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The Long and Winding Road
N.SAS-BC 01

- UFT vs. CMF -

Designed in 1995 Published in 2009
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Presented in 2008

N-SAS BC 02

Phase lll two by two factorial comparison of Doxorubicin
and Cyclophosphamide followed by a taxane vs. a taxane

taxel vs. Docetaxel in operable node

and Pacli

alone

positive breast cancer
- Results of the first interim analysis of N-SAS BCO2 trial, Japan -

A
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‘Watanabe T!, Kuranami M2, Inoue K?, Masuda N*, Aogi K%, Ohno 5, lwata H7,

Mukai H®, Tanaka $%, Yamaguchi T'% and Ohashi Y'?

BKyushu Cancer Center

Cancer Center

tasato University Hespital, 3.8aitama Cancer Center , 4.0saka
7.Alchi Cancer Center Hospital, B.National Cancer Center Hospital East. 3.Kyoto University,

Medical Center,

1. Hamamatsu Oncology Center , 2

10.University of Tokyo
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Phase Il two by two factorial comparison of Doxorubicin
and Cyclophosphamide followed by a taxane vs. a taxane
alone, and Paclitaxel vs. Docetaxel in operable node

positive breast cancer
- Results of the first interim analysis of N-SAS BCO02 trial, Japan -

Watanabe T?, Kuranami M2, Inoue K3, Masuda N*, Aogi K5, Ohno S8, Iwata H?,
Mukai H8, Tanaka S°, Yamaguchi T, and Ohashi Y10

1. Hamamatsu Oncology Center , 2. Kitasato University Hospital, 3.Saitama Cancer Center , 4.0saka
Medical Center, 5.Shikoku Cancer Center , 6.Kyushu Cancer Center
7.Aichi Cancer Center Hospital, 8.National Cancer Center Hospital East, 9.Kyoto University,

10.University of Tokyo
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Study Design ’

B ce senn
[
' . - ' Doxoru bicin 60mg/m?
. ACD Cyclophosphamide

600mg/m?

»PTX ' ' ' ' ' ' ' ' Paclitaxel 175mg/m?
Docetaxel 75mg/m?
D BENINNEN

— 1
0 3 6 9 12151821

eligible
patients
randomization

WEELS

BACKGROUND
CALGB 9344 TRIAL

(Cancer And Leukemia Group B)

CPA 600mg/m?2 |

PTX 175mg/m?2
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PROPORTION DISEASE FREE

CALGB 9344 TRIAL

llll<i""

No Paclitaxel

3170 patients ' ' ' ' ' ' ' '

with

node positive No Paclitaxel
Breast

Cancer

No Paclitaxel

Disease-Free Survival
Adriamycin Dose

Adriamycin
60 mg/m?
75 mg/m?
90 mg/m?
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Disease-Free Survival
Effect of Adding Paclitaxel

AC—Paclitaxel

CALGB 9344 TRIAL

3170 patients
with
node positive
Breast
Cancer

llll<i""

No Paclitaxel

No Paclitaxel

No Paclitaxel
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Standard Chemotherapy regimen for

node positive brﬁ'ﬁ (iﬂ“iel‘ Pai" '

CPA 600mg/m? PTX 175mg/m?2

N-SAS-BCO02 trial ® F5 [\ 1%
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N-SAS-BC 02 (=
ER11H BES#E T

CPA 500mg/m?

Patients W|th

node posmve "TIr '
Breast Cancer . ' - ' . “ “

PTX 80mg/m?

DTX 75mg/m?

AC 50/500 x 5/Estandard TiX72\>,
AC 60/600 x 403standard Td> 5,

Comment by Daniel Hayes
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N-SAS-BC 02 (£ 1 )
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Patients W|th

node posmve "TIr '
Breast Cancer ' ' - ' . “ “

Node positive (2% L CTiX, HiT
AC followed by taxol MEHETH 5
DIZ, ACxzar hua—)L7—A
23501, RIELRSH 5,

Comment by Craig Henderson
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BEFEBOIZXHTHE A

AC followed by taxol % — &K T
RANDnE N5 KT, WANS
BRERDBHDIZEA DD, el L
Htrializ BV TiE, ACTIEZAR <,
AC followed by taxol%x = b 12—
WNT —LETHRETHA D,

Comment by Tadashi Ikeda

N-SAS-BC 02
YeRk11 A BE

Patients W|th

node posmve I ———

Breast Cancer . ' ' ' . “ “
TITIRNTNN
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#% ¥ DtaxanelZ DV T XK [E Intergroup
Study LT, 47— AT &K 5 B
25, FEEE 1 O ARSI TWV 5,

INT 1199

Patients with . ' ' ' M
node positive
SEES NN

Breast Cancer
L LRI
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N-SAS-BC 02
YeRk11 A BE

Patients W|th

node posmve (i '
Breast Cancer . ' - ' . “ “

@
sesssgunn

% F:DtaxanelZ DOV T

weekly taxol & tri-weekly taxotere D
HERIZ 72 > TV D, Z L Tldschedule? i
LTWBD0, FEHZ B L TW5D DD,
DB IRV TIRZRUVD,

Comment by Andy Sideman

ROHLIZHED
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Weekly or Tri-Weekly

B EE 1 BN 1 Rk
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ZXFRIT, ultra-short pre-medicationz VT
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Weekly or Tri-Weekly

ez [ - B . EiERA
bR, IRVREGFTHD, LarL, firtemsh

BIEL LTHWOEE., BICE X THIRESE
DAL 3F5I22 Y . EEIDOQOLBMET 35,

Y Bl IEN [ 1 A 1 ] 1)

DEIBREETETITHI> T L L Ly,

Planning of N°-SAS-BC 02 TRIAL

TAXOL

CPA
ADMllll""

TAXOTERE

s LI TTT

node positive
Breast Cancer ' ' ' ' ' ' ' '

Exellent!! This is what
we wanted to do!!
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Patient Disposition 9

Patients randomly assigned (n=1060)

Patients enrollment:
December 2001 — April 2006
Number of participating institution: 84

Pati Date of the first interim analysis: June 15 2007

ACP
263 Did not receive protocol therapy (n= 16)

Patients a

ACP
260

Q0 O
o O

(o2}
(@]

)
=
E

@®©
o]

o

b

s 70
+—

c

()

o

S

()
o

(o))
o

Time from randomization (year)

239 196 136
243 196 142
240 180 117
237 193 129
Patients at risk
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Disease-free Survival - 2 \,

Summary of events (disease-free survival)
ACP ACD PTX
No. of pts 258 255 261

Hypothesis 1:
A taxane alone is not inferior to AC + a taxane

Hazard ratio
(AC + a taxane as standard)

1.26

99% ClI 0.92-1.72

90% ClI 1.03-1.53

p value 0.67
Hypothesis 2: Whether PTX or DTX is more effective

Hazard ratio
(PTX as standard) 0.81

99.5% ClI 0.57-1.14
95% ClI 0.64 - 1.03
p value 0.08

Disease-free Survival
AC > Taxane vs. Taxane

100
:: all patients
70

——:AC ->Taxane
— : Taxane

Percent probablilty

Hazard ratio (99%CI):1.26(0.92 - 1.72)
0
1 2 3
Time from randomization {(year)

HER2 negative

HER2 positive

=
o
©
a
e 70
a
=
=
@
°
S
o

90

70

Percent probabllity

——: AC —-Taxane
—: Taxane
Hazard ratio (95% ClI): 1.63(1.05 - 2.54)

50 —: AC —-Taxane
—: Taxane
Hazard ratio (35%Cl): 1.13{0.85 —1.50)

@
o

] 1 2 3 0 1 2 3

o
atrisk Time from randomization {(vear) atrisk Time from randomization (vear)
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Disease-free Survival
-PTX vs.DTX -

©
o

o)
o

PTX vs. DTX

~
o

Hazard ratio 0.81

99.5% CI 0.57-1.14
95% ClI 0.64 - 1.03

D
o

—— :ACD+DTX
—— :ACP+PTX
Hazard ratio (99.5%Cl):0.81(0.57 — 1.14) p value 0.08

>
=
o
©
o
o
=
(o
—
=
(]
o
pus
(]
o

[
o

(0]
(0] 1 2 3

at risk Time from randomization (year)
DTX 512 480 389 27
PTX 519 479 376 253

The NEW ENGLAND

JOURNAL o MEDICINE

0 IN 1812 APRIL 17, 2008

Weekly Paclitaxel in the Adjuvant Treatment of Breast Cancer

INT 1199 HE&

Sparano J et al. N Engl J Med 2008;358:1663-1671
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A — 60 mg/m?
C — 600 mg/m?2

INT 1199 0K

mg/m?2

Every 3 weeks

P3 175

PTX

BAERT:

P1 80

ER/PR
DDA oL 705t
IEMFE(<5vs. >5cm)
LY vs. BE

D3

100

DTX

D1

35

mg/m?

A
5-Yr Disease-free
Survival Rates
(no. of events)
60+ —— Weekly docetaxel 77.6% (271)
Pacy; —— Docetaxel every 3 wk 81.2% (244)
tl’ta‘\, ‘Weekly paclitaxel 81.5% (237)
& 50% — Paclitaxel every 3 wk  76.9% (296)
0 T T T T
0 20 40 60 20,
Months since Randomizatior
No. at Risk
Paclitaxel every 3 wk 1253 1127 987
Weekly paclitaxel 1231 1145 1025
Docetaxel every 3 wk 1236 1127 1027 1/1 23 = 0 81
Weekly docetaxel 1230 1127 1000 ° ®
B
No. of Odds Ratio for Disease-free
Treatment Group Patients Survival (98.3% CI) roraus
Weekly paclitaxel 2484 - 1.27 | 53-1.57) 0.006
Docetaxel every 3 wk 2489 1.23 (1.00-1.52) 0,02
Weekly docetaxel 2483 1.09 (0.89-1.34) 0.29
T T |
0.5 1.0 L5 2.0
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Discussion

INT 1199

CPA 600mg/m? CPA 600mg/m?
v v
PTX 175mg/m? DTX 100mg/m?

Conclusion ,

SACOMRBIIHER2IEHFIZETLIDEETH D, HER2ISHFIET
(FACZZIZLTELILDE LN,

¢ DTXIE3BLEHESEICSVTIIPTX K D BREAFIZRNENT
Wnad,

¢DTX 75mg/m2l&. DTX 100mg/m2&RREOBFIGI%
RBEBEI B 3hELNARLN

oDTXEPTXIZBIUAF YR EIIVWR., BTIERDIZFEATHD.
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The long and winding road
that leads to your door
will never disappear

I‘ve seen that'road before
Italways leads me here
Leads me to your door

The wild and windy night
that the rain washed away
Has left a pool of tears
crying for the day

Why leayve me standing*here
Let me know the wa

Many times I’VeP
and many ti ‘
Anyway you’ Il
the-many ways

EDWARD DULLARD.
ILKENNY, IRELAND.

©
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