trials did not incorporate
taxane-based chemotherapeutic regimens, the new
standard of care in metastatic breast cancer patients
these days.




Study Objectives

Primary objective:

To demonstrate that the maintenance chemotherapy
with Gemcitabine plus Paclitaxel combination in
responders (CR/PR/SD) group is superior to the
observation group in terms of Progression Free
Survival in metastatic breast cancer patients.

Secondary End Points;

overall survival
quality of life

toxicity

duration of response




Protocol No: KCSG - BR07 - 02
Maintenance Study

Study Design : phase lll, randomized, multicenter trial
Study Period : 2007.08 - 2011.12 — IIII IO
—> CR/PR/SD Q —
—> QObservation till PD

MBC with
measuable Stratification
(o] — —
evaluable 1.Visceral diseases
) 2. Prior adjuvant taxane
lesion

3. Response
4. HR(+) vs. HR(-)

6 cycles of GP

— PD » Off the study

Primary End point: Progression Free Survival Target No: 326
Secondary End Points: Overall Survival, Toxicity @ Enrolled pts: 224/326 (69%)
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Phase Il trial of TS-1 in combination
with oxaliplatin (SOX) in patients

with recurrent or metastatic breast
cancer (MBC) previously treated

with or resistant to an anthracycline

and taxane chemotherapy [TORCH]




Background

Capecitabine(+/- ixabepilone): 3 line FDA
approved chemotherapeutic regimen
(anthracycline, taxane refractory BC)

5-FU/LV + oxaliplatin in anthracycline and
taxane refractory breast cancer
: ORR 27-34%, TTP: 4-5 months

9-FU and oxaliplatin: synergism

TS-1 In taxane refractory breast cancer
: R.R.: 21.8% and tolerable




Study Objectives

Primary endpoint

To evaluate the response rates of S-1 and oxaliplatin
combination chemotherapy in patients with metastatic or
recurrent breast cancer who were refractory to
anthracycline and taxanes

Secondary endpoint

time-to-progression

response duration

overall survival

Toxicit

Predictive factor analysis (collateral study)




Protocol No: KCSG -BR07 -03

TORCH Study

Study Design : phase Il, multicenter trial

Study Period : 2007.10 - 2010.08

Recurrent or 0 6 week

MBC patients Oxaliplatin
who are 130 mg/m? IV I I (YY YY)
refractory to -

. till PD
y 80 mg/m? p.o.

and taxanes day 1-14

Repeat every 3 weeks

Target No: 86

Primary End point: Response Rate
Enrolled pts: 83/86 (97%)

Secondary End Points: PFS, Toxicity,
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Protocol No: KBCS- 04

oI g Werer)

KoreaM Breast CANCER SocCiETY

A phase IV, multi-center, open
label, single arm clinical trial to
evaluate the relationship of bone

remodeling markers for skeletal
complications in metastatic
breast cancer patients




Study Objectives

Qnary to determine the prognostic role of bone

objective turnover markers in advanced beast cancer
patients with bone metastases receiving
zoledronic acid in Korean population

- changes in bone turnover markers

 the incidence of SRE

 time to SRE

 time to bone metastases progression

 overall survival

* the incidence of each adverse event including
osteonecrosis




Protocol No: KBCS- 04

Bone Remodeling Marker Study

Study Design : phase IV, multicenter, open-label trial

Study Period : 2007.02 - 2010.12

Zoledronate
4 mg q 3-4 weeks

Advanced
breast

1) Bone Turnover
) markers
cancer with (oseocalcin,

I

0
bone Bone AP) I

1

SRE
metastases Urinary NTX

AE

Bone Scan

BMD I

Primary End point: Bone turnover markers Target No: 237
Secondary End Points: SRE, time to BM progression Enrolled pts: 116
OS, AE including ONJ
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KoreaM Breast CANCER SocCiETY

Korean Hereditary Breast
Cancer Study

[KOHBRA Study]




KOHBRA (KBCS-04)

Part 1: Multi-institutional Cohort Study on the
|dentification of Candidate Genes and
Prognosis of Korean Hereditary
Breast Cancer

Multi-institutional Cohort Study on
Cancer Risk Estimates from Korean
BRCA Mutation Carriers

Korean Hereditary Breast Cancer
Surveillance and Intervention Study

Development of Genetic Counseling
Education Program for Hereditary
Breast Cancer




Competitive Components for
Clinical Trial in Korea

— High volume hospitals with excellent facilities

— Many talented and enthusiastic investigators who
have a plenty of global trial experiences

— Well organized clinical trial centers in each hospital

— Relatively rapid recruitment rate (many cases in 1
center)

— Relatively low cost (?) in clinical trial
— High market potential for pharma industry

The Hub for Global Clinical Trials




Thank You
for Your Attention !!!




