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Evidence Literacy

Literacy
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Smith I, et al : Lancet 369: 29-36, 2007

Romond EH, et al : N Engl J Med 353 :1673-1684, 2005 AREVILES> C:AD0KR77E P R7IZEEIL
Slamon DJ, et al : SABCS, 2006 D: ke4#*til C: hiLK2FF> H h—t2F>

SEMAYI0Y -8~

ASCO, Scientific Session, May 16, 2005

FIRST RESULTS OF
THE HERA TRIAL

A randomized three-arm multi-centre comparison of:
1 year Herceptin®
2 years Herceptin®
or no Herceptin®
in women with HER-2 positive primary breast cancer who
have completed adjuvant chemotherapy

Martine J. Piccart-Gebhart, MD, PhD on behalf of:

The Breast International Group (BIG), NON-BIG participating groups,
Independent sites, F. Hoffmann — La Roche Ltd.

NPO;E A DA TEERE 2010/8/6




F10 NABRS THRES NPO;E N MAIEERE 2010/8/6

ACCRUAL: 5090 WOMEN
478 centers from 39 countries (2002-2005)

NORDIC EASTERN
4 OUNTRI EUROPE:

8BS
=
-

HERA TRIAL DESIGN

Women with HER-2 POSITIVE invasive
breast cancer IHC3+ or FISH+ centrally confirmed

-

Surgery + (neo)adjuvant chemotherapy (CT) + radiotherapy
i B

Stratification

Nodal status, adjuvant CT regimen, hormone receptor status and endocrine therapy, age, region
Randomization

Trastuzumab Trastuzumab
8 mg/kg = 6 mg/kg 8 mg/kg > 6 ma/kg Observation
3 weekly x 2 years 3 weekly x 1 year
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DISEASE-FREE SURVIVAL

; 1 year trastuzumab
% alive

and
disease free f
Observation

2-yr
Events DFS % HR [95% CI] p value

127 85.8 0.54 [0.43,0.67] <0.0001
220 77.4

5 10 15 20
Months from randomization

1694 1472 1067 629 303
1693 1428 994 580 280
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Slamon DJ, et al : SABCS, 2006 D: Re#*tIl C: hILR2FF> H h—&2F>

l

ERARYI0Y -t)h- D

I~



F10 NABRS THRES NPO;E N MAIEERE 2010/8/6

Doxorubicin and Cyclophosphamide
Followed by Paclitaxel
with or without Trastuzumab
as Adjuvant Therapy for Patients with
HER-2 Positive Operable Breast Cancer

Combined Analysis of
NSABP-B31/NCCTG-N9831

Romand EH et al.

Disease-Free Survival

N Events
AC->T 1679 261

HR=0.48, 2P=3x1012

2 3 4 5
Years From Randomization B31/N9831
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B-31/N9831 Survival

N Deaths
1 AC>T 1679 92

HR=0.67, 2P=0.015

1 2 3 4 5
Years From Randomization B31/N9831

20054 ASCO
i trastuzumab OB FHFR

HERA trial
NCCTG9831 trial & NSABP B-31 trial D#i&fR4T

ARERES
standing ovation (f§YZ5MDIBFIEX. AIEX)
FRE

HERFSRIENew England Journal of Medicine
2005F 108208 SICiBS
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e NEW ENGLAND I ]
JOURNAL of MEDICINE ' '

Trastuzumab plus Adjuvant Chemotherapy
for Operable HER2-Positive Breast Cancer

Trastuzumab after Adjuvant Chemotherapy
in HER2-Positive Breast Cancer

CDKDIC
ImpactD R E/RERRFAEBRBAEDE SN ICHE

1T IEXBYXT i KE COREF006E 115

trastuzumabfifi&{EAFREGRAS FiitE | KN TOER0065113
BARTORFR20075058

RS NE BN\ DREIEIXT

xUiREE (O ~O—)LEF) FE(CtrastuzumabDfEMA
Ziashd
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Articles

2-year follow-up of trastuzumab after adjuvant
chemotherapy in HER2-positive breast cancer: a randomised

controlled trial

Figure 1

Diagnosis

f HER2-positive if

!

Primary treatment

both, with or without radiation therapy

it

Confirmation of HER2-positive breast cancer (IHC 3+ or FISH+ by central review laboratory)

and LVEF255% after primary treatment

v

Randomisation

v

2years of
trastuzumab

Initial dose 8 mglkg,
maintenance dose 6 mg/kg
every 3 weeks for 2 years

1701 patients

1year of
trastuzumab

Initial dose 8 mg/kg,
maintenance dose 6 mg/kg
every 3 weeks for 1year

1703 patients

'

i

2 year median follow-up
(range 0-48 months)

2 year median follow-up
(range 0-49 months)

1

1

No further data released by
the independent data
monitoring committee

Patients continue treatment
and follow-up as planned

218 disease-free survival
events, 59 deaths

Patients continue treatment
and follow-up as planned

Observation alone

1698 patients

NPO;E A DA TEERE 2010/8/6

321 disease-free survival
events, 90 deaths

861 patients chosen to
start trastuzumab

Source:
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Figure 2

(DOI:10.1016/S0140-6736(07)60028-2)

XUBBEt (O ~O—ILEE) EEIC
trastuzumabDERERDOICHER

2005858168
B8 B 2year DFS |Hazard Ratio 0.54

95% CI 0.43-0.67

X1BREf 1693 220 77.4
p-value <0.0001

SAEREY 1693 127 85.8

2006 F58158 D TXIREED S B 86 LEHIN trastuzumabBSIC 21 v F

3 year DFS analysis ITT Censored
SiBBEE  74.3 Hazard Ratio 0.64 0.63
95% Cl 0.54-0.76  0.53-0.75

sNE%E¥ 80.6 p-value <0.0001  <0.0001
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| T T analysis

Intent To Treat Analysis

HEDETE (Intent) ER VD DBEFEE=TT2E LT
BBEZURD >EEBE. MDEEZZIICEEE
D DIFSNTZINTOEMZXNRE UTIT DR

L\ Tc &R DR
ItTa Tori

Intent To Treat Analysis
VS.
Censored Analysis

ITT analysis
O ETIEIDNITIZRFE UCERTZ1TD

CDZETIE -

trastuzumablZ 21w F UTIZ861BI &XuiBE & U CRENTT D
ZDHRER -

XYEREE DA trastuzumabDBEENREBCEBNSEND
2. BENROEPINESLED
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Intent To Treat Analysis
VS.
Censored Analysis

Censored Analysis

trastuzumab}8&E(IC X1 v F UREKRT IiI540 |
(censored)& UCERITT D

ITTERITICLEAN :
XPEREF T R v FEDtrastuzumabDEEZHIFT D ENTED

FEBIENED C EICTRDICHMTFRREDMMER T D
= ENBDRDIDICENSNEE > TCUEIBIS —DIREMNERD

20064E5 A 158 OB R THO RN

Jisease-free survival (%

3 year DFS analysis ITT Censored
= Hazard Ratio 0.64 0.63
<00 iﬁfﬁ 80'6} 6.3% |95%Cl 0.54-0.76 0.53-0.75
XyIREE 743 p-value <0.0001 <0.0001
T T T

Numbers at risk
b

Trastuzuma

Q8 639
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20064E5 A 15 H OB S TOEHT
% s
i E— year's treatr f b
r: —. —_— rvati al
5 —‘ 3 year OS analysis ITT Censored
| - Hazard Ratio  0.66 0.63
20} jﬁfﬁ 92.4 } 2 7% | 95%Cl 0.47-0.91 0.45-0.87
- XUiREE 897 p-value 0.0115 0.0051
T | T T | 1
) 18 30 :
Months from rand t
Numbers at risk
Trastuzumab 1703 1627 1498 1190
Observation 1698 1608 1453 1097 711 366

M&/\—TF > DOYPE
- BEARBRMR -
o BRERINHIZNER (HR : 0.5)

o FE_XRINHIZNER (HR : 0.67)
DMEHIDERKFHER CRRIISNIZ,

o HER2BRIRIRZE I IAN ARSI, MiiEEE
EUTRBHICERTINETTHD.
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DFS BENEFIT IN SUBGROUPS
HR: 1 year trastuzumab vs observation

All
Nodal status
Any, neo -adjuvant chemotherapy
0 pos, no neo -adjuvant chemotherapy
1-3 pos, no neo -adjuvant chemotherapy
24 pos, no neo -adjuvant chemotherapy
Adjuvant chemotherapy regimen
No anthracycline or taxane
Anthracycline, no taxane
Anthracycline + taxane
Receptor status/endocrine therapy
Negative
Pos + no endocrine therapy
Pos + endocrine therapy
Age group
<35yrs
35-49 yrs
50-59 yrs
260 yrs
Region
Europe, Nordic, Canada, SA, Aus, NZ
Asia Pacific, Japan
Eastern Europe
Central + South America

Favors 1 Favors
trastuzumab observation

SHRHENDERATE

Risk Difference = Absolute Risk Reduction

806-743= 6.3%

Hazard ratio analysis ITT Censored
Hazard Ratio 0.64 0.63
95% CI 0.54-0.76  0.53-0.75

ERARI0Y -t)h- ED =
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Hazard Ratio
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Risk Difference
Absolute Risk Reduction

Q@ AERMEAWIAIXNC FGREF2 &35 %KL
ToRHREHBIGET 3,
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