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Docetaxel Consolidation after Chemoradiotherapy

| Registration: 97 pts
: l——~ Ineligible: 4 pts

[Receiving CDDP/VNR/TRT: 93 pts (100%)|

INot receiving DTX: 34 pts]
! . . . PD:5 Toxicity: 22 Others: 7

| Receiving DTX: 59 pts (63%) l

j———| DTX discontinued: 25 pts
FfD: 3 Toxicity: 18 Refusal: 4

[3 cycles completed: 34 pts (am)l

FIGURE 2. Patient registration. CDDP, cisplatin; DTX, do-
cetaxel; TRT, thoracic radiotherapy; VNR, vinorelbine.

receiving consolidation were toxicity in 22 (65%) patients
including pneumonitis in seven patients, myelosuppression in
five patients, esophagitis in four patients, liver dysfunction in
two patients, infection in two patients, other toxicity in two
patients, progressive disease in five (15%) patients, patient
refusal in three (9%) patients, early death due to hemoptysis
in one (3%) patient, and other reasons in three (9%) patients.
Of the 59 patients, 18 (31%) discontinued docetaxel consol-
idation because of toxicity, including pneumonitis (n = 14)
and esophagitis, infection, gastric ulcer, and allergic reaction
(n = 1 each), four (7%) because of patient refusal, and three
(5%) because of progressive disease.

Toxicity

Acute severe toxicity in the chemoradiotherapy phase

was mainly leukopenia and neutropenia, whereas grade 3 or

4 thrombocytopenia was not noted (Table 3). Severe nonhe-
matological toxicity was sporadic, and grade 3 esophagitis
and pneumonitis were observed in only 11 (12%) and 3 (3%)
patients, respectively. Acute severe toxicity in the consolida-
tion phase also consisted of neutropenia and associated in-

TABLE 1. Patient Characteristics

TABLE 2. Treatment Delivery

Variables ' i n %

Cisplatin and vinorelbine chemotherapy
Total number of cycles

3 80 86

2 10 11

1 3 3
Number of vinorelbine skips :

0 : 63 68

1 25 27

2-3 5 5

Thoracic radiotherapy
Total dose (Gy)

60 87 94
50~-59 4 4
<50 : i 2 2
Delay (days)
<5 61 66
5-9 20 22
10-16 6 6
Not evaluable (<60 Gy) 6 6

Docetaxel consolidation
Number of cycles

3 34 37
2 12 ‘ 13
1 13 14
0 34 34

fection (Table 4). In addition, grade 3 or 4 pneumonitis
developed in 4 (7%) patients. The R observed in this study
was 0.05 (3 out of 57 patients), which was much lower than
the hypothetical value. Grade 3 or 4 late toxicities were
included lung toxicity in four patients, esophageal toxicity in
two patients, renal toxicity in one patient, and a second
esophageal cancer that developed 35.4 months after the start
of the chemoradiotherapy in one patient. Treatment-related

Characteristics o - %
Gen delr _ . . TABLE 3. Acute Toxicity in Chemoradiotherapy (n = 93)
Male - . 76 82 Grade
- Female ' ’ 17 18 Toxicity 3 4 3+4 %
Age median (range) - 60 31-74
Weight loss . Leukopenia 54 18 72 77
<5% 76 81 Neutropenia 33 29 62 67
5-9% o, 12 13 Anemia 21 0 21 23
=10% 3 3 Infection 15 1 16 17
Unknown 2 2 Esophagitis : 11 0 11 12
Histology , Hyponatremia 11 0 11 12
Adenocarcinoma . 57 61 Anorexia 9 1 10 11
Squamous' cell carcinoma- . 23 25 Nausea — 5 5
. Large cell carcinoma 12 13 Pneumonitis 3 0 3 3
Others | - . : 1 1 Syncope 2 0 2 2
Stage o ) Hyperkalemia 2 0 2 - 2
mA . e - 41 44 Heus - 0 1 1 1
B . . ’ : 52 . 56 Cardiac ischemnia 1 0 1 !
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TABLE 4. Acute Toxicity in Consolidation Therapy (n = 57)

Grade
Toxicity 3 4 3+4 %
Leukopenia 33- 11 44 77
Neutropenia 24 26 50 88
Anemia 5 0 5 ’ 9
Infection 5 1 6 1
Esophagitis 2 0 2 3
Anorexia 1 0 1 2
Pneumonitis 2 2 4 7

death was observed in four (4%) patients. Of these, three
received docetaxel, and one did not. The reason for death was
pneumonitis in all patients. We calculated a V,, (the percent
volume of the normal lung receiving 20 Gy or more) on a
dose—volume histogram in 25 patients. Of these, five patients
developed grade 3 or severer radiation pneumonitis. A me-
dian V,, for these five patients was 35% (range, 26—40%),
whereas that for the remaining 20 patients was 30% (range,
17-35%) (p = 0.035 by a Mann-Whitney test).

Objective Responses, Relapse Pattern,
and Survival

All 93 patients were included in the analyses of tumor
response and survival. Complete and partial responses were
obtained in 5 (5%) and 71 patients (76%), respectively, for an
overall RR of 81.7% (95% CI, 72.7-88.0%). Stable and
progressive diseases occurred in 12 (13%) and 5 (5%) pa-
tients, respectively. With a median follow-up period of 29.7
months, 38 patients developed locoregional recurrence, 32 de-
veloped distant recurrence, 4 developed both locoregional and
distant recurrences, and 19 did not. The median progression-free
survival time was 12.8 (95% CI, 10.2-15.4) months (Figure 3).

Two patients underwent salvage surgery for a recurrent primary -

tumors. Conventional chemotherapy and gefitinib monotherapy
were administered after recurrence in 20 and 25 patients, respec-
tively. The median overall survival time was 30.4 (95% CI,
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FIGURE 3. Progression-free survival (n = 93). The median

progression-free survival time was 12.8 (95% Cl, 10.2-15.4)
months.
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FIGURE 4. Overall survival (n = 93). The median overall sur-
vival time was 30.4 (95% Cl, 25.4-35.4) months. The 1-, 2-,
and 3-year survival rates were 80, 60, and 40%, respectively.

24.5-36.3) months. The 1-, 2-, and 3-year survival rates were
80.7, 60.2, and 42.6%, respectively. (Figure 4).

DISCUSSION

This study showed that concurrent chemoradiotherapy
with cisplatin, vinorelbine, and standard thoracic radiotherapy
was well tolerated, with a high completion rate exceeding 80%.
The incidence of acute toxicity, including 67% (62/93) of grade
3 or 4 neutropenia, 12% (11/93) of grade 3 esophagitis, and 3%
(3/93) of grade 3 pneumonitis, were comparable with other
reports of concurrent chemoradiotherapy.3+!° In contrast, con-
solidation docetaxel could be administered in only 59 of 93
(63%) patients eligible to participate in this study. Of the
remaining 34 patients, 22 (65%) patients did not receive con-
solidation chemotherapy because of toxicities affecting various
organs. Other studies also showed that not all patients proceeded
to the consolidation phase after completion of concurrent che-
moradiotherapy: 61 to 78% of patients after two cycles of
cisplatin and etoposide with radiotherapy,®!? and 54 to 75% of
patients after weekly carboplatin and paclitaxel with radiother-
apy.!*1s Thus, for 20 to 40% of the patients, concurrent chemo-
radiotherapy was as much as they could undergo, and the addi-
tional chemotherapy was not practical.

Furthermore, the number of patients who fulfilled the
three cycles of consolidation docetaxel was only 34 (58%) of
the 59 patients, which corresponded to only 37% of those
eligible in this study. The reason for the termination of
docetaxel in the 25 patients was toxicity in 18 (72%) patients,
especially pneumonitis in 14 (56%) patients. The grade of
pneumonitis during the consolidation phase was within grade
2 in most cases, and this was probably because docetaxel was
discontinued early. Considering that pneumonitis associated
with cancer treatment is more common in Japan, docetaxel
consolidation is not thought to be feasible in the Japanese
population. The MST and the 3-year survival rate in all
eligible patients were 33 months and 44% in this study, but
docetaxel consolidation was unlikely to contribute to these
promising results because only 37% of patients received full

" cycles of docetaxel. This contrasts clearly with the result of
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the SWOG study S9504, a phase II trial of two cycles of
cisplatin and etoposide with thoracic radiation followed by
three cycles of docetaxel. In this trial, 75% of patients starting
consolidation and 59% of those entering the trial received full
cycles. In addition, docetaxel consolidation seemed to pro-
long survival, although this was drawn from a retrospective
comparison of the results between the two SWOG studies
59504 and $9019.10

There is no widely used definition of consolidation
therapy following chemoradiotherapy. Given that consolida-
tion therapy is arbitrarily defined as chemotherapy with three
cycles or more after the completion of concurrent chemora-
diotherapy, only one randomized trial is available in the litera-
ture. The randomized phase III trial of standard chemoradio-
therapy with carboplatin and paclitaxel followed by either
weekly paclitaxel or observation in patients with stage III
NSCLC showed that only 54% of patients proceeded to
randomization, and overall survival was worse in the consol-
idation arm (MST, 16 versus 27 months).!s Thus, there have
been no data supporting the use of consolidation therapy,
especially when a third-generation cytotoxic agent such as
paclitaxel and vinorelbine is incorporated into concurrent
chemoradiation therapy.

The low complete-response rate of 5% in this study
may be explained partly by an inability to distinguish be-
tween inactive scarring or necrotic tumor and active tumor
after radiotherapy. Positron emission tomography (PET) us-
ing 18F-fluorodeoxyglucose showed a much higher rate of
complete response than conventional CT scanning and pro-
vided a better correlation of the response assessment using
PET with patterns of failure and patient survival.’é In addi-
tion, the high locoregional relapse rate in this study clearly
showed that the conventional total dose of 60 Gy was insuf-
ficient. Three-dimensional treatment planning, omission of
elective nodal irradiation, and precise evaluation of the gross
tumor volume by PET may facilitate the escalation of the
total radiation dose without enhanced toxicity.

In conclusion, cisplatin and vinorelbine chemotherapy
concurrently combined with standard thoracic radiotherapy
and followed by docetaxel consolidation produced promising
overall survival in patients with stage IIl NSCLC, but the vast
majority of patients could not continue with the docetaxel
consolidation because of toxicity.
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