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Purpose: A single institute trial of combination che-
motherapy, with paclitaxel and cisplatin, in patients
with metastatic breast cancer, having failed previous
combination chemotherapy, was performed.

Materials and Methods: Patients were only eligible for
this study if there disease had progressed, following
treatment with previous chemotherapy, in either an
adjuvant or a metastatic setting. Paclitaxel 175 mg/m2
was administered as a 3-hour continuous infusion on
day 1, and cisplatin 80 mg/m? was administered for 2
hours on day 2, with adequate hydration. This was
repeated every 3 weeks, and continued until one of
the following events occurred: disease progression,
unacceptable adverse effect or treatment refusal by
the patient. Intercurrent palliative radiotherapy, or con-
current hormonal therapy, was permitted, depending
on each patient's status. All the endpoints were eval-
uated under the principle of intention to treat analysis.

Results: A total of 24 patients entered the study, and
18 had at least one measurable lesion, but 6 did not.
The objective response rate of the 18 patients was 50%
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(9/18). Two were complete responses and seven showed
partial responses. The median response duration, pro-
gression free and overall survival were 5.3 months
(range, 4~18), 6 months (95% CIl, 5~7) and 12 months
(95% CI, 7~17), respectively. 67% of the planned dose
was administered. Out of a total 135 cycles adminis-
tered, about 20% of cycles showed grade 3 or 4
leukopenia and 7% showed grade 3 thrombocytopenia.
Two patients suffered from pneumonia, and one ex-
perienced neutropenic fever. Mucositis, greater than
grade 3, existed in three cases. No treatment related
deaths were reported.

Conclusion: The combination chemotherapy, with
paclitaxel and cisplatin, was active in the treatment of
metastatic breast cancer patients having failed pre-
vious chemotherapy. (Cancer Research and Treatment
2003;35:267-273)
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Table 1. Patient characteristics in 24 treated patients

No. % No. %

Enrolled patients 24 100 Metastatic sites

Disease status Breast/Chest wall 6 25
Measurable 18 75 Contralateral breast 3 13
Evaluable 6 25 Lymph node 12 50

Performance status Bone 11 46
0 6 25 Lung 6 25
1 17 71 Liver 4 17
2 1 4 Pleura 6 25

Pathology Other 1 4
Ductal 22 92
Lobular 1 4 Pre-taxol treatment
Unknown 1 4 Ad]uvant CTx*

Estrogen receptor ADR' based 12 50
Positive 4 17 Non ADR based 5 21
Negative 17 71 Palliative CTx* (ADR based) 7 29
Unknown 3 12 Metastasis site number

Progesterone receptor One 8 33
Positive 9 37 Two 11 46
Negative 12 50 Three 2 8
Unknown 3 13 More than three 3 13

Her-2/neu Concomittent radiotherapy
Positive 3 13 Yes 8 33
Negative 2 8 No 16 67
Unknown 19 79 Concomittent hormone therapy

Menstruation Yes 15 63
Pre-menopause 3 13 No 9 37
Peri-menopause 2 8 Age
Post-menopause 19 79 Median (Range) 49 (28~66)

*Chemotherapy, ' Adriamycin
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"okl el Paclitaxel?} cisplatino] 22} kA2 AH-&-% 3kx}7}
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1574 (63%)°] $Ath(Table 1).

Table 2. Response summary

Response No. %

CR 2 11

PR 7 39

SD 5 28

PD 3 17

No response evaluation 1 5
Response rate 9/18 50

Response duration 5.3 months (range, 4~ 18)
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Table 3. Response rates according to taxol and cisplatin line and interval from previous chemotherapy

Taxol & cisplatin line

Last CTx* before taxol

Response
2™ (n=14) 39 (n=3) 4™ (n=1) 6 mo. < >6 mo.
'
CR 1 1 0 1 1
PR’ 0 0 1 6
SD’ 3 2 0 4 1
PD' 2 0 1 3 0
No response evaluation 1 0 0 1 0
Response rate 57% (8/14) 33% (1/3) 0% (0/1) 20% (2/10) 88% (7/8)
*Chemotherapy, ' Complete response, ¥ Partial response, $Stable disease, ! Progressive disease
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Fig. 1. Progression free and overall survival curves of the 24 patients with median survival of 6 month (95% CI 5~7 months) and 12

months (95% CI 7~17 months), respectively.
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Dose intensity of taxol and cisplatin
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1 3 5 7 9 11 13 15 19 21 23 and cisplatin of all the pa-
Patients tients.
Table 4. Hematologic toxicity Table 5. P@gnostlc factors for progression free and overall sur-
vival
Leukopenia Anemia Thrombocytopenia PES 0s
% No. % No. % No. Univariate Multivariate Univariate
Grade II 2 30135 1 2135 9 12/135 ( value) - (p value) (p value)
grage il\i 12 22’ gg ol (1)/ gg <Z 1(1)/ gg Age (<50 vs 50<) 0233 Not done 0.220
rade / / / ECOG (0 vs 1, 2) 0.029 0.035 0.666
Hormone receptor 0.174 Not done Not done
Her2/neu 0.484 Not done Not done
Concurrent
93] 9] &7+ 47} 99 63F 7)ol A] 3t X B} oA7]5] radiotherapy 0.940 Not done 0.890
A i o] A} Qakyl e o] Folzlo o
Ak Paclitaxel®] v §Fdme] St 075 (“‘j c;:;::;em hormone 0.600  Not done 0.150
~ o 3 AA 82k7l v o] Folzlo
0.34 ml 0ol Al §27 juf $xE 375 I:Ig/mﬁf Response Not done  Not done 0.650
wk 16.9~50.0 mg/m’/wk)© Cisplatin®] % *
(d gfm’/wk)°] platine] & CTx* line 0.003 0.019 Not done

FAE 0] ok 0.63 (HS1 0.16~0.89)0] 3L AA| &%
7529 Fkzhe 20.9 mg/mYwk (39 4.8~29.6 mg/m’/wk)
o] %l th(Fig. 2).
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Algoll A, 429 €] 3719} 47] St B ES e E o
x| 5ot FALHOZ paclitaxel?} cisplatin HE X &5
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o8l 1990 FHk o] F 2 A Ayl By A %Lj_
e}, Paclitaxel S FoiA| 7k, &2F 1l FolFy] Sof Tt
e A7} Ao} A ol A 175 mgm’S 347%
Q35 M o2 Folals Zlo] YubAQl X 8ol7l 34|
AL 157 A& FoIslo] dose densitys =0l W
Hell gk A7t ksl 13 Folrk(13,14). & AT+ H|
5 249 E o g APt Aol Ak, 35 ZHAH S & pa-
clitaxel S 175 mg/m*S 3417+ Foda}o] cisplatint ¥ &% &
3k A3} whs-Eol 50% (9/18)F o] A X BEAE
vy ek whgES Bl

gy B dFoA= A )‘(]39} 322 2gE 3
A X 59} FAloll APsts Aol s]gxlo] 33% (8/24)0)
A A X E, 63% (15249014 L2E X8 E FAl ¥
okeh WA X8 FAole A9 B53HE Sl4 e
A ZEE AR IEE A A Bk FeH =

R8s

¢

H

(= 1

Of

f

A k) 749 Aol Sofulgle). 2, GtAlet &
2E wganel Ha1E tolry] 93 Aol Jebu, &
QLAlet 2 EAlA WEX Bl kA X 2ol udl Fed
AEg 277} 9ol HErh(s).

Wasserheit 5-©] A3t 24 1431l A paclitaxel 200
mg/m’ 244 7+ A8} cisplatin 75 mg/m* S 35 tHo 2 T
o3} aL G-CSFE ollA ez AAslo] 68%lA T
Fazk da AR FA4e] Adee skl ev10). £ o
Toll A 20%0014 3459 WEF e Wt} A%
FAE 5 23FA 54 (dose-limiting toxicity)e] o} 3
t}. o] G-CSFO| of|ib3 Aol 7]elst7 U paclitaxel €]
&% Aolol] ool A7t

B oA Ay Aol fHtollA] paclitaxelZ} cisplatin®]

o
To=7t A= 9%9): . 53] 27 9 #Ab=(Fig. 29 1,
139 22p) 7Hzb 139} 23] epststey & o4l FER
O o] A& WskA| ol v A] kA 5
2]3}31 paclitaxel ¥H5 22 Fol= it AR docetaxel, pac-
litaxel £]°l] gemcitabine, vinorelbine, capecitabine 5] <FA|

5ol olx 3ok XA E2A AFE AL 3lek(16). wekA pacli-

+ cisplating- A

taxelZ} cisplatin®] W& 8& =2 ul2ES wgrhd,
Aol fridehe] HEH X 59 3 oz AT
At

N
rHu

S0l gebAl A EE R AR FE Aol4
=

ot 32 4o 2 paclitaxel?} cisplatin & FUX 52
50%2] uFE o7HE o ABBA 77 FEskich

FAF-&olgl ot} G-CSFFol =
A goF PE A2 ek

3 AaZo] 1A Alsk
20% 78 ol ARk 2= 9l

REFERENCES

1. Suh CI, Suh KA, Park SH, Chang HJ, Ko JW, Ahn DH.
Annual report of the central cancer registry in Korea-1998. J
Korean Cancer Assoc 2000;32(5):827-834

2. Early Breast Cancer Trialists’ Collaborative Group. Polyche-
motherapy for early breast cancer: an overview of the ran-
domised trials. Lancet 1998;352:930-942.

3. Nabholtz JM, Senn HJ, Bezwoda WR, Melnychuk D, Deschnes
L, Douma J, Vandenberg TA, Rapoport B, Rosso R, Trillet-
Lenoir V, Drbal J, Molino A, Nortier JWR, Richel DJ, Nagy-
kalnai T, Siedlecki P, Wilking N, Genot JY, Hupperets PSGJ,
Pannuti F, Skarlos D, Tomiak EM, Murawsky M, Alakl M,
Riva A, Aapro M. Prospective randomized trial of docetaxel
versus mitomycin plus vinblastine in patients with metastatic
breast cancer progressing despite previous anthracycline-
containing chemotherapy. 304 Study Group. J Clin Oncol
1999;17:1413-1424.

4. Bishop JF, Dewar J, Toner GC, Smith J, Tattersall MHN,
Olver IN, Ackland S, Kennedy I, Goldstein D, Gurney H,
Walpole E, Levi J, Stephenson J, Canetta R. Initial paclitaxel
improves outcome compared with CMFP combination chemo-
therapy as front-line therapy in untreated metastatic breast
cancer. J Clin Oncol 1999;17:2355-2364.

5. Sledge GW Jr, Neuberg D, Ingle J, Martino S, Wood W. Phase
III trial of doxorubicin vs. paclitaxel vs. doxorubicin+pacli-
taxel as first-line therapy for metastatic breast cancer: an
intergroup trial. Proc Am Soc Clin Oncol 1997;16:1a(abst 2)

6. Neuberg D, Sledge GW Ir, Fettig J, Cella D, Wood W.
Changes in quality of life (QOL) during induction therapy in
patients enrolled in a randomized trial of Adriamycin, Taxol,
and Adriamycin plus Taxol in metastatic breast cancer. Proc
Am Soc Clin Oncol 1997;16:54a(abst 185).



10.

11.

Joo Hyuk Sohn, et al : Salvage Regimen of Paclitaxel and Cisplatin in Breast Cancer

. Paridaens R, Biganzoli L, Bruning P, Klijn JGM, Gamucci T,

Houston S, Coleman R, Schachter J, Vreckem AV, Sylvester
R, Awada A, Wildiers J, Piccart M. Paclitaxel versus doxoru-
bicin as first-line single-agent chemotherapy for metastatic
breast cancer: A European Organization for Research and
Treatment of Cancer. J Clin Oncol 2000;14:724-733.

. Crown JP. The Platinum Agents: A role in breast cancer treat-

ment? Semin Oncol 2001;28 (1 Suppl 3):28-37.

. Cocconi G, Bisagni G, Bacchi M, Boni C, Bartolucci R, Ceci

G, Colozza MA, De Lisi V, Lottici R, Mosconi AM. Cisplatin
and etoposide as first-line chemotherapy for metastatic breast
carcinoma: a prospective randomized trial of the Italian On-
cology Group for Clinical Research. J Clin Oncol 1991;9:664-
669.

Wasserheit C, Frazein A, Oratz R, Sorich J, Downey A,
Hochster H, Chachoua A, Wernz J, Zeleniuch-Jacquotte A,
Blum R, Speyer J. Phase II trial of paclitaxel and cisplatin in
women with advanced breast cancer: an active regimen with
limiting neurotoxicity. J Clin Oncol 1996;14:1993-1999.
Gelmon KA, O’Reilly SE, Tolcher AW, Campbell C, Bryce
C, Ragaz J, Coppin C, Plenderleith IH, Ayers D, McDermott
B, Nakashima L, Healey D, Onetto N. Phase I/II trial of
biweekly paclitaxel and cisplatin in the treatment of metastatic
breast cancer. J Clin Oncol 1996;14:1185-1191.

12.

13.

14.

15.

16.

273

Sparano JA, Neuberg D, Glick JH, Robert NJ, Goldstein LJ,
Sledge GW, Wood W. Phase II trial of biweekly paclitaxel and
cisplatin in advanced breast carcinoma: an Eastern Cooperative
Oncology Group study. J Clin Oncol 1997;15:1880-1884.
Sparano JA. Taxanes for breast cancer: an evidence-based re-
view of randomized phase II and III trial. Clin Breast Cancer
2000;1:32-40.

Green MC, Buzdar AU, Smith T, Ibrahim NK, Valero V,
Rosales M, Cristofanilli M, Booser DJ, Pusztai L, Rivera E,
Theriault R, Carter C, Singletary SE, Kuerer HM, Hunt K,
Strom E, Hortobagyi GN. Weekly paclitaxel followed by FAC
as primary systemic chemotherapy of operable breast cancer
improves pathologic complete remission rates when compared
to every 3-week paclitaxel therapy followed by FAC therapy.
Proc Am Soc Clin Oncol 2002(abstr 135);21:35a.

Sledge GW, Hu P, Falkson G, Tormey D, Abeloff M. Com-
parison of chemotherapy with chemohormonal therapy as
first-line therapy for metastatic, hormone-sensitive breast can-
cer: An Eastern Cooperative Oncology Group Study. J Clin
Oncol 2000;18:262-266.

Park JY, Kim C, Sohn JH, Kim YT, Rha SY, Jang WI, Kim
GE, Chung HC. A phase II study of gemcitabine monotherapy
in breast cancer patients refractory to anthracycline and taxane.
Cancer Res Treat 2002;34:274-279.




