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Study Design

ACP
Doxorubicin 60 mg/m2

Cyclophosphamide 600 mg/m2

ACP

Paclitaxel 175 mg/m2

m
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ACD

eligible

ti t

Docetaxel 75mg/m2

ra
n

d
o

m

PTX

patients

! Pts with breast-conserving 

surgery received radiotherapy.

! Pts with hormone-receptor-

positive BC received 20 mgDTX positive BC received 20 mg 

TAM  or an AI for 5 years.
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DTX
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weeks
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" Primary endpoint

#Disease free survival (DFS)

" Secondary endpoints" Secondary endpoints

#Recurrent free survival (RFS), Overall 

survival (OS)survival (OS),

#CIPN (Chemotherapy-Induced Peripheral 

N th ) HRQOL (H lth R l t dNeuropathy), HRQOL (Health-Related

Quality Of Life), Incidence and severity of 

d t t ff tiadverse events, cost-effectiveness
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Patient based Physician basedPatient-based Physician-based

PNQ* NCI-CTC (Version 2.0)

(Patient Neurotoxicity 

Questionnaire)
(Neuro-sensory & Neuro-motor)

FACT/GOG Ntx** PNEF***FACT/GOG-Ntx**

(Functional Assessment of Cancer 

Therapy-Neurotoxicity)

PNEF***

(Physician Neurotoxicity 

Examination Form)Examination Form)

* Hausheer, et al., Semin Oncol 2006, Shimozuma, et al., 2004 SABCS

**Calhoun, et al., Int J Gynecol Cancer 2003, , y

***Developed by Hausheer, et al
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Patient Neurotoxicity Questionnaire (PNQ)

$$$$$Item

1

I have severe 

tingling, pain or 

numbness in my 

I have moderate 

to severe tingling, 

pain or numbness 

I have moderate 

tingling, pain or 

numbness in my 

I have mild 

tingling, pain or 

numbness in my

I have no 

numbness,

E*D*CBA1.

hands or feet. It 

completely 

prevents me from 

doing most 

in my hands or 

feet.  This 

interferes with my 

activities of daily 

hands or feet.  

This does not

interfere with my 

activities of daily 

numbness in my

hands or feet.  

This does not

interfere with my 

activities

pain, or  

tingling in 

my hands or 

feet.

$

E*

$

D*

$

C

$

B

$

A

Item

2.

I have severe
I h dI h dI h ild

activities.living.living.
activities.

I have severe

weakness in my 

arms or legs.  It 

completely 

prevents me from

I have moderate to 

severe weakness 

in my arms or legs.  

This interferes 

ith ti iti

I have moderate

weakness in my 

arms or legs.  This 

does not interfere

f ti iti f

I have mild

weakness in my 

arms or legs.  

This does not

i t f ith

I have no 

weakness in 

my arms or 

l
prevents me from

doing most 

activities.

with my activities

of daily living.

of my activities of

daily living.

interfere with my 

activities.

legs

*Patients answering D or E provided additional information on specific Activities of 

Daily Living (ADL’s) that were affected.
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HRQOL¾¿HRQOL¾¿

" General HRQOL

#FACT-G (Functional Assessment of#FACT-G (Functional Assessment of 

Cancer Therapy)

" Disease-specific HRQOL

#FACT-Taxane (FACT/GOG-Ntx)

" Utility index

#EQ-5D
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FACT-GjÀÁ

Scale ItemScale Item

Physical Well-Being PWB 1 to 7

Social/Family Well-Being SWB 8 to 14

Emotional Well-Being EWB 15 to 20

Functional Well-Being FWB 21 to 27
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QALYjÐÑ

QALYs ! Q " L#QALYs ! Q H " L H

H

#

H ?@ABC

QH?@ABCH+;Quality Weight(Full health=1, 

Dead=0*

L @ABCH+;012DLH?@ABCH+;012D

1QALY?EFG@ABC+01H:12
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CIPN+HRQOL,-./012CIPN+HRQOL,-./012

Baseline Cycle 3 Cycle 5 Cycle 7 7 months 12 months

AC x 4

AC -> 

Taxane 

arms Docetaxel x 4

Paclitaxel x 4AC x 4

AC x 4arms

Taxane 

arms Docetaxel x 8

Docetaxel x 4

Paclitaxel x 8

CIPN d HRQOL t bt i d t b li 3 d 5th &

Docetaxel x 8

 CIPN and HRQOL assessments were obtained at baseline, 3rd, 5th & 
7th cycle, and 7 and 12 months after starting adjuvant treatment.
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Shimozuma K, et al

Support Care Cancer, 2009

34+56,78,9:;

34 34

34+56,78,9 ;

0 1 2 3 4

NCI-CTC-sensory

0 1 2 3 4

NCI-CTC-motor

34 34

A(0) 489 38 0 0 0

B(1) 432 252 4 0 0

A(0) 492 5 1 0 0

B(1) 701 37 2 0 05
6

5
6

C(2) 113 171 5 0 0

D(3) 44 66 11 3 1

-s
e
n
s
o
ry C(2) 231 17 3 0 0

D(3) 62 10 5 1 0

Q
-m

o
to

r

E(4) 9 1 0 0 0

P
N

Q
-

E(4) 9 0 0 0 0P
N

Q

Kappa=0.16 Kappa=0.02

• PNQ scores distributed between A and E (full range), while NCI-CTC scores 

i l di t ib t d b t 0 d 1

pp pp

mainly distributed between 0 and 1.

Shimozuma K, et al, Support Care Cancer 2009 14

Disease-free Survival (DFS)
Summary of events (DFS)100 Summary of events (DFS)

ACP ACD PTX DTX

No. of pts 260 258 261 260

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

100

90

80

70

b
a

b
ili

ty

Hazard ratio (AC + a taxane as standard) 1.19

90.3% CI 1.00 - 1.41

p value 0.31

Hypothesis 2: Whether PTX or DTX is more effective

70

60

50

P
e

rc
e

n
t 
P

ro

ACP

ACD
Hazard ratio (PTX as standard) 0.74

95.2% CI 0.60 - 0.91

p value 0.0037

Comparison of four arms (DFS<Time from randomization (year)

0

0 1 2 3 4 5 6 7

40

P

PTX

DTX

Comparison of four arms (DFS<

ACP ACD PTX DTX

Hazard ratio

95= CI
reference 

0.89

0.66-1.20

1.40

1.06-1.84

0.86

0.64-1.17

ACP
ACD
PTX
DTX

Time from randomization (year)
260
258
261
260

239
246
239
237

220
225
203
218

197
205
178
201

184
186
162
187

150
156
134
165

105
117
94

114

64
67
45
70

patients at risk

100100 100
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0
0 1 2 3 4 5 6 7

0
0 1 2 3 4 5 6 7

60
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P
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ACD+DTX

ACP+PTX

HR0.74 (95.2%CI:0.60-0.91)

60

50

40

P
e
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n

AC Taxane

Taxane

HR1.19 (90.3%CI:1.00-1.41)

DTX

PTX

patients at risk

0 1 2 3 4 5 6 7
Time from randomization (year)

518

521

483

478

443

423

406

375

373

346

319

284

231

199

137

109

AC Taxane

Taxane

patients at risk

0 1 2 3 4 5 6 7
Time from randomization (year)

518

521

485

476

445

421

402

379

370

349

306

297

222

208

131

115
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Overall Survival (OS)

Summary of events (OS)

ACP ACD PTX DTX

100

ACP ACD PTX DTX

No. of pts 262 263 263 261

Hypothesis 1: 

A taxane alone is not inferior to AC + a taxane

90

80

70

b
a

b
ili

ty

A taxane alone is not inferior to AC + a taxane

Hazard ratio

(AC + a taxane 

as standard)

1.06

ACP

70

60

50rc
e
n
t 
P

ro

90.3% CI 0.83 - 1.36

p value 0.14

Hypothesis 2: 
0

ACP

ACD

PTX

DTX

50

40

P
e

r

Whether PTX or DTX is more effective

Hazard ratio

(PTX as 

standard) 

0.73

ACP

Time from randomization (year)

262 256 248 235 222 187 139 84

0

0 1 2 3 4 5 6 7

)

95.2% CI 0.54 - 0.98

p value 0.035

ACP
ACD
PTX
DTX

262
263
263
261

256
258
259
258

248
250
248
248

235
241
229
239

222
226
214
230

187
195
183
202

139
151
130
144

84
88
70
91

ti t t i kpatients at risk

Watanabe T, et al    2011 SABCS 



PNQ scores
Shimozuma K, et al

Support Care Cancer, 2012
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Baseline Cycle 3 Cycle 5 Cycle 7 7 Months 1 Year

72              69                 68                  67               60               58 
(0.9)          (0.6)            (1.1) (0.9)           (0.7)          (0.9)

69              70                 66                  64               64               53

ACP

ACD

No. of patients

(Standard Deviation)

69 68                 66                 66               56               56
(0.8)           (0.6)             (1.0)              (0.9)            (0.8)           (0.8)

69 68                 63                 61               60               52

ACP

ACD

No. of patients

(Standard Deviation)

Baseline        Cycle 3       Cycle 5      Cycle 7     7 Months      1 Year
Baseline        Cycle 3       Cycle 5      Cycle 7     7 Months      1 Year

(0.7)           (0.8)             (0.8)              (0.8)            (0.7)           (0.6) 

70              70                 67                  65               63               57 
(0.9)           (0.9)             (0.8)              (0.8)            (0.8)           (0.8) 

69 70                 72                  67               66               56 
(0.7) (0.9)             (1.0)              (1.0)            (1.0)           (0.9) 

ACD

PTX

DTX

(0.6) (0.6)             (0.8)              (0.8)            (0.8)           (0.6)

69 70                 62                 61               59               52
(0.9) (1.0)             (0.9)              (0.9)            (0.8)           (0.6)

68 69                 70                 63               62               54
(0.8) (0.8)             (1.0)              (1.0)            (0.9)           (0.9)

ACD

PTX

DTX
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Baseline                         Cycle 3                             Cycle 5                         Cycle 7         7 Months                         1 Year

Support Care Cancer, 2012

No. of patients

(Standard Deviation)

ACP

ACD

72     70 68 67                                     60 58 
(15.1) (14.2) (16.7) (16.4) (14.5) (15.8)

71 71 66 64 65 55 
(13 9) (16 1) (15 5) (15 4) (13 8) (13 4)

y y y

DTX

PTX

(13.9) (16.1) (15.5) (15.4) (13.8) (13.4)

72 71 68 66 63 56 
(15.5) (14.3) (15.2) (14.6) (14.8) (14.3)

69 71 73 67 68 58 
(14.2) (13.3) (15.2) (15.3) (13.0) (14.2)18

FACT/GOG-Ntx subscale scores
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Baseline                         Cycle 3                             Cycle 5                         Cycle 7         7 Months                         1 Year

Support Care Cancer, 2012

y y y

No. of patients

(Standard Deviation)

ACP

ACD

74     70 69 67                                     60 58 
(1.7) (2.1) (6.2) (6.6) (6.5) (4.3)

72 72 67 65 65 56 
(2 3) (3 6) (4 1) (5 5) (5 9) (4 4)

DTX

PTX

(2.3) (3.6) (4.1) (5.5) (5.9) (4.4)

75 70 66 66 64 56 
(4.1) (5.8) (6.2) (5.9) (6.1) (4.8)

72 71 73 67 68 58 
(2.2) (4.7) (6.7) (6.3) (6.9) (5.2)19

EQ-5D scores

Shiroiwa T, et all   Value in Health, 2011
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