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Background : The survival benefit associated with first-line chemotherapy in lung cancer has led to the need for
second-line chemotherapy, for which Docetaxel (Taxotere®) has proven efficacy in both settings. This study evaluated
the safety and efficacy of docetaxel in patients with non—small cell lung cancer who had failed first-line platinum-

based chemotherapy.

Methods : Thirty one patients with non—small—cell lung cancer, who had failed first-line platinum-based chemotherapy,
between March 1999 and August 2003, were enrolled in this study. Patients received intravenous docetaxel, either
75 mg/m2 or 100 mg/mz, with routine premedication every three weeks.

Results : Fourteen patients (45.2%) had a partial response. The median survival and progression—free survival times
were 12.5 months (95% CI 7.3-17.6) and 3.0 months (95% CI 1.6-4.5), respectively. This study showed 2 factors gave
different survival benefits; the age (< 60 years: 20.1 months vs. = 60 years: 6.6 months, p = 0.0105) and the
histological type (adenocarcinoma: 25.6 months vs. others: 7.9 months, p=0.0055). The predominant toxicity was
neutropenia, which occurred as WHO grade 3 or 4 in 38.7 % of patients. One treatment-related death was also
reported. Non-hematological toxicity was minor and easily controlled. There were no significant statistical
differences in the survival benefit and toxicity between the two doses.

Conclusion : Docetaxel, as second-line monotherapy, was well tolerated and effective in patients with non-small-
cell lung cancer who failed first-line platinum-based chemotherapy. (Tuberc Respir Dis 2006 58 465-472)
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Table 1. Patient characteristics
Characteristics No. patients %
Total no. of patients 31
Median age, years (range) 60 (43-70)
Sex
male 24 774
female 7 226
Stage,
1B 14 452
v 17 548
Performance status
) 2 6.5
1 23 74.2
2 5 16.1
3 1 32
Histologic subtype
Adenocarcinoma 13 419
Squamous cell carcinoma 17 54.8
Other 1 32
Best response to initial chemotherapy
Partial response 19 61.3
No change 6 194
Progressive response 6 194
Time since last chemotherapy
<3 months 18 58.1
>3 months 13 419
Docetaxel doses
75 mgim’ 11 355
100 mg/m? 20 64.5
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Table 2. Previous regimens received by the patients (N=31)

Regimen No. of patients %

Cisplatin/gemcitabine 15 484
Cisplatin/vinorelbine 8 258
Cisplatin/etoposide 8 258

Table 3. Response to docetaxel therapy by previous response to chemotherapy

Prior response
Respgnse to docetaxel No. of patients(%)
mg/m PR NC PD
Partial response (PR) 9 4 1 14 (452)
No change (NC) 6 0 4 10 (32.3)
Progressive (PD) 4 2 1 7 (226)
1.0 1.0
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Figure 1. Survival time of patients with advanced plar Figure 2 Progression-free  survival of  patients  with
tinum-refractory non-small-cell lung cancer treated advanced  platinum-refractory . non—smallcell  lung canr
with docetaxel. cer treated with docetaxel.
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Table 4. Analysis of prognostic factor

Tuberculosis and Respiratory Diseases Vol. 58. No. 5, May. 2006

Median survival

No. of patients (months) P
Sex
Male 24 79 0.1836
Female 7 256
Age
<60 15 20.1 0.0105
>60 16 6.6
Histology
Adenocarcinoma 13 256 0.0055
Non-adenocarcinoma 18 79
Performance status
0-1 25 126 0.2163
> 2 6 52
Stage
1B 14 79 0.3198
[\ 17 130
Response to prior chemotherapy
Responder 19 12.2 0.8853
Non-responder 12 71
Response to Docetaxel
Responder 14 159 0.0845
Non-responder 17 79
Time since last chemotherapy
<3 months 18 1.7 06314
>3 months 13 125
Docetaxel doses
75 mg/n? 11 8.1 0.9841
100 mg/m? 20 125
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Table 5. Toxicities

Grade

Toxicity 1 3 4

No. (%) No. (%) No. (%) No. (%)
Anemia 8 (25.8) 12 (38.7) 1 (32 1 32
Neutropenia 4 (12.9) 2 65 2 6.5) 10 (32.3)
Thrombocytopenia 1 3.2 1 32 0 0
Oral 4 (12.9) 4 (12.9) 1 (32 0
Nausea/vomiting 7 (22.6) 5 (16.1) 1 (32 0
Diarrhea 1 32 1 32 0 0
Peripheral 13 419 5 (16.1) 0 0
Pain 3 9.7 15 (48.4) 0 0
Asthenia 12 (387) 9 (29) 0 0
Arthralgia/myalgia 2 6.5 0 0 0
BUN or Cr 3 ©.7) 0 0 0
AST/ALT 2 6.5 1 (32 0 0
ALP 1 (32 1 (32 0 0
Cutaneous 2 6.5 0 0 0

Table 6. Main treatment-related grade 3 and 4 toxicities

Docetaxel 75 mg/m?

Docetaxel 100 mg/m?

=11 (%) 120 (%) P

Neutropenia 5 (455) 7 (35 0.641

Febrile neutropenia 1(91) 5 (25) 0.469

Neutropenia with infection 1091 3 (15 0.553

Anemia 00 2 (10) 0.409
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Table 7. Comparative analysis of the survivals and toxicities of other studies

Fossella et al. Shepherd et al. Qur study
Docetaxel mg/m’
D75 D100 D75 D100 D75 D100
No. of patients 125 125 55 48 11 20
Stage IV, % 90 86 727 81.6 455 60
Median survival, months 5.7 55 75 59 8.1 12.5
1-year survival, % 21 32 37 19 45 55
Neutropenia*, % 54 77 67.3 85.7 455 35
Febrile neutropenia*, % 8 12 1.8 24 91 25
Deaths d/t toxicity 0 2 1 5 0 1

* Grade 3 and 4 toxicity

A2og B AFME platinume TAE 3
o}
=

313t a S A3 Wke & Ak = R A

60 mg/m?o.2 Fo]3k31w Nakamura's-©] 7o) 4]
v 947199 FYAEET 239%9] 19 AEE 1E
1 185%9] Whe-&3 vre HA4 &S BT Egl o
zpakorslel o o B A 45 o] KA Bl A ET
A Al 257} docetaxel 50 mg/m*S Fol 3t
Vazquez5] A7 A= 470199 FAAEET 23%
o] 19 AEE, 0% &, 183 16%= W 3
T ool 3F AasS Bt Docetaxel T
Qo] ojxEetsteta o m A XA HAAET
AALEA| A Bl A Qb s} Ae &
2l X E ol v 2 3=
docetaxel 2] 4

asjele Az,

Agaretan Fol 4o o5 Aol
n 19 A5 et A A
S Ay e nel) oo AAEL J)E

o o] AFoA Bl H A LH O ZA docetaxel
o gotayel v AL Ao AE Higo R,
platinums <=2 g 39Fslsta & Ale) wheront
Ak A 2 E v 2A Y SAES o E
docetaxel @M Az F el FAE] tfsto]
Qro}r 312} 5}S] Tt

Y

ZA A O HIAAEH o R TS WAL platinum
& 2R 3 Fgssta S wotot A e A
A WS 1Rl 31 IS i OR docetaxel
I6

5

o7
N
gt
il
of
o

!
2
= I

2 AAAYA 92 452%0] Ut

3) TYARE7IREE 125701 9(95% A= 73k 73714
-176714) o, 1d AEEL 52%% ) A
E717e] Fdahe 3.070€(95% A= 77k 1671 -
4578 d)elm, wkgtol Ao FUNREA|E T3 37
ME(95% 2= 73k 30708 - 4471€)e] At

4) 604 Rkl 74-9-(20.1 months vs 6.6 months,
p=0.0106), 24 8H4 o}go] At 7d-$-(25.6 months
vs 79 months, p=0.0005) EAX 0.2 2|3t A&7
ke ST ATk

471



HW Kang, et al.: Docetaxel as secondHine monotherapy for advanced non-small cell lung cancer

Platinum +AE 5t

¢ @ rno

472

SA}E-o Al docetaxel

ZHHL t\:‘—- 2] 5§

=
2 EHQ) PO A

. Parkin DM, Bray FI, Devessa SS. Cancer burden

for the year 2000: ihe global picture. Eur J Cancer
2001;37(Suppl 8):S4-66.

. Natale RB. Experience with new chemotherapeutic

agents in non-small cell lung cancer. Chest 1998;
113(Suppl 1):32S - 98S.

. Ries LA, Eisner MP, Kosary CL. SEER Cancer

Statistics Reviews, 1973-1999. Bethesda, MD: National
Cancer Institute; 2002. http;/seer.cancer.gov/csr/1973_
1999.

. Bunn PA Jr, Vokes EE, Langer CJ, Schiller JH. An

update on North American randomized studies in
non-small cell lung cancer. Semin Oncol 1998;25(4
Suppl 9):2-10.

. Bulzebruck H, Bopp R, Drings P, Bauer E, Krysa S,

Probst G, et al. New aspects in staging of lung
cancer. Cancer 1992;70:1102-10.

. Non-small Cell Lung Cancer Collaborative Group.

Chemotherapy in non—-small cell lung cancer: a meta-
analysis using updated data on individual patients
from 62 randomized clinical trials. BMJ 1995;311:
899-909.

. American Society of Clinical Oncology. Clinical practice

guidelines for the treatment of unresectable non—
small cell lung cancer: adopted on May 16, 1997 by
the American Society of Clinical Oncology. J Clin
Oncol 1997;15:2996-3018.

. Lara PN Jr, Lau DH, Gandara DR. Non-small cell

lung cancer progression after first-line chemotherapy.

10.

11.

12.

13.

14.

15.

16.

17.

18.

Curr Treat Options Oncol 2002;3:53-8.

. Huisman C, Smit EF, Giaccone G, Postmus PE.

Second-line chemotherapy in relapsing or refractory
non-small cell lung cancer: a review. J Clin Oncol
2000;18:3722-30.

Fossella FV, Lee JS, Berille J, Hong WK. Summary
of phase II data of docetaxel (Taxotere), an active
agent in the first— and second-line treatment of ad-
vanced non-small cell lung cancer. Semin Oncol 1995;
22:22-9.

Shepherd FA, Dancey J, Ramlau R, Mattson K, Gralla
R, ORourke M, et al. Prospective randomized trial
of docetaxel versus best supportive care in patients
with non-small cell lung cancer previously treated
with platinum-based chemotherapy. J Clin Oncol
2000;18:2095-103.

Fossella FV, DeVore R, Kerr RN, Crawford J, Natale
RR, Dunphy F, et al. Randomized phase III trial of
docetaxel versus vinorelbine or ifosfamide in patients
with advanced non—small cell lung cancer previously
treated with platinum-containing chemotherapy re-
gimens. J Clin Oncol 2000;18:2354-62.

Manegold C. Chemotherapy for advanced non—small
cell lung cancer: standards. Lung Cancer 2001;34(Suppl
2): S165-70.

Miller AB, Hoogstraten B, Staquet M, Winkler A.
Reporting results of cancer treatment. Cancer 1981;47:
207-14.

Green S, Weiss GR. Southwest Oncology Group sta-
ndard response criteria, endpoint definitions and
toxicity criteria. Invest New Drugs 1992;10:239-53.
Fossella FV, Lee JS, Shin DM, Calayag M, Huber
M, Perez-Soler R, et al. Phase II study of docetaxel
for advanced or metastatic platinum-refractory non-
small cell lung cancer. J Clin Oncol 1995;13:645-51.
Nakamura Y, Kunitoh H, Kubota K, Sekine I, Ya-
mamoto N, Tamura T, et al. Retrospective analysis
of safety and efficacy of low-dose Docetaxel 60mg/m’
in advanced non-small cell lung cancer patients pre-
viously treated with platinum-based chemotherapy.
Am J Clin Oncol 2003;26:459-64.

Vazquez S, Grande C, Amenedo M, Firvida JL, Lazaro
M, Alonso G, et al. Biweekly docetaxel as second-
line chemotherapy of patients with advanced non-
small cell lung cancer: a phase II study of the
Galician lung cancer group (GGCP 006-00). Anticancer
Drugs 2004;15:489-94.




