Journal of
Breast
Cancer

ORIGINAL ARTICLE

] Breast Cancer 2011 February; 14(S): S44-9

DOI: 10.4048/jbc.2011.14.5.544

Toxicity and Tolerability Study of Adjuvant TAC Regimen Chemotherapy in

Korean Patients with Breast Cancer

Hee Doo Woo, Hyung Soo Kim, Ji Hyoun Lee, Hyuk Moon Kim, Sun Wook Han, Sung Yong Kim, Cheol Wan Lim,

Min Hyuk Lee

Department of Surgery, Soonchunhyang University College of Medicine, Seoul, Korea

Purpose: Recent randomized phase llI trial by the Breast
Cancer International Research Group (BCIRG 001) showed
that docetaxel plus doxorubicin and cyclophosphamide (TAC)
is superior to fluorouracil plus doxorubicin and cyclophos-
phamide (FAC) as adjuvant chemotherapy for node-positive
operable breast cancer. Unfortunately, TAC was clearly
more toxic than FAC not only with respect to neutropenic
fever events, but also with respect to many extrahematol-
ogical side effects. The aim of this study was to evaluate
the toxicity and tolerability of Korean patients with breast
cancer treated with TAC. Methods: This study was con-
ducted on 80 patients with breast cancer who underwent
primary surgery at the Department of Surgery in Soonchun-
hyang University (4 affiliated hospitals) from October 2005
to October 2008. The patients received 480 courses consist-
ing of TAC (75/50/500 mg/m?, every 3 weeks for 6 cycles)
without prophylactic granulocyte colony-stimulating factor
(G-CSF). Toxicity was graded according to the National
Cancer Institute Common Toxicity Criteria version 3.0.

Results: The main toxicities were hematologic (neutropenia
grade 3/4 in 98.8% of patients and 92.3% of cycles; febrile
neutropenia in 42.5% of patients and 16.0% of cycles). No
cases of septic death occurred. The peak time of occur-
rence for febrile neutropenia was 7-10 days after receiving
chemotherapy (mean duration, 2.05 days). Severe nonhema-
tologic adverse events were as follows: myalgia (30.0%),
neurotoxicity (17.5%), fatigue (16.3%), stomatitis (12.5%),
and nausea (11.3%). Conclusion: An adjuvant TAC regimen
without prophylactic G-CSF was tolerable in Korean patients
with breast cancer. Although most of the patients developed
neutropenia, the nonhematologic toxicities (cardiac toxicity)
were tolerable. Further studies on prophylactic G-CSF use
to assess the contribution to reduced hematologic toxicities
are required in Korean patients with breast cancer.
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Table 1. Clinical characteristics of patients (n=80)

Characteristics No. (%)
Age (yr)* 43.3 (28-63)
Menopausal status

Premenopausal 50 (62.5)

Postmenopausal 30(37.5)
T stage

T 27(33.7)

T2 42 (52.6)

T3 11(13.7)
Nodal status

N1 45 (56.3)

N2 24(30.0)

N3 11(13.7)
Hormonal receptor status

ER+ and/or PR+ 60 (75.0

ER- and PR- 20 (25.0)
Operation

Modified radical mastectomy 50 (62.5)

Skin sparing mastectomy 4(5.0)

Breast conserving surgery 6 (32.5)

ER=estrogen receptor; PR=progesterone receptor.
*Value represents mean age (range).

Hee Doo Woo, et al.

Bl ek on Bk AN Bl 54| Br1et st

Al B,

TAC gRlEsta S Ale) -2 F 80759 3krke] ot Lo
£ 43.3M1( %1, 28-63)%0m, #H|7 7 FER= 5090(62.5%)
I 97 & 3= 309037, 5% k. F9e] 37]= 2 cm ©l5)
(T)7} 2790(33.7%)F3L 2-5 cm (T2)7} 4290(52.6%)= 7173+
woker, 5 cm ZIKT3)Q! 7897 114113, 7%) Sict. 24 2)
o] oJ %= N1 459(56.3%), N2 249(30.0%), N3 114](13.7%)
P, T2 283 A = 6000(75.0%) Ak &etskst
[ A AP o] 582 HE IR fEAlE 5001](62 5
%), TRHEZGEAE 499)(5.0%), FIHEES 2690(32.5%) %
tHTable 1).

r
=
2
riot
2
fr
[0s)
S
of.
©
>
N
D
o
2
o
=2
ofy
p
S
2
r
%‘
>
52

;1}7} 2%(2.5%)01913— 1782 ke & i fgetel

o
)
<
>4
>.
0
>,
o
o
8
_q
ré%
ool o
w2
N
)
o
<
S,
@
fu
3
S
T
=)

A ﬂx}c’ﬂ/ﬂ & 480—r7H Ao A= e, o] F 3

U=
)
1o

m
2
i
Ar o
N
D
i
O
i
flllo
iy
o
o,
(e
]
50 50

808 ¥ 79%8(98.8%), 480771 Z 443771(92.3%) & thF-22
BRpeIA e, A ST 348(42.5%), 1157

Table 2. Compliance with TAC chemotherapy

No. (%)
Treated patients 83
Completed six cycle 80(96.4)
Ceased chemotherapy* 1(1.2)
Loss to follow-up 2(2.4)
Total no. of cycles administered 480
No. of cycles with dose delay/reduction 0
Chemotherapy related death 0

TAC=docetaxel+doxorubicin+cyclophosphamide.
*Patient who ceased chemotherapy due to operation for contralateral
breast cancer.
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Table 3. Hematologic toxicities
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Patients Cycles (Figure 1).
(n=80) (n=480)
Neutropenia (Grade 3/4) 79(98.8) 443 (92.3) H[Siotstx] A
Febrile neutropenia 34 (42.5) 77 (16.0) H|FoNskA B4 WrElolS 1 =0l EhoRL g
Anemia (Grade 3/4) 38 (47.5) 98 (20.4) o a ]
Red cell transfusion 16 (20.0) 22 (4.6) (100%), +4(87.5%), T =E(82.5%), TE(85 O%) e H
Thrombocytopenia (Grade 3/4) 5(6.3) 9(1.9) S5(6L3%)2 AR 2 Uehon 3, 45w s42
Platelet transfusion 4(5.0) 6(1.3)

Values represent number (%).
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Figure 1. Time of occurrence of grade 3/4 neutropenia and febrile neutropenia. (A) The peak time of occurrence of grade 3/4 neutropenia
was 6-8 days after receiving chemotherapy. (B) The peak time of occurrence of febrile neutropenia was 7-10 days after receiving
chemotherapy.

Table 4. Non-hematologic toxicities

Patients (n=80) Cycles (n=480)

Grade 1/2 Grade 3/4 Grade 1/2 Grade 3/4
Fatigue 66 (82.5) 13(16.3) 419 (87.3) 36 (7.5)
Alopecia 80 (100.0) - 444 (92.5) -
Nausea 70 (87.5) 9(11.3) 424 (88.3) 24.(5.0)
Vomiting 52 (65.0) 5(6.3) 264 (55.0) 10 (2.1)
Diarrhea 13(16.3) 4(5.0) 24(5.0) 4(0.8)
Stomatitis 40 (50.0) 10 (12.5) 166 (34.6) 33(6.9)
Arthralgia/Myalgia 49 (61.3) 24 (30.0) 368 (76.7) 66 (13.8)
Neurotoxicity 30(37.5) 14 (17.5) 182 (37.9) 35(7.3)
CHF 0(0) 0(0) 0(0) 0(0)
GOT/GPT 17 (21.3) 0(0) 38(7.9) 0(0)
Bilirubin 0(0) 1(1.3) 0(0) 1(0.2)
ALP 0(0) 0(0) 0(0) 0(0)
Allergy 18 (22.5) 0(0) 53(11.0) 0(0)
Infection 0(0) 3(3.8) 0(0) 7(1.5)

CHF=congestive heart failure; GOT=glutmic oxalacetic transaminase; GPT=glutamic pyruvate transaminase; ALP=alkaline phosphatase.

Values represent number (%).
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