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Background

® Women with estrogen receptor-positive (ER+) metastatic breast
cancer (mBC) generally have a longer survival time compared with
women with ER—tumors.'

m Addition of capecitabine (C) to docetaxel (D) has been shown
to increase time to disease progression, overall survival (OS), and
objective tumor response compared with D alone. However,
correlation by treatment between outcome and ER status has
not been investigated.®

B An exploratory analysis was conducted to describe the correlation
between survival and ER status among patients with mBC treated
with C + D.

Methods

m This analysis used data from an open-label, randomized, phase Il trial
of C + D versus D alone in patients with advanced and/or mBC.®

m Prior treatment with an anthracycline was required; prior paclitaxel
but not docetaxel was permitted.

m Patients were randomized to 2 |-day cycles of either C 1250 mg/m?
BID on days |-14 + D 75 mg/m? on day | or D 100 mg/m? on day |.

m Survival analysis was used to investigate the effect of baseline ER
status of the primary and metastatic tumors on OS.

m ER status was defined as positive if any tumor tested positive,
negative if there was at least | negative test, or unknown.

m Logistic regression was used to investigate the effect of baseline
ER status on clinical benefit and objective response.

Results

Demographics

m Among 506 intent-to-treat patients (randomized, received > dose),
ER status was identified in 356: C + D, 90 ER+ and 88 ER— D alone,
95 ER+ and 83 ER—.

m Groups were generally comparable by ER status and treatment at
baseline (Table 1), except that time since diagnosis (median 1414 vs
678 days) and from diagnosis to recurrence (median 888 vs 549 days)
were significantly longer in ER+ compared with ER— patients, respectively.

Table I. Patient Demographics at Baseline
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Table 2. Statistical Analysis of Treatment Effect on Overall Survival by Estrogen Receptor (ER) Status

ER+ ER- c+D D
c+D D c+D b ER OS median, 0S8, median, P HR¢
(n =90) (n=95) (n=88) (n=83) Status N n(%) d (range) N n (%) d (range) Value® (95% CI)
Age () ER+ 73 5385 379 065
Mean + SD 537+ 106 530 ¢ 101 533+ 103 510+ 1034 PGy soesd) % B 0007 47089
Range 27-79 28-75 28-74 2971 R 75 325 00 090
Body mass index (kg/m?) n=89 n=94 n=88 n=82 B s (93460 B TIED e 0308 065124
Mean + SD 259+ 50 267 +6] 26954 266+59 P
Range 16.1-416 156:504 16.1-434 162:503 ooled | j7g 148 9 178155 (87.1) 63 0023 077
@) (387-5210) (298-381) (062097)
Tumor size
C, capecitabine; Cl, confidence interval; D, docetaxel.
<2em 17 (189%) 17 (17.9%) 9(102%) 13.(157%) N =Total number of patients; n = number of deaths.
25 @ 43 (47.8%) 54 (56.8%) 45 (51.1%) 48 (57.8%) P value = treatment difference in overal survival (OS) based on log-rank test.
“Hazard ratio (HR) based on Cox regression, with D as the reference group.
>5cm 11(122%) 9 (9.5%) 18 (205%) 11(133%)
Not resected 2@ T SE7Y HEED Figure. Survival Distribution Function by Treatment
Number of positive
axillary lymph nodes ER+ Patients ER- Patients
21 (233%) 21 (22.1%) 22 (250%) 20 (24.1%)
13 27 (300%) 27 (284%) 19 21.6%) 25 (30.1%) o eovmann R o o
24 29 (322%) 30 (316%) 30 (34.1%) 28 (33.7%) o s e
0
Predominant site of disease
Bone 1 (1.19%) 5(5.3%) 3 (34%) 5 (6.0%) £ 06 5
Soft tissue 14 (15.6%) 18 (189%) 19 21.6%) 16 (193%) E E
Visceral 75 (833%) 72 (758%) 66 (750%) 62 (747%) fu H
Number of metastatic sites
Mean + SD 37+18 38+ 17 3317 37+18 o
Range 19 19 -8 -8
0
Time since diagnosis (d) S S S O S
Median 1472 1328 7265 654 T a9 -
Range 957324 76-8976 86-5898 79-5290
Time from diagnosis
e g T Lo P
Median 9950 8230 5105 6160 (PR) Status Stratified by Estrogen Receptor (ER) Status
Range 2455111 151-4484 79-5168 131-4990 c+D D
Kamofsky score n=287 n=9 n=87 n=82 PR OS median, OS, median, P HR
Mean (SD) 880495 863499 884 £ 96 86+ 102 oo |0 0@ dEE) N o deEm) | Vo @E5Er
Range 70-100 70-100 70-100 70-100 ER+
C. capecitabine; D, docetaxel ER. est Pt
N " 7 3182 445206132 951G 27i7:59 0087 043;37 ?9053
Overall Survival (842) (442632 (274-458) (0:478-1.053)
. . L. - PR— 24 8 677.5 20 18 (900) 487 0095 0573
® In the ER+ group, unadjusted median OS was statistically significantly 750)  (475-876) : (321-662) ) (0296-1.111)
longerin C + D versus D patients (538.5 vs 379 days) (hazard ratio Pooed | o :l&s 45594557 B 292277 0025 04;;:209 .
[HR] = 0.65, 95% confidence interval: 0.47-0.89) (Table 2, Figure). Bl e ¢ ) (04850259)
ER-
m In the ER- group, statistical testing between C + D versus D alone = 5 =] G o
o . . . 8 13 10 (76.9) 0693
was not significant, atthough numerically, the median OS in C + D 625 (302-N/A) (239-1084) (0268-2402)
patients was longer than in D patients (Table 2, Figure). PR- w 0 395 0 52(867) B0 0246 079
o ] _ ©33)  (293507) (198-358) (0539-1.173)
m Within the ER+ group, a numerical trend towards longer median OS T 5 0 oo o0 oo T
was seen in C + D patients regardless of progesterone receptor (PR) ©09)  (310:507) ’ (236:371) : (0574-1.188)

status (HR = 0.709 for C + D vs D in ER+/PR+ patients; HR =
0.573 in ER+/PR~ patients) (Table 3).

C, capecitabine; D, docetaxel, HR hazard ratio,
+95% confidence intervals (CI) for Kaplan-IMeier estimates are based o a sign test (Brookmeyer and Crowey, 1982).

Cox regression model includes a single covariate for PR status group, stratified by ER status and randomized treatment. Patients with ER status
but not PR status are excluded from this analysi.

Clinical Benefit and Objective Response

m A numerical trend in clinical benefit (complete response + partial
response + stable disease) in ER+ and ER- patients favored C + D
(Table 4).

m A numerical trend in objective response (complete response +
partial response) in ER+ and ER— patients favored C + D. The trend
was larger in ER+ patients (Table 5).

Table 4. Logistic Regression Results Modeling Clinical Benefit by ER Status

Clinical
Benefit*
Yes No OR P
Covariate Treatment N N (%) N (%) (95% CIy Value®
ER+ c+D 83 75 (904) 8(9.6) 1.87 (075-4.69) 01785
D 90 75 (833) 15 (167)
ER- c+D 84 69 (82.1) 15 (179) 176 (083-372) 01418
D 76 55 (724) 21 (276)

*Clinical benefit consists of complete response, partial response, and stable disease. Percentages are out of number of patients within each
covariate level.

©Odds ratios (OR),confidence intervals (C1), and P values are from a logistc regression model by ER status with a single covariate of treatment:
modeling the probabilty of clinical benefit. Missing data are excluded

Table 5. Logistic Regression Results Modeling Objective Response by Estrogen Receptor (ER) Status

Objective
Responses*
Yes No OR P
Covariate  Treatment N N (%) N (%) (95% Cly Value
ER+ c+D 83 40 (482) 43(518) 177 (096,326) 00673
D 0 31 (344) 59 (65.6)
ER- c+D 84 33(393) 51 (607) 132 (0:69.253) 04015
D 76 25 (329) 51 (67.1)

* Objective response consists of complete response and partial response. Percentages are out of number of patients within each covariate level,
£ Odds ratios (OR), confidence intervals (C1), and P values are from a logistc regression model by ER status with a single covariate of treatment.
modeling the probabilty of objective response. Missing data are excluded.

Safety
m An adverse event (AE) was the reason for withdrawal in 25/79
(31.6%) and 20/88 (22.7%) ER+ and 27/92 (29.3%) and 18/79
(22.8%) ER— patients who received C + D versus D, respectively.
m A severe AE occurred in 64/79 (819%) and 64/88 (73%) ER+ and
75192 (82%) and 51/79 (65%) ER— patients who received C + D
versus D, respectively (Table 6).
— Hand-foot syndrome was the most common AE experienced
by patients in the C + D group, while febrile neutropenia was
the most common in the D group.

Table 6. Severe Adverse Events

ER+ ER-
c+D D c+D D
Severe Adverse Event (=79 (n=88) (n=92) (=79
Hand-foot syndrome 25 (32%) 22%) 22 (24%) 0
Febrile neutropenia 12 (15%) 20 (23%) 18 (20%) 18 (23%)
Neutropenia 14 (18%) 10 (11%) 12 (13%) 11 (14%)
Diarrhea 13 (16%) 5 (6%) 11 (12%) 5(6%)
Stomatitis 15 (19%) 3(3%) 12 (13%) 2(3%)
Nausea 10 (13%) 1(1%) 5 (5%) 2(3%)
Asthenia 4(5%) 10(11%) 7 (8%) 6(8%)

C. capecitabine; D, docetaxel; ER, estrogen receptor:

Summary

m |n the ER+ group, the unadjusted median OS was statistically
significantly longer in C + D versus D patients (538.5 vs 379.0 days)
and was unaffected by PR status.

m A numerical trend in ER— patients favored the C + D versus D group;
however, this effect was not statistically significant and was less
pronounced than in ER+ patients.

m Limitations of this trial include:
— Post-hoc analysis.
— Treatment groups not randomized by ER status.
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