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Could the hand-foot syndrome after capecitabine treatment be
associated with better outcome in metastatic breast cancer patients?

MEVLUT KURT!, SERCAN AKSOY? & NILUFER GULER?

' Department of Internal Medicine, Hacettepe University Faculty of Medicine, Ankara, Turkey and *Institute of Oncology,
Department of Medical Oncology, Hacettepe University Faculty of Medicine, Ankara, Turkey

To the Editor

Hand-foot syndrome (HFS) is the most commonly
reported adverse effect of capecitabine in metastatic
breast cancer (MBC) patients, ultimately requiring
either dose reduction or extension of interval be-
tween cycles or discontinuation of treatment. A
negative effect on survival has not been reported in
patients in whom doses were decreased due to HFS,
and similarly, HFS has no known effect on the
prognosis [1-5]. We conducted a retrospective study
to determine any effects of HFS on the course of
disease in patients with MBC who were given
capecitabine between December 2001 and Decem-
ber 2005. A total of 94 women were included in the
final analysis. The median age was 50.5 years (range
32-83), and 93% of the patients had previously
received anthracycline and taxane containing che-
motherapy protocols. Seventy-seven patients had
been given 5-fluorouracil. The median period from
the time of diagnosis with breast cancer and capeci-
tabine administration was 4.2 years (range 0.6—
21.9). Most patients (42%) had Stage III disease
at diagnosis, and while 51 patients had received <2
different chemotherapy regimens, 43 patients had
>2 regimens administered. Capecitabine, given
every three weeks at a dose of 2500 mg/m?/day for
14 days, was utilized medianly as a 3™ line che-
motherapy regimen (range 1-9), with a median of
six cycles (range 2-24). The median number of
capecitabine cycles was 6 (range 2-24) in HFS
group and 5 (range 2-22) in other group (p=
0.014). The overall response rate was 51% (4%
complete response and 47% partial response), while

progressive and stabile disease rates were 21% and
28%, respectively. The median overall survival was
17.5 months (95% CI: 11.7-23.3) and the median
progression free survival (PFS) was 6.7 months
(95% CI: 4.9-8.6). Fifty-five of the 94 patients
(59%) developed HFS, while adverse reactions
requiring dose reduction occurred in 31% of pa-
tients. In those who developed HFS, 42% had grade
3 toxicity. Their median PFS was 7.1 months (95%
CI: 5.3-8.9), when compared to the 4.3 months
(95% CI: 2.2-6.4) in those who did not have HFS
(p =0.058) (Figure 1). The difference in overall
survival between the two groups, however, was
insignificant (Table I). Patients with grade 1-2
HFS had a median PFS of 6.4 months (95% CI:
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Figure 1. Progression Free Survival.
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Table I. Patient characteristics.

Hand-Foot Syndrome

present not present
n=>55 n=39 P
Median age in years (range) 53 (33-83) 48 (32-69) 0.48
HFS grade 1-2 32 (58%)
grade 3 23 (42%)
Dose modification due to toxicity

Yes 26 (47%) 3 (8%)

No 29 (53%) 36 (92%) <0.001*
Previous median chemotherapy lines (range) 3 (1-9) 3 (1-6) 0.37
Median number of capecitabine cycles (range) 6 (2-24) 5 (2-22) 0.014*
Progesterone receptor

Positive 27 (61%) 7 (25%)

Negative 17 (39%) 21 (75%) 0.003*
Previous 5-FU

Yes 41 (75%) 36 (92%)

No 14 (25%) 3 (8%) 0.027*
Tumor response to capecitabine

Complete response 4 (7%) 0 (0%)

Partial response 28 (51%) 16 (41%)

Stable disease 16 (29%) 10 (26%)

Disease progression 7 (13%) 13 (33%) 0.047*
Median progression free survival (months) 7.1 4.3 0.058*

HFS grade 1-2 6.4 -

HFS grade 3 8.4 - 0.107
Median overall survival (months) 22.4 17.5 0.72

HFS grade 1-2 16.0 -

HFS grade 3 29.4 - 0.023*

4.8-8.0), while the median PFS for those with
grade 3 HFS was 8.4 months (95% CI: 5.7-11.1,
p =0.107). The median OS in the grade 3 group was
also significantly higher when compared to those
with grade 1-2 HFS (29.4 vs 16.0 months, p=
0.023). HFS occurred more often in progesterone
positive patients and in those who had not previously
received 5-FU. There was no significant difference
between the two groups with regards to menopausal
status, age, stage of the disease, presence of estrogen
receptor, c-erb B2, site and number of metastasis,
and chemotherapy or hormone therapy administered
before capecitabine. These results suggest that HFS
may be a valuable tool that could help us to evaluate
and monitor the efficacy of capecitabine. However,
our understanding of HFS etiology remains limited,
and more studies are required before we can draw
any conclusions or make recommendations regard-
ing its value in the clinical use of capecitabine [1].
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