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Schema of trial design CONSORT Diagram

Diagnosis of breast cancer and surgery

Registered patients (n=733)
Histological negative axillary node e =z
OFT i=367) Withdrew before the
Stratification sartoftietrial
Tumor size (< 3.0 cm/2 3.0 cm) f——————» CMF (=0}
Age (< 50/2 50) NER Sl
ER/PGR (-~ or other)
Surgical procedure F————————— ineligible
Radiotherapy CMF (n=2)
Institutions Eligible patients  (n = 725) UFT {n=5)
' CMF (n=364)
Random assignment UFT (n=361)
Did ot receive drug
i—» administration
cMF UFT CMF (n=9)
CPA: 100 mg po days 1-14 UFT 300 mg/m?/day Analyzed patients  (n =707) UFT (n=9)
MTX: 40 mg/nv’, days 1,8 for 2 years CMF (n = 355)
FU: 500 mg/m’, days 1,8 UFT (n=352)

G28 days x 6 cycles

Watanabe, T. et al. J Clin Oncol; 27:1368-1374 2009
Watanabe, T. et al. J Clin Oncol; 27:1368-1374 2009

(A) Relapse-free survival Results of subset analysis ( UFT vs. CMF): recurrence
(B) overall survival of the total patients treated with UFT or CMF
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Impact of CMFand UFT on QOL

Efficacy of oral tegafur-uracil (UFT) as adjuvant
therapy as compared with classical cyclophosphamide,

methotrexate, and 5-fluorouracil (CMF) in early breast
cancer:

A pooled analysis of two randomized controlled trials
(N-SAS-BCO01 trial and CUBC trial)

Y. Ohashit, T. Watanabe?, M Sano?, H. Koyama 4, H. Inaji 4, T. Suzuki 4
1. University of Tokyo, 2. Hamamatsu Oncology Center,

3. Niigata Cancer Center Hospital, 4. Osaka Medical Center for Cancer and Cardiovascular
Diseases.

Watanabe, T. et al. J Clin Oncol; 27:1368-1374 2009

Method: CUBC Study design Method:N-SAS-BC—-01 Study design

" N R Diagnosis
Diagnosis N-SAS Stage I-llIA Invasive Breast cancer,
g Stage_ (IR '"?“is"’e sreast IR Histological negative axillary node,
Histological positive axillary node (1-9),
eCuBC Mastectomy, Age:20-65 years

Nuclear grade2 or 3, Age 18-75 years

Central Randomization Central Randomization
Minimization: Tumor classification(T1, T2, T3), Age (-50,51-), Minimization: Tumor size (<3.0cm/ >-3.0cm).Age (-50, 51-),
No. of lymph-node meta (1-3, 4-6, 7-9), ER (+, -, unknown) ER/PgR (-/-, other), Surgical procedure, Radiotherapy, Institutions

¥ ¥ 4 A4

CMF(+TAM)*
CPA: 65mg/n?, days 1-14 UFT+TAM CPA: 100mg po days 1-14
MTX: 40mg/n?, days 1, 8

UFT(+TAM)*
MTX: 40mg/m?, days 1, 8
FU: 500mg/?, days 1.8 UFT: 300mg/m¥/days for 2 years FU: 500mg/n, days 1.8 300mg/me/day for 2 years
28 days x 6cycles TAM: 20mg/body/day for 2 years 028 days x 6¢cycles
TAM: 20 for 2 years

“Patients whose tumors were positive for ER, PgR or both received tamoxifen for 5 years in both arm
Patient enrollment: Seﬁtembel 1996 - Jul‘ 2000 Patient enroliment: October 1996 - éﬁrll 2001
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sults: Flow Chart of Patients Accrued sults: Subset Analysis for RF

Hazard Ratio No. of Risk Reducton Test for
cusc SA o1 (59 C) Paiients I Favor of UFT In Favor of CMF nteraction
377 women enrolled 733 women enroled Al Patients 1.04(0.78 t01.40) 1057 -
7 ineligible e, years
10 ineligible 1wnh:vew consent <50 1.56(0.99 t0 2.46) a16 - 003
250 082(056 10.1.20) 641 -
367 randomized to 725 randormized to pathological tumar size
UFT 1110076 10 1.63) 740 - 070
Z3em 0.99(0.64 10 1.54) Y ——
Lymph nodes
31 Jecined protocol herapy 03 1150084 101.58) 980 - 017
w - 066(032 t0.1.37) I -
Histological Classification
invasive ductal ca.  103(0.76 10139) o75 —— o050
1057 in combined Others 139(0.49 103.97) 82 —
analys R
negaiive 130086 101.98) a7 -— 010
posiive 079(052 10 1.20) s34 [
PgR
negaiive 112074 101.69) so1 — 030
i 081(052 10127 485 —m—
529 assessed e ¢ ’ L s e o
in UFT arm 00 10 20 30 40
Hazard Ratio and 95% CI

esults: RFS accol

Conclusions

100- ER- /<50 100 ER- /50=<
:g CMF :: CME
g UFT g vET . . . . T
g gs e UFT is non-inferior to CMF in terms of inhibiting relapse of
I I 1 [N ER-positive early breast cancer.
2] ooy sson 2] —&rbaie o ) L . .
1] s osmasen o e e In particular, UFT may be more effective in patients with
PR e DTS T e YT ER-positive tumors who are 50 years or older.
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% e so_‘w
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te s
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1980 1985 1990 1995 2000 2005 2010 2015 2020 = =
NSAS-BC 01
NSAS-BC 02
N-SAS BC 02 MIVEYEHERZE, R >/ EmBE A AER
B 18Ty DAL RS —F 29 —U ARRTATSES S ERRE ULD(CPR655 5 ML
Comprehensive Support Project for Oncological Research of
Breast Cancer (CSPOR-BC) E Bg
2EADSARDBETH T —T taxane BH{OY, AC(REIZILEC) 4¥Ib+taxane 4HIMC & D
National Surgical Adjuvant Study of Breast Cancer (N-SAS-BC) 5“53’2?%%’&&% > éb"éﬁﬁf?’&
a Docetaxel 75mg/m2 1Y, paclitaxel 175mg/m2|[C&DBBND
N-SAS BC 02 EFHRERELSIDERNT .
~gs S 1) SRR ¢ Taxane 8§{Jh&, AC(EIZIZEC) 4¥{h+taxane 4¥{IhEMAIR
m)w&’é;ﬂggf‘:ﬁbﬁgﬂfﬁ1 I;P;%J)EJ% %ﬁ?ﬁb&m%b A 7IML EERER. EEEEDRELETDS,
ACIECAHIME Taxane 41 (AC—T) & Taxane SHIND Kk Docetaxe 75mg/m2¢&, paclitaxel 175mg/m2 &MAWAPY M,
B X O Paclitaxel & Docetaxel ® H# BERR. EREFVEELET D,
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Primary fiig B A TRk
AT (OFS) Stage Il EeEn ..
BHENS, BR. RERII A, ROAORLES TORM Y
L3 PPN:i] b4
Secondary [ 7401 ippp— " _%
REALEFHE (RFS) 7l
BROGERECONE 70T [ ] ] ]| Rt A
2
£ (0S) pso1 Bl | [seeseseee Bz
BRH5REZMH IR TORM > 5 ~
litaxel
AVZPD AL ER () PGR (+) =
HESR £k ITTTTITIT
EREm® docetaxel
N-sasBcoz | JO +O-)UBE N-545 BC 02 70 ~3-IViBk
f=2 N: i
Adriamycin (Epi) 60 (75) mg/m? 2* 2 design
AR Cyclophosphamide 600 mg/m2 q3wks x 4
Paclitaxel 175mg/m? 3wk x 4 AEC  Paclitaxel AE)C  Docetaxel
Adriamycin (Epi) 60 (75) mg/m?
BE: Cyclophosphamide 600 mg/m2 q3wks x 4
Docetaxel 75 mg/m2 g3wks x 4 Paclitaxel Docetaxel
CH#t Paclitaxel 175 mg/m? q3wks x 8
D Docetaxel 75 mg/m? g3wks x 8
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