GEFITINIB OR CHEMOTHERAPY FOR NON-SMALL-CELL LUNG CANCER
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Figure 1. Randomization and Follow-up of the Study Patients, According to Treatment Group.

At the data cutoff point (early December 2009),
the median follow-up period was 527 days (>17
months; range, 30 to 1261). The median duration
of gefitinib treatment was 308 days (range, 14 to
1219); the median number of 3-week cycles of
chemotherapy was 4 (range, 1 to 7). Three patients
in the gefitinib group and 11 patients in the che-
motherapy group received second-line treatment
before they had RECIST-defined disease progres-
sion. The data on progression-free survival for
these patients were censored at the time of the
last CT evaluation at which they did not yet have
evidence of disease progression. Demographic and
disease characteristics at baseline were well bal-
anced between the two groups (Table 1).

EFFICACY

The interim analysis performed in May 2009
showed that progression-free survival was signifi-
cantly longer in the gefitinib group than in the

chemotherapy group (median, 10.4 months vs.
5.5 months; hazard ratio for death or disease pro-
gression with gefitinib, 0.36; 95% confidence in-
terval [CI], 0.25 to 0.51; P<0.001) (Fig. 1 in the
Supplementary Appendix). A significant difference
was again observed in the final analysis, performed
in December 2009 (median progression-free sur-
vival, 10.8 months with gefitinib vs. 5.4 months
with chemotherapy; hazard ratio, 0.30; 95% CI,
0.22 to 0.41; P<0.001) (Fig. 2A). The 1-year and
2-year rates of progression-free survival were 42.1%
and 8.4%, respectively, in the gefitinib group and
3.2% and 0%, respectively, in the chemotherapy
group. Subgroup analyses showed that women
had significantly longer progression-free survival
than men (median, 6.5 vs. 6.0 months; hazard ra-
tio for death or disease progression, 0.68; 95% CI,
0.51 to 0.92; P=0.01). The objective response rate
was significantly higher in the gefitinib group
than the chemotherapy group (73.7% vs. 30.7%,
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Table 1. Baseline Characteristics of the Intention-to-Treat Population,
According to Treatment Group.*
Gefitinib  Carboplatin—Paclitaxel

Characteristic (N=114) (N=114)
Sex — no. (%)

Male 42 (36.8) 41 (36.0)

Female 72 (63.2) 73 (64.0)
Age —yr

Mean 63.9+7.7 62.6+8.9

Range 43-75 35-75
Smoking status — no. (%)

Never smoked 75 (65.8) 66 (57.9)

Previous or current smoker 39 (34.2) 48 (42.1)
ECOG performance status score —

no. (%)

0 54 (47.4) 57 (50.0)

1 59 (51.8) 55 (48.2)

2 1(0.9) 2(18)
Histologic diagnosis — no. (%)

Adenocarcinoma 103 (90.4) 110 (96.5)

Large-cell carcinoma 1(0.9) 0

Adenosquamous carcinoma 2 (1.8) 1(0.9)

Squamous-cell carcinoma 3 (2.6) 2 (1.8)

Other 5 (4.4) 1(0.9)
Clinical stage — no. (%)

111B 15 (13.2) 21 (18.4)

v 88 (77.2) 84 (73.7)

Postoperative relapse 11 (9.6) 9(7.9)
Type of EGFR mutation — no. (%)

Exon 19 deletion 58 (50.9) 59 (51.8)

L858R 49 (43.0) 48 (42.1)

Other 7 (6.1) 7 (6.1)

* Plus—-minus values are means +SD. ECOG denotes Eastern Cooperative

Oncology Group.
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P<0.001) (Table 2). The median progression-free
survival and response rate did not differ signifi-
cantly between patients with the EGFR mutation
consisting of an exon 19 deletion (11.5 months and
82.8%) and those with the L858R point mutation
(in which leucine at amino acid 858 is replaced by
arginine) (10.8 months and 67.3%) (Fig. 2B).
The overall survival did not differ significantly
between the two treatment groups. The median
survival time and the 2-year survival rate were
30.5 months and 61.4% for the gefitinib group,
as compared with 23.6 months and 46.7%, re-
spectively, for the carboplatin—paclitaxel group
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(P=0.31) (Fig. 2C). Neither sex nor clinical stage
had a significant effect on overall survival. The
time to an ECOG performance status score of 3 or
more did not differ significantly between the two
groups.

SAFETY
All patients who had received at least one dose of
a study drug were included in the safety analysis.
The most common adverse events in the gefitinib
group were rash and elevated levels of aspartate
aminotransferase or alanine aminotransferase, and
in the chemotherapy group, appetite loss, neutro-
penia, anemia, and sensory neuropathy (Table 3,
and Table 3 in the Supplementary Appendix). In-
terstitial lung disease was reported in six patients
(5.3%) in the gefitinib group; three cases were
severe, and one of the three was fatal. One grade 4
seizure in the gefitinib group and one grade 4 cere-
bral infarction and one grade 4 bowel obstruction
in the chemotherapy group were observed. The
incidence of severe toxic effects (NCI-CTC grade
>3) was significantly higher in the chemotherapy
group than in the gefitinib group (71.7% vs.
41.2%, P<0.001).

TREATMENT AFTER PROTOCOL DISCONTINUATION
Data on treatment given after the study protocol
was discontinued were collected retrospectively.
Though any treatment was permitted, the proto-
col recommended that the crossover regimen be
used as second-line treatment. As of the data cut-
off point, 37 patients in the gefitinib group had
continued their first-line gefitinib therapy. Among
the remaining 77 patients in the gefitinb group
who had stopped receiving gefitinib, 52 (67.5%)
were receiving carboplatin—paclitaxel as second-
line treatment, with a response rate of 28.8%.
Sixteen other patients in the gefitinib group were
receiving other therapies such as carboplatin—
gemcitabine. Among the 112 patients who had
completed first-line carboplatin—paclitaxel, 106
patients (94.6%) received second-line gefitinib;
58.5% of these patients had a response.

DISCUSSION

Previous phase 2 studies have suggested that
EGER tyrosine kinase inhibitors are highly effec-
tive against mutated-EGFR non-small-cell lung
cancer. The current phase 3, prospective, random-
ized study showed that the use of gefitinib results
in progression-free survival that is twice as long
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Figure 2. Progression-free Survival and Overall Survival
among the Study Patients.

Kaplan—Meier curves for progression-free survival are
shown for the progression-free—survival population
(Panel A) and for the 107 patients in the gefitinib
group with either of the two most common types of
epidermal growth factor receptor (EGFR) mutation
(Panel B). Kaplan—Meier curves for overall survival in
the intention-to-treat population are shown in Panel C.
In Panels B and C, tick marks indicate patients for
whom data were censored at the data cutoff point
(early December 2009).

as that obtained with the use of carboplatin—pacli-
taxel in patients with mutated-EGFR non-small-
cell lung cancer, with a tolerable toxicity profile,
including less hematologic toxicity and neurotox-
icity than is seen with chemotherapy.

The IPASS, which was conducted in Asia, com-
pared gefitinib with carboplatin—paclitaxel as the
first-line treatment for advanced non-small-cell
lung cancer in patients selected on the basis of
clinical characteristics that included a history of
no smoking or light smoking as well as histologic
evidence of adenocarcinoma.” Although IPASS
showed the overall superiority of gefitinib (rate of
1-year progression-free survival, 24.9%, vs. 6.7%
with chemotherapy; hazard ratio for death or dis-
ease progression, 0.74; P<0.001), the most impres-
sive result emerged from subgroup analysis: as
compared with chemotherapy, gefitinib was effec-
tive in patients with mutant EGFR (hazard ratio
for death or disease progression, 0.48) but was
ineffective in those with wild-type EGFR (haz-
ard ratio, 2.85). This finding suggested that the
presence of EGFR mutations is the best criterion
for selection of patients who benefit from gefi-
tinib, an idea that is validated by the present
study.?® Recently, another Japanese phase 3 study
(WJTOG3405; University Hospital Medical In-
formation Network Clinical Trials Registry
[UMIN-CTR] number, UMIN000000539) com-
pared gefitinib to cisplatin—docetaxel as the first-
line treatment for advanced non-small-cell lung
cancer with EGFR mutations.?* Although this
study also showed the superiority of gefitinib over
standard chemotherapy with respect to progres-
sion-free survival, the magnitude of the benefit
was somewhat smaller than in our study, possibly
because of differences in the characteristics of the
patients (since 41% of patients in WJTOG3405
had had surgery, vs. only 9% in our study) and
the duration of follow-up (median, 81 days in
WJTOG3405 vs. 527 days in our study).
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The standard end point of phase 3 trials of
treatments for advanced non—small-cell lung can-
cer has been overall survival. However, when our
trial was begun in 2006, we had data only on
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According to Treatment Group.*

Response

Partial response

Stable disease

evaluated

Complete response

Complete or partial responser

Progressive disease

Table 2. Response to Treatment in the Intention-to-Treat Population,
Gefitinib Carboplatin—Paclitaxel
(N=114) (N=114)
number of patients (percent)
5 (4.4) 0
79 (69.3) 35 (30.7)
84 (73.7) 35 (30.7)
18 (15.8) 56 (49.1)
11 (9.6) 16 (14.0)
1(0.9) 7 (6.1)

Response that could not be

* All responses differed significantly between the two groups (P<0.001 by
Fisher's exact test).

+ The percentage of patients in whom there was either a complete or a partial
response was considered to be the rate of objective response.
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progression-free survival from our phase 2 studies
in patients with non-small-cell lung cancer and
EGFR mutations. The data on overall survival first
became available in 2008, when the combined
analysis of Japanese phase 2 studies (Iressa —
Combined Analysis of Mutation Positives [(I-CAMP])
and the subgroup analyses of IPASS were report-
ed.”22 We thus planned to have progression-free
survival as the primary end point in the current
study, because it allowed us to calculate the sta-
tistical power of the study.

Several studies have suggested that the EGFR
copy number may be a better predictive biomark-
er for the efficacy of EGFR tyrosine kinase inhibi-
tors than the presence of an EGFR mutation.?3
However, its predictive capacity has been reported
only in placebo-controlled trials (Iressa Survival
Evaluation in Lung Cancer [ISEL]** and the BR.21
study?3). Moreover, the subgroup analysis in IPASS
showed that longer progression-free survival was
significantly associated with sensitive EGFR mu-
tations but not with a high EGFR copy number.
We therefore believe that evaluation of the copy
number is not necessary when an EGFR muta-
tion test is available. In the current study, EGFR
mutations were detected with the use of the PNA-
LNA PCR clamp method, the usefulness of which
has been validated.?s:*¢ With this method, EGFR
mutations can be detected from small cytologic
specimens, such as those from bronchial wash-
ings, pleural effusions, and sputum collection,
which are frequently used for the diagnosis of ad-
vanced non—small-cell lung cancer. The results

of the analyses are obtained within several days,
so the treatment is usually not delayed. The PNA-
LNA PCR clamp approach is readily available and
is covered by health insurance in Japan.

The best timing of treatment with an EGFR
tyrosine kinase inhibitor for patients with EGFR
mutations remains undetermined. A recent study
showed that overall survival did not differ signifi-
cantly between first-line and second-line treat-
ments with erlotinib.2> Overall survival is consid-
ered to be influenced by the second-line or later
treatment. In the current study, 95% of the pa-
tients in whom first-line carboplatin—paclitaxel
failed crossed over to gefitinib therapy. Such a
high crossover rate has not been reported in pre-
vious studies of EGFR tyrosine kinase inhibitors.
For example, in IPASS, only 39% of patients in
the first-line chemotherapy group later received an
EGFR-tyrosine kinase inhibitor. Considering that
in our study the median overall survival in the
gefitinib group was 7 months longer than that in
the chemotherapy group (30.5 months vs. 23.6
months), in which virtually all patients were given
gefitinib as the second-line treatment, and that the
rate of response to gefitinib was slightly worse
in the second-line setting than in the first-line
setting (58.5% vs. 73.7%), first-line gefitinib may
be more effective than gefitinib as second-line or
later therapy. This idea needs to be tested in stud-
ies with large samples or in a meta-analysis.

We believe that the prolonged progression-free
survival provided by the use of first-line gefitinib
is valuable for patients with advanced non-small-
cell lung cancer, who have a poor prognosis. If
gefitinib is administered as second-line or third-
line treatment, patients may miss the opportunity
to receive treatment with gefitinib because of rap-
idly progressive disease during or after first-line
treatment. We believe that the current study, in
combination with our previous study of patients
with mutated-EGFR non-small-cell lung cancer
and poor performance status,?® establishes the
clinical benefit of an EGFR tyrosine kinase in-
hibitor as first-line treatment in patients with non—
small-cell lung cancer and sensitive EGFR muta-
tions.

Predictable toxicity profiles were observed with
gefitinib and with carboplatin—paclitaxel in the
current study. Diarrhea and rash were seen more
often in the gefitinib group, whereas hematologic
and neurologic toxic effects were more common
in the chemotherapy group. Gefitinib appears to
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Table 3. Common Toxic Effects in the Safety Population, According to Treatment Group.*
P Value for
Toxic Effect Gefitinib (N=114) Carboplatin-Paclitaxel (N=113) Grade 23
Grade 1 Grade2 Grade 3 Grade 4 Grade=3 Gradel Grade 2 Grade 3 Grade 4 Grade =3
no. of patients no. (%) no. of patients no. (%)
Diarrhea 32 6 1 0 1(09) 7 0 0 0o o0 <0.001
Appetite loss 7 4 6 0 6(5.3) 39 18 7 0 7(6.2) <0.001
Fatigue 8 1 3 0 3 (2.6) 19 11 1 0 1(0.9) 0.002
Rash 38 37 6 0 6 (5.3) 8 14 3 0 3(2.7) <0.001
Neuropathy (sensory) 0 1 0 0 0 28 27 7 0 7 (6.2) <0.001
Arthralgia 1 2 1 0 1(09) 25 21 8 0 8(11 <0.001
Pneumonitis 3 0 2 I 3(2.6) 0 0 0 0 0 0.02
Aminotransferase elevation 20 13 29 1 30 (26.3) 31 5 0 1 1 (0.9) <0.001
Neutropenia 5 1 1 1(0.9) 4 9 37 37 74 (65.5) <0.001
Anemia 19 2 0 0 35 32 6 0 6 (5.3) <0.001
Thrombocytopenia 8 0 0 0 25 3 3 1 4 (3.5) <0.001
Any 17 44 43 47 47 (412) 4 25 41 40 81 (71.7) <0.001

* Toxic-effect grades are based on the National Cancer Institute Common Terminology Criteria (version 3.0).
7 One patient counted here had a grade 5 toxic effect.

be less toxic than carboplatin—paclitaxel. The only In conclusion, the efficacy of first-line gefi-

exception was interstitial lung disease; there were
three cases of severe interstitial lung disease
(2grade 3) in the gefitinib group and none in the
chemotherapy group; one of the cases was fatal.
The patient who died was a woman who had no
history of smoking and thus had a relatively low
risk of interstitial lung disease. Gefitinib some-
times causes diffuse alveolar or interstitial dam-
age, especially during the first 3 months of treat-

tinib was superior to that of standard chemother-
apy, with acceptable toxicity, in patients with ad-
vanced non-small-cell lung cancer harboring
sensitive EGFR mutations. Selection of patients
on the basis of EGFR-mutation status is strongly
recommended.
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Randomized phase Il trial of weekly paclitaxel combined
with carboplatin versus standard paclitaxel combined
with carboplatin for elderly patients with advanced
non-small-cell lung cancer
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Background: The optimal platinum doublet regimen in elderly patients with non-small-cell lung cancer (NSCLC) is
still uncertain. We conducted a randomized phase Il study to compare the efficacy and safety of weekly paciitaxel
combined with carboplatin with those of the standard schedule.

Patients and methods: Elderly patients (age 270 years) with advanced NSCLC were randomly assigned to either
the weekly arm (70 mg/m? paclitaxel on days 1, 8, and 15 and carboplatin [area under the curve (AUC) = 6] on day 1}
or the standard arm [200 mg/m? paclitaxel and carboplatin (AUC = 6) on day 1]. The primary end point was the overall
response rate (ORR).

Results: Eighty-two patients were enrolled. The ORR and median progression-free survival were 55% and 6.0
months for the weekly arm and 53% and 5.6 months for the standard arm. Grade 3/4 neutropenia and peripheral
neuropathy were observed in 41% and 0% of the patients in the weekly arm and in 88% and 25% in the standard arm,
respectively.

Conclusions: This is the first randomized study that compares the platinum doublet designed specifically for the
elderly. Regarding the safety, the weekly regimen was less toxic than the standard regimen and seems to be
preferable for elderly patients with advanced NSCLC.

Key words: elderly patients, non-small-cell lung cancer, weekly paclitaxel

introduction major clinical conditions that distress patients and sometimes
. N . lead to treatment withdrawal. To minimize the occurrence of
Lung cancer is the leading cause of cancer deaths in most of the ¢ oxic effects and to improve the tolerability of this
Usvetoped countries. Mo'i; tl?an K% ot(’ithe patients with Pung regimen, weekly schedule of paclitaxel has been evaluated and
cancer have non-small-cell histology and ~40% of the patients found to be associated with a reduction in the treatment

present at stage IIIB. or stage IV of the disease at diagnosis toxicity and feasible therapeutic indices for patients with

(1,2]. }(:;rsg:ée) pa]t l:‘nts mlt)h a:vanccg. nc:l;l-sm;ll-cel; lung advanced NSCLC although these studies mainly included

cancer ,» platinum-based combinations have been : :

accepted as the stfndard of care on the basis of their survival younge patlepts and the benefit of such 4 regimen for elderly
patients remains unknown [8-10].

bemfﬁt [3_,5]' In particular, the combmatufn of carboplatin and The benefit of platinum doublet chemotherapy for the elderly
paclitaxel is the most commonly used regimen for the is still controversial. Some investigators recommend single-
treatment of aflvanccd NSCLC and !1as been selc?tcd as the agent chemotherapy with new-generation chemotherapeutic
reference o 1 several P hase I1I tn‘als ,[6' 7). V,v“h regard to agents such as vinorelbine or gemcitabine on the basis of the
the cathoplatin anc.l pachtaxel. comslinaticn, penphe-ral evidences from some phase III trials [11-13]; on the other
neuropathy, myalgia, arthralgia, and myelosuppression are the hand, others consider that platinum doublet chemotherapy is
also acceptable for elderly patients, although the frequency and
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University Hospital, 1-1 Selyomachi, Aoba-ku, Sendal 980-8574, Japan, severity of toxic effects associated with the latter are generally
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In this context, we previously conducted an elderly-specific
phase 11 study of weekly paclitaxel combined with carboplatin,
which demonstrated a reasonable response rate (45%) and less
severe toxic effects (e.g. a grade 3 peripheral neuropathy rate of
3%) [15]. Next, we planned the current randomized phase 11
trial that involved weekly paclitaxel combined with carboplatin
and compared it with standard triweekly regimen of paclitaxel
combined with carboplatin for elderly patients with advanced
NSCLC; this was done in order to select a proper regimen for
future phase III studies that compare the efficacy of platinum
doublet chemotherapy with that of single-agent chemotherapy.

patients and methods

selection of patients

Patients (age 270 years) with cytologically or histologically confirmed stage
11IB, stage 1V, or postoperative recurrent NSCLC with measurable lesions
who had never received chemotherapy or radiotherapy were enrolled in this
study. Further, patients were also required to satisfy the following criteria:
Eastern Cooperative Oncology Group (ECOG) performance status (PS) of
zero 10 one, an estimated life expectancy exceeding 12 weeks, white blood
cell (WBC) count of >4000/mm> (or a neutrophil count of >2000/mm?®),
hemoglobin levels of 9.0 g/d], platelet count of >100 000/mm>, serum total
bilirubin level of <1.5 mg/dl, serum levels of aspartate aminotransferase and
alanine aminotransferase <2.0x the institutional upper limit of the normal
range, serum creatinine levels of <1.5 mg/dl, and pO, level of >60 mmHg.
We excluded patients with symptomatic brain metastasis or severe
comorbidities such as symptomatic cardiovascular disease, liver cirrhosis,
radiographically obvious pulmonary fibrosis, acute peptic ulcer,
uncontrolled diabetes, and peripheral neuropathy. The institutional review
boards of all the nine hospitals approved this study, and a written informed
consent was obtained from all the enrolled patients.

treatment schedule

The enrolled patients were stratified by clinical stage (IIIB, IV, or
postoperative recurrence) or ECOG PS (0 or 1) at baseline and then
randomly assigned to receive the weekly paclitaxel with carboplatin arm (W
arm), in which 70 mg/m? paclitaxel was administered once a week on days
1, 8, and 15 with carboplatin [area under the curve (AUC) = 6] on day 1 of
each week, or the standard paclitaxel with carboplatin arm (S arm), in
which 200 mg/m? of paclitaxel was administered with carboplatin

(AUC = 6). Before the administration of paclitaxel, the patients were
premedicated with dexamethasone (8 mg i.v.), ranitidine (50 mg i.v.), and
diphenhydramine (50 mg orally) to prevent anaphylactic reaction.
Carboplatin was administered immediately after paclitaxel. No prophylactic
granulocyte colony-stimulating factor or prophylactic antibiotic support
was planned, Paclitaxel was administered to the patients of the W arm on
days 8 and 15 when the neutrophil and platelet counts exceeded 1000/mm’
and 75 000/mm?’, respectively. The following dose reductions in the
subsequent cycles were permitted in cases with the following toxic effects
according to protocol: the paclitaxel dosage was reduced to 60 mg/m’ in the
W arm or 180 mg/m? in the S arm in case of febrile neutropenia, grade 4
neutropenia lasting 4 days, grade 2 or worse peripheral neuropathy,
myalgia, or arthralgia, or grade 3 or worse non-hematological toxic effects
other than nausea, vomiting, and appetite loss. Further, carboplatin was
reduced to AUC 5.0 in both the arms when the platelet count decreased to
<20 000/mm’, serum creatinine levels exceeded 1.5x the institutional upper
limit of the normal level, or grade 3 or worse non-hematological toxic
effects were observed. To initiate subsequent cycles, the prerequisite
conditions were as follows: a WBC count of >3000/mm?® (or a neutrophil
count of >1500/mm?®), platelet count of >100 000/mm?, or
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non-hematological toxic effects below grade 2. A delay of the protocol
treatment due to toxicity was permitted until 3 weeks. All the patients were
required to receive the protocol treatment for at least three cycles unless the
disease progressed, unacceptable toxicity occurred, the patients refused
further treatment, or the physician decided to discontinue the treatment.
Second-line chemotherapy or other treatments after this study were not
prohibited by the protocol.

treatment assessment

Baseline assessment included a physical examination, complete blood
counts (CBC) with differential and platelet count, hepatic and renal
function tests, urine analysis, 12-lead electrocardiogram, and chest
radiography. Tumor evaluation was carried out at the baseline by either

a computed tomography (CT) scan or magnetic resonance imaging. During
the study, the medical history and results of physical examination, weight,
vital signs, ECOG PS, CBC, blood chemistry, and chest radiography were
monitored on a weekly basis. Radiographic evaluation by CT scan was
carried out at least every two cycles to assess the patient’s response to the
treatment. Unidirectional measurements were undertaken according to the
RECIST criteria. The definitions of complete response (CR), partial
response (PR), progressive disease (PD) and stable disease (SD) are as
follows: CR, disappearance of all target lesions; PR, at least a 30% decrease
in the sum of diameters of target lesions, taking as reference the baseline
sum of diameters; PD, at least a 20% increase in the sum of diameters of
target lesions, taking as reference the small on study
or the appearance of one or more new lesions; SD, neither sufficient
shrinkage to qualify for PR nor sufficient increase to qualify for PD. The
confirmation of CR and PR required response duration of 24 weeks,
while the confirmation of stable disease required response duration of

26 weeks after the initiation of the treatment. Toxic effects were assessed
according to the National Cancer Institute—Common Toxicity Criteria
version 2.0.

sum of di

statistical analysis

The primary end point of this study was the overall response rate (ORR),
and the secondary end points were the progression-free survival (PFS),
overall survival, and toxicity profile. The sample size was calculated
independently for each arm as follows. Assuming that an ORR of 40% in
eligible patients would indicate potential usefulness, while an ORR of 20%
would constitute the lower limit of interest, with o = 0.05 and p = 0.2, the
estimated accrual was 36 in each arm. Fisher’s exact test was used to
estimate the correlation among the different variables of the two arms. The
estimation of survival was carried out using the Kaplan-Meier method and
the log-rank test.

results

patient characteristics

From November 2004 to June 2007, 82 patients were enrolled
from nine institutions in this study (Table 1). The median age
of the patients at the time of enrollment was 75 years (range
70-87 years); 57% of the patients were 275 years and 15% of
the patients were 280 years. Of the 82 patients, 69 (84%) were
male and 40 (49%) had PS of one. Adenocarcinoma and
squamous cell carcinoma were the most common histological
types and were observed in 47% and 41% of the patients,
respectively. There were 26 (31%) patients with stage 111B, 47
(57%) with stage IV, and 9 (11%) with postoperative
recurrence. There was no statistical difference in the patient
characteristics of the two arms. The median number of cycles of
the treatment was three cycles (range 1-6) in each arm, and
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75% of the patients underwent three or more cycles in each
arm. In the weekly arm, 42 patients received 139 cycles in total.
Among 417 planned administrations of paclitaxel, 31 were
skipped mainly because of temporary toxicity and 93% of
planned doses were actually administered.

response and survival

The ORR (CR + PR) observed for the W and S arms were 55%
[95% confidence interval (CI) 40% to 70%) and 53% (95% CI
38% to 68%), respectively (Table 2). There was no statistical

difference in the response of the patients in the two arms. One
patient in the W arm could not be evaluated for the response
because the patient died due to treatment-related effects before
the first evaluation of the efficacy. The median PFS and median
survival time (MST) were 6.0 and 14.7 months for the patients

Table 1. Patient characteristics according to the treatment group

Age, years

Median

Range 70-83 70-87 70-87
Sex

Male 38 31 69

Female 4 9 13
ECOG PS .

0 21 21 12

1 1| 19 40
Stage

1B 13 13 26

v 25 22 47

Postoperative recurrence 4 5 9
Type of histology

Adenocarcinoma 2 17 39

Squamous cell carcinoma 15 19 34

Large cell carcinoma 4 2 : 6

Others s 2 3
Number of treatment cycles :

Median : 3 3 3

Range 1-6 16 . 1%

ECOG PS, Eastern Cooperative Oncology Group performance status.

Table 2. Response and survival according to the treatment group

Response. - :
Complete response 1(2) 0 (0)
Partial response 22 (53) 21 (53)
Stable disease 15 (36) 14 (35)
Progressive disease 3(7) 5(12)
Not evaluable 1(2)

Overall response rate (%) 55 (40-70) 53 (38-68)
(95% CI)

Disease control rate (%) 90 (81-99)

88 (78-98)
(95% CI) :

Cl, confidence interval.
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of the W arm and 5.6 and 15.5 months for the patients of the S
arm, respectively (Figure 1).

toxicity

The treatment-related grade 2 or worse toxic effects observed in
this study are summarized in Table 3. Neutropenia was the
most common hematological toxicity in both arms, and grade
3 or 4 neutropenia was observed in 41% and 88% of the
patients in the W and S arms, respectively (P < 0.0001). Febrile
neutropenia was observed in 2% and 10% of the patients in the
W and S arms, respectively. Grade 3 peripheral neuropathy was
observed in 0% and 25% of the patients in the W and S arms,
respectively (P = 0.018). Myalgia and arthralgia also tended to
be severe in the patients of the S arm. Although other
non-hematological toxic effects observed were almost moderate
and manageable, there was one treatment-related death in the
W arm owing to drug-induced interstitial lung disease.

discussion

Although the number of elderly patients with advanced NSCLC
has been increasing, the standard of care for such patients
remains controversial. Randomized phase III studies of single-
agent chemotherapy with drugs such as vinorelbine or
gemcitabine demonstrated that the survival benefit for elderly
NSCLC patients treated with this modality was higher than that
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T 8 —— Weekly 6.0 months
E : = = Standard 5.6 months
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Figure 1. Progression-free survival (PFS) (A) and overall survival (B) rate
in each arm.

doi;10.1093/annonc/mdp401 | 767

1102 '6 uosep uo Ausienun piesoliH Je 610°S[euwnolpiojxo"ducuUE Woy papeojumoq



Table 3. Adverse events (2grade 2) according to the treatment group

Hematological
Neutropenia 13
Thrombocytopenia 4
Anemia 13

Non-hematological
Febrile neutropenia -
Peripheral neuropathy
Arthralgia, myalgia
Hyponatremia
Fatigue
Nausea/vomiting
Diarrhea
Constipation
Rash
Infection
Pneumonitis
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Dizziness
Cerebral infarction
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0 11 | 88
4 2 1 8
16 8 0 20
kil 4 0 10 5
7 10 0 25
4 3 0 8
< 5 0 13
4 0 0 0
11 5 0 13
2 0 0 0
0 0 0 0
2 0 0 0
3 2 0 5
0 1 0 3
1 1 0 3
0 0 1 3

*Treatment-related death.
'P < 0.0001.
“pP=0018.

of the best supportive treatment [11, 12]. In addition, a recent
Japanese study has indicated that docetaxel monotherapy is also
suitable for elderly NSCLC patients, although the extremely
high efficacy (an MST of 14.3 months) should be reexamined
by another confirmatory study [13]. On the other hand, there
has been no randomized study of platinum doublet
chemotherapy specifically targeting the elderly population.
Some retrospective analyses conducted on the subgroup of the
elderly from several trials without an upper age limit have
documented the benefits of platinum-based combination
chemotherapy in those patients with good PS [14]. However,
the percentage of the elderly population enrolled in those trials
was only 30%—40%, which is much lesser than that of general
practice, indicating that a selection bias clearly exists in the
enrollment of elderly patients into such clinical trials in which
there is no upper limit for the age of the patients. Moreover,
even in those selected elderly patients with good PS, toxic
effects tend to be more severe than those in younger patients,
thus clearly indicating the need for elderly-specific clinical trials
[16].

In this study, the patients of both the W and the S arms met
the primary end point, indicating that the combination
treatment of paclitaxel and carboplatin with each schedule is
effective for elderly NSCLC patients. The survival data (PFS and
MST) were also similar between the two arms, both of which
are comparable to the results of previous trials of platinum
doublet chemotherapy conducted in younger patients [3-7].
The tendency of efficacy and safety results of our study was
similar to those of the phase III by Belani which also compared
carboplatin plus weekly paclitaxel with carboplatin plus
standard paclitaxel although most patients were <70 years old
and the dose of weekly paclitaxel (100 mg/m*/week) and the

798 | Sakakibara et al,

48

additional maintenance therapy of paclitaxel were different
from our study. More than half of the patients included in our
study were >75 years old which is similar to the population of
elderly patients in general practice. Thus, we believe, at least for
patients with good PS, the platinum doublet regimen is

a reasonable choice even if they are >75 years old. Regarding the
toxic effects, the incidence of grade 3/4 neutropenia and febrile
neutropenia in the patients of the W arm was apparently lower
than that in the patients of the S arm. The peripheral
neuropathy observed in the patients of the W arm was also
significantly mild and manageable as compared with that in the
patients of the S arm. The results of the efficacy and safety of
the present regimen comprising weekly paclitaxel were
comparable to those observed in our previous study and other
studies [8-10, 15, 17]. Its safety profile, in particular, is the
greatest strength that may benefit elderly patients with less
tolerance to chemotherapy.

Recently, Ramalingam et al. [18] reported the results of
subset analysis from Belani’s study specifically targeted for
elderly population. Very similar to our study, they also
concluded that regimen with weekly paclitaxel was equally
effective and less toxic than that with standard paclitaxel in the
elderly population, although the response rate of weekly
regimen was less than that in our study (26% versus 55%).
There are also some differences in toxic effects between the
weekly regimens of each study. For example, incidences of
grade 3 neuropathy, grade 3 or worse neutropenia, and anemia
were 5.5%, 17%, and 16%, respectively, in Ramalingam study;
meanwhile, those incidences in our study were 0%, 41%, and
29%, respectively. As to the neuropathy, dosage of paclitaxel
and the maintenance therapy might have influenced the result.
On the other hand, the difference of hematological toxic effects
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might depend on some genetic difference between USA and
Japanese patients because recent large common-arm analysis
between United States and Japan revealed that Japanese
patients suffered from significantly higher hematological toxic
effects than USA patients even if treated with similar dose of
paclitaxel and carboplatin [19].

The present study has a few limitations. The first limitation is
that since the sample size used in this study was small,
a definitive conclusion cannot be reached solely on the basis of
the findings of this study. However, previous reports support
the results obtained for each treatment conducted in this study.
Since it is still unclear as to which of the two strategies of
platinum doublet chemotherapy and single-agent
chemotherapy is superior to the other, a larger comparative
study should be conducted in future. We believe that the weekly
paclitaxel and carboplatin combination used in this study may
be a successful candidate as a proper platinum doublet regimen.
The second limitation of this study is that we did not conduct
a comprehensive geriatric assessment (CGA) or assess the
quality of life of the patients in this study. The difficulty in the
treatment of elderly patients is due to the heterogeneity of their
comorbidities and organ functions. CGA has been recognized
as a very important tool for the evaluation of the general
conditions of the elderly patients; this tool must be applied in
future trials for the identification and selection of
a heterogeneous elderly population [20, 21]. And finally, the
superiority between platinum doublet and single-agent
chemotherapy in elderly population remains unclear; thus, we
are now conducting the next randomized study comparing the
current weekly paclitaxel with carboplatin to docetaxel alone.

In conclusion, this is the first randomized study that analyzed
the efficacy and safety of the platinum doublet chemotherapy
specifically designed for the elderly. In this study, the efficacy of
both the treatment regimens consisting of paclitaxel and
carboplatin was similar. Regarding the safety, the regimen
comprising weekly paclitaxel was less toxic than that with the
standard paclitaxel dosage and seems to be preferable for
elderly patients with advanced NSCLC and is worthy of further
investigation.
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I[gG1%e b - =7 2% 2 FHKT, EGFR porting care (BSC) &£tV ¥ <7Dl
ANDO) A FOREEEZHETAZET, £ B % T o 72 CO. 173 BY, CPT-11#Hi 1%
DTHDY 7+ MEEZR AL TEZ HMli KB ATCPT-11E Y ¥ Vv THRER
WG - Wk - TR b — T ADEGE - MEH ¥ 5 U EIERASH 2 IEBNS R LT,
Hrp &R E LEEOERELZIH T 5, CPT-11t v F v 7TIEEHRSOTE %

o EGFR B 5 HAER - ERASA Z X RIZL KEE L 72 EVEREAT R B", W3 hoRER
72, —REBEHW|ELTHEBEAY) ) T A~ CBWTH KRASHAMTEY X 3T
(CPT-11) /5-7 vFua > ¥V (5-FU) / 2 & % EREHRAFEHA S NIz,
AYF =AMy A (LV) BFH#E o WD BEBIFENT ORERIZo 7228, &'
(FOLFIRI #i:) 12ty = 7HHOE HoMmrERsERE 2Ty X U<
F 2 MEFE L 72 CRYSTALREBR ICEB W T, 7 A KRAS AR BWT LESRRE
KRAS Bz TEREEDHEEIZL LTy b RT o EEIFELI-ZENS, NCCND
fEMT A7 S, KRAS BFHERITIIEY £ HA T4 Tld KRAS BFAERIZB W T
< K B AGFHRAD EFEEHEIED + 7 & ¥ < 7 % FOLFOX % FOLFIRI % ®
55 bDD, KRAS ZRMTIL LEER) 1 REBICHER SN {bFEERNCHEAT
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EE
ok N FOLFQX_?' F_OLFJRI,
+NNV AT T
RERD ‘ KRASE{ZT [FoLFox or FoLFRL
A A R SV | vevESTI
FOLFOXorFOLHRL\
VAPV edv)
FENMIFE | £EFHIRE A E VAP
BIROFHEIRE : MMEATHN, TM% L )
1 CALGB,/SWOG 80405:BRDEEE"
HIENHERINTNEY, RERIZBWT, "NV AT EREL—RE
e bAETIE, kY F I <7 DEAN: KRAS # C Progression disease (PD) & 7z o 7=
BIETFREVRBER L B 5ozl L BONNV AR TR EUHEBEITo 8
bdHY, KBEBEERTA FI4 0 TIE—X B, INVARTERETHRVERZVLIZ
ERICEY X I TORIRHERIRTE HEIGHTE o 12BICH L CA BRI IR A
O3, ZRIGEUBEOMEHIYER SN TS, Rhro/zZ &6, PIMPDHDNNYX
o 31 £ CALGB/SWOG 80405 B % 1T b h X7 EMT A2 L (BBP) 2MAAFHIE O
Twa (E1)7, RikB&IX, KRAS B! HERZRA BT REMEARIE S /¥,
DFEBNI R U TEREEMLFAREII NN Y X ¢ NNY A TOIER A A =X L2, EHM
< 7 (beavcizumab : 7 /N A F »Y) f# H BB EAZ L THEREZ TP, HH
Hraorybo— e LTEyFI<7HHH DHESFERE L UWET RIS
BNV XTT sy~ TR THY, BBP DHEGmIMRIIIFLET 5,
HERBRT — L LT HEBHABRTH 5, e L7 L, BRITERERIIBIZABETH D,
o RKiABRDMER LY F o< TR BEOEM D BHOE ) FHFIINA T A oTED,
AENIUL, KRAS BARDRERIIF LT B2 BBP # T2 HIRED BIT 2 EB A%

VXU TR b REE A 1 EIRE L PolIFTHAHUREELRETE 2V,
TREHIT) MWL Ty 245252 o FEHE A — RILFIRFEIZ AN Y = T & B

EWZ Y, RIROKEAAH— RIGHIZB LTPD & o 7ERIIH LT, HREER—
TAhHFEMPREDEERON S, RACFIRE AT ) AN Y X3 7 & ke §

% VM OERICF ST 50 E0
% 79" % ML18147. 7 AIO0504:45% (2
AL, LOHP N— 2 DALZMEIC NN Y

Bevacizumab beyond progres-
. sion disease (BBP) (DWW T

o RIGRIEBM ARG ABE I LTy X< 7B #% PD & % - 7= KRAS ¥ 4 #l
AR T AL FHRE RO LM% DFEFNZ, CPT-11X— 2 DLEHEEICA
A L - AR BBl 2k — MR TH WY AR TEEYFIITOVTIE A
% BRITE (Bevazizumab Regimens : Inves- L7z A3y AL AR (progression free
tigation of Treatment Effects and Safety) survival : PFS) DERIZEH 5§ 5 N HET
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A (s st )
BEN L ZRIEFRE +
B > NADF &)
T 7 (BgAH)
{T+A;/§;§' REET z -
it 1RER L AL E

v

(R%EBR)
FERMMIRE | 2EFHRE J

a A

(FOLF) IRl + XN X< F

Z
FTxHUTIUHE ; \_ )
NN X2 T 7 ~
b (FOLF)IRI+ Y%y <
i KRAS x> N J
FEFMEE : EEBATFHAR TRY [ Aa

X2 BBPI(CEIYd 2¥EThOEEKSE IR
A: ML18147 ~AIO05043E%, B: SWOG S0600.iBET #Ex,

% SWOG S0600,iBET k& (E2B)" 4% WEOFE MY BT 5 N016968

BRAEETHTD 5, XELOXA K ER" 23 17 H T XELOX # i ¢
* ML18147,~ AlIO0504 iR Bk T RABRIGHEHTH & FH &K s hiuE, REREHOHPEIZH
R E i, BBPAPHEBKRTHIT WINBLEERALNS,
bNBEW) T LI BEEZDL, T2, e Stage I /M4 2%A % F R 12, mFOL-
SWOG S0600 iBET il TH XY X< FOX 6 #FEADNRNY X< 7O FF2xhE
TEHPRIF L R NITKRAS AR T % M At L 72 KSABP C-08it Bk T, L3
BBP# F3FEEL VI LIZRY, W HRNFIIFEH SN e Do 72 LA L, BAE
NOREBOMELAROHEHRKRICEEL FOLFOX 4 # #: & FOLFOX 4 + X /N ¥ X
HEzaLBbhs, < 7 XELOX+ RN Y A< 78k %*

¥4 5B017920  AVANTRER" 12 H A3

L a= [} N
B TRmE P RE LEMLTRREMCHDNTEY,

eStage I /MEHBHA ZxFH12, FOLFOX FE DA E DM BB LEREND NN Y
AL LV5FU 2 #3: % ik L 72 MO- A2 THEAHET»RIZTEZEZObNS,
SAIC & B&", bolus 5-FU & L-OHP @ #$f o Stage [I#% W5 A% A C KRAS B A4 I o 4
ML Y Ay TdhbFLOX #iE & 5-FU/LV X1, FOLFOX 4 #Eicx3 5ty
FiE & LB L 72 NSABP C-O7#ER", W§ YT O LEFEERREMIET S PETACC-
niZBWTH LOHLBH L YV X Y YA & SRERV AN P LAITbRT W B, 272
|2 B % A A #A M (disease free survival : L, KRERTEOLNLIERILYF V=T
DFS) M HFEEFLLEVIRERE 572, L O HHBLFREICB T AAEMNITE2E
OHP L BROFETHAL ARV ZE Y DOPH ZBBEZRRHLLOD, FHBRBEORR

1L Tdh 5 XELOX # ik & bolus 5-FU/LV LEMOKEREARRICZEOT ENFT LS

180

52



X ik

Lid, BELWEEZ LR,
B ot

o MEHE L FFRE & NN Y XTI =
Y A< 7 (panitumumab) O FFELHEE
A7z PACCE iB&'"' T, XELOX & XN
AR T F I TDLEFERE AT
CAIRO 2 s B&"C &, $L VEGF L1k & L
EGFR UAD B HII B E M L #E R 725 720
® KRAS ¥ # B % xf ® & L 72 CALGB/
SWOG 80405:5% (R 1)"C, &A%Ht EGFR
PUIRDSA %) 72 5E B T O $HT VEGF $i /K & #1
EGFR U DO B RN RASH H 2% 5 L&
ZAbNb,

e T )L uF =7 (erlotinib : # )Lk /\¥) 7
EDNFFALE Y & AR A T D R
o MAHGABR D BRI 7222Y, 208 RIZ X -
TRARIZBTH NG FLEDOKED
AEBRNDBADRE SNDZ LIl b L
EZbhb,

1) Van Cutsem E et al: Cetuximab and chemo-
therapy as initial treatment for metastatic col-
orectal cancer. N Engl J Med 360 : 1408 —
1417 (2009)
Bokemeyer C et al : Fluorouracil, leucovorin,
and oxaliplatin with and without cetuximab in
the firstline treatment of metastatic colorectal
cancer. J Clin Oncol 27 : 663—671 (2008)
Karapetis CS et al : KRAS mutations and ben-
efit from cetuximab in advanced colorectal
cancer. N Engl ] Med 359: 1757 — 1765 (2008)
4) Tejpar S et al: Relationship of efficacy with
KRAS status (wild type versus mutant) in pa-
tients with irinotecan-refractory metastatic col-
orectal cancer (mCRC), treated with irinote-
. can (q2w) and escalating doses of cetuximab
(q1w) : The EVEREST experience (prelimi-
nary data) ; ASCO annual meeting (Abstract

181

53

6)

7)

9)

10)

11)

12)

13)

14)

15)

ERPRIESE 77 2 74 A Vol. 6 No. 2 2010

4000), 2007.

National Comprehensive Cancer Network :
Clinical Practice Guidelines in Oncology V.2
(2010) Colon Cancer. http : //www.nccn.org/
KIGRERT RS - KIBRRIEHET A ¥ 54 > K
FH20094EBERR. IR AR, BET (2009) p. 24—
29

A service of the U.S. National Institutes of
Health : Clinical Trials. gov. http: //www.clini-
caltrials.gov/

Grothey A et al: Bevacizumab beyond first
progression is associated with prolonged
overall survival in metastatic colorectal can-
cer: results from a large observational co-
hort study (BRiTE). J Clin Oncol 26 : 5326 —
5334 (2008)

Gerber HP et al: Pharmacology and pharma-
codynamics of bevacizumab as monotherapy
or in combination with cytotoxic therapy in
preclinical studies. Cancer Res 65 : 671 — 680
(2005)

André T et al: Oxaliplatin, fluorouracil, and
leucovorin as adjuvant treatment for colon
cancer. N Engl J Med 350 : 2343 — 2351
(2004)

Kuebler JP et al: Oxaliplatin combined with
weekly bolus fluorouracil and leucovorin as
surgical adjuvant chemotherapy for stage 1I
and Il colon cancer: results from NSABP
C-07. J Clin Oncol 25 : 21982204 (2007)
Wolmark N et al: A phase I trial comparing
mFOLFOX 6 to mFOLFOX 6 plus bevacizu-
mab in stage I or II carcinoma of the co-
lon : Results of NSABP Protocol C-08 ; ASCO
Annual Meeting (Abstract 18s) 2009.

Taieb J et al: Cetuximab plus FOLFOX-4
for fully resected stage Il colon carcinoma :
scientific  background and the ongoing
PETACC-8 trial. Expert Rev Anticancer Ther
8 . 183—189 (2008)

Hecht JR et al: A randomized phase I B
trial of chemotherapy, bevacizumab, and pani-
tumumab compared with chemotherapy and
bevacizumab alone for metastatic colorectal
cancer. J Clin Oncol 27 : 672—680 (2009)
Tol J et al: Chemotherapy, bevacizumab, and
cetuximab in metastatic colorectal cancer. N
Engl ] Med 360 : 563—572 (2009)



532

VAT, KEBTE 02 PR WA

BRI AERRMER

Bevacizumab (2 & 2 MA2%E & Z DX (M FEE

FRIRFZEHT)

Thromboembolic events associated bevacizumab treatment

hnEER I

B - vevacizumab, Bfiivie, BRI, fball 1

& U &I

PR AT R O EFRRNE, o TR FEA]
DB LRI L TWA. KRBT

i F & 5 55 FRER) 3 # 0 —D bevacizumab I3,

IfiL & P B2 Al i 1% il X f- (vascular endothelial
growth factor: VEGF) (23 2 HHIFKRTH 1,
BRI R E AT HMAOPAAK & OB
FEIZXBREWHESE T v bo— VAT RE L %
o7z L LED - THEOWRFARNIIIZA
LNV TIENERORE L AERERYD 5
728, FOHFGIZHTo TIEREFIZONT
D+ H R L EENLETH .

AHi T bevacizumab (45 A EHL O
Th, VolARETALEE/LLLT VM
FEDFKERA N Z XL EFDRIEY) A 7122V T
W 5.

1. Bevacizumab (C K2 MERELA H=
A LIZDWT

VEGF 3 ARN O MAE O S X OHER I
BOWTHEELZBEZH-TWS, MEHNEARE
2BV % EIRW 7 VEGF DRET T A Fv7z
fEFTICE D, VEGFDA+— 17 74 Y1EHZ M
ENEAMEOHEFFIZLETH D I ENFP LRI

Xht oL TR, VEGF 2 KR%EL7:ImE
NEMETIZ 7 R =Y 225 & R ShTw
B EDEB N, FO7 I MR A
E2%E L CEYRAE LT 57021 hE
LhatEzbNTWA, 72, VEGF¥ 7+
WMz BHZ L, MAREBRERERFTH S
prostaglandin 1-2(PGI-2) ®* —@&{t & % (NO)
DOEAKTEZIERIT/20, MREROFR
EhbtdbEZLNTWSY. LBVEGF Y
FUHEICHES T 5 LEZ 5N TW5 bevacizu-
mab LIS O 5 FEER R () R~ 4 F+B-H
LR R E)ICBWTHMBRIEN ) A 7 135
KETLIEPMESINTED, ZNHEFIIB
WTHFEBROMRTERA N = XL LD L
RS N5,

2. BiRMmAeERIE

bevacizumab $#5-12 & 1) BjR AR ZEARAE D F
AT A2 213, IhE CHEORME
DERRRERZHEMT LR o|mESINT
W5, 2007 %E Scappaticci H13F 1 12T 72K
Bde, FLAE, FE/HIMRNGHE 1,745 800574 55
DDT v ¥ MMELBRBEZ MR & L CER LI
ERIEICDOWTORIE) R 7 BT & IT- 72"
963 il iX bevacizumab ¥ 5-# 12, 782 FliX %t ER
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F1 BiRMASERE : SBRBIREY 27 k" & h k)

popiichic bevacizumab % 5-8f
#om | owmom | CERE o o N
| TREBI 3L HEBIE
TEH FEH
AVF2107g | XIB% IFL, FU/LV* 5 396 20 501
AVF2119¢g | 7. ¥ capecitabine 1 215 1 229
AVF2192g | B4 FU/LV 5 104 10 100
AVF0780g | KI5 FU/LV 1 35 3 67
AVF0757g | 3F/MiRifE | CBDCA/PTX 1 32 3 66
2 E 13 782 37 963 | 2.0(95%CI: 1.05-3.75)

* FU/LV #i#1Z bevacizumab # D &.

*®2 DiRMARERERRETF OB L) EE)

febREAEF I H 258 HR(95%CI) pfE %75 & HR(95%CI) p fi
bevacizumab D ¥%5- /7L (782/963) 1.99(1.05-3.75) 0.03 1.95(1.04-3.67) 0.04
\ 65 i LA b /65 ik A i B
O (618/1.127) 3.00(1.69-5.30) <0.001  2.17(1.17-4.01) 0.01
B /2 (760/985) 0.57(0.32-1.01) 0.05
«;;;4 ek B0 /7% L (799/946) 1.89(1.06-3.34) 0.03
BR MARZERIEDBEE 0 /7% L (148/1,597) 5.18(2.86-9.39) <0.001  3.65(1.92-6.92)  <0.001
HARTEALAE O BEAE /7% 1L (192/1,553) 4.17(2.32-7.49) <0.001
P PR IR O BEAE H0 /7% (224/1,521) 1.91(0.98-3.73) 0.06
oA 2E D BEAE Hh /7% 1L (110/1,635) 4.90(2.56-9.38) <0.001
M ZErR & 7z —
L 56 00 BEAE Y /7% L (25/1,720) 3.16(0.77-13.0) 0.11
IR A2 oD BEAE »H /%1 (79/1,666) 0.47(0.07-3.41) 0.46

BICEEALE VTSN TBY, Btz
BANRY FORAHEIINBEETLI% IS L
T bevacizumab & 58 Tl 3.8 % L ¥ 2 f5E\ 2
LG AN (V= FEH 2.0, 95%CI 1.05-
3.75, p=0.031). BEIZfEBREFIZOWTEER
T 2 AT o 7245 R, MRIEDRIEY A7 £ LT
bevacizumab O¥% 5, Bk AR ZERE D BEE,

65 U LA L2 HF & LTHEIF Lo h (R

2). BT OMHTTIE, BpIRIMARZERSE DREE,

65U LEDY A7 #RE L TWTH EHEA
AR, AGFHMICH S % bevacizumab OR)R

BEREFERETHo 722 L BMEINTN A,

B2 2010 4E Ranpura b I REFEZHEL L
TEIIRIMARFRIEY R 27 12OV C M G217
5 TWBY. ZIUTL B &S ERBET 2.0 % (95%
Cl 1.7-2.5%), bevacizumab#5-# TiZ3.3%

95

(95%CI 2.0-5.6%), "% — N1 1.44(95%
CI 1.08-1.91, p=0.013) & Scappaticci 5 & [d]
F, bevacizumab 512 & V) Bk MR FESE ) A
YREIHAIEEREL TS B IO
72 Cld bevacizumab DX 5 HBE T L2 X 5 8)
IR MM ZERAED Y A 7 Gl D 2 Sz, 25
mg/kg/BEE & M ERBE T/ — NI 1.52(95%CI
1.10-2.09), 5mg/kg/BAB & % BB TlINF—
FH 1.50(95%CI 0.83-2.69) &, 52 DOHEM
X BY A7 OMKRIBES o7z il
BICRIEY A7 2HETHE, §XTHOTL—
FiZoWwTIRABBCTRERNE, EERD
DIt % L IR/ MRLIGRE, B, FRE TRV
WA Tdh o7 T -BIRMARZERLEOF TOH
BRI EE KR THLPICRAERENR
W (RR 2.14, 95%CI 1.12-4.08, p=0.021) %7,

%
¥
B
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MM A Z Tt A - 72 (RR 1.37, 95%ClI
0.67-2.79, p=0.39) Z & dW|EIN TV 2.

3. FRRRIMARZRALTE

BRMAAERIE L B2, FHIRIEERED
RIEYAZIZOWTIRELRZEVHEINTE
N—FEDRBIIE-> TR EEDNS.

B 7k @ Scappaticei & D EHTIE, FFIR I
¥ ZERAE DFEHE ) A 7 1 bevacizumab %5 T b
FRLZVEVL)IEREHREL TS, EIZ,
2010 4 Cassidy & (3 10 1 o i R 308 6,055 A
(bevacizumab #% 5% 3,448 N, *ER#E 2,607 A :
JE/INHI BB N R 1,084 N, B HE 641 A, JEERE 583
AN, KE#E2573 A, ABIIA N DOT—5 %
AOWTBRZ2TVERELTWA2% #lkiilk

FERIE D FHEZ 1 bevacizumab % 5-# T 10.9 %,

b BEH M TIZ®% LIZIZFAETH - 72
(RR 1.14, 95%CI 0.96—1.35). HIZ{HEHEET
WIE LT L 72 R OFFIR AR ZEARIE O FEAE |2
DVTHHEELRENRDOON o722 L3
HEERTWE,

L7 L, Nalluri 53 U < 10 fF o B AER
7—% (7,956 \, bevacizumab #%5-#F 4,292 A,
* BEBE 3,664 A FE/NA R A A 2,090 A, B R
641 N, KBs#A 3,437 N, FL#E 1,156 A, HRzlE
633 N2 & % X & AT 24T o 7058, BRI
¥ ZERRHE D FEE # 1 bevacizumab ¥ 5-#: T 8.3
%, {bFREHIMBET6.1% & (RR 1.33, 95%
CI 1.13-1.56), bevacizumab % 5-# C &k 42
ERIEDRIE) A7 ERAT DL\, Scap-
paticci L& IR L AHEREFHE L TWE". F
72, ZH L OWMETIL bevacizumab DX 5-H &
T L DENIT K B ERIR AR ZEARAE D FEAE B 12
DV TiE, BIRMRERIERRICEIAONE
ot

4. MRAERR

Bk L7z Scappaticci & DG TIE, BT L

56

H AEEK 69 % HFI%5 3 (2011)

RABTHRHABRD7 ALK Y ORGIHFESI
TWhZEnd, TAYY YO L BRI
A R FORERIZOVWTEHRENTWA.
T A AMERBIOFEFIZIZBIRIMEER A X
YINOBENLWZLEZRE L TEZLHLEN
HoHH, TAEY YIEMHPHITIE bevacizumab
HEHIZX VL2 ICERIMEERD £ X2 b
AT 5 (1.7% vs 3.6%, OR 2.15, 95%CI
1.09-4.24, p=0.03) DI L, 7AE) LM
B C & bevacizumab % 5-12 & 0 BjIR A2 2421
BN AEEEASNS SOOI FENLERE
ENAHR LN A 572(1.2% vs 5.1%, OR 4.50,
95%CI 0.54-37.27, p=0.16) = & A RE SN T
By, —EOMBEIIALNLTREEIEXHS. L
ML, BEOL XY MEABRT AEY) AEH
SEBID D o 72720, FHRHIRERIZOVWTOH
M miIE o7z, 2B, FHEEIIBV
TIE7AEY) YEEHICE S BN X7 OBKIE
AN holtE3NTWA.

sbHUIC

bevacizumab {2 & % Bhi Ik i ke ZE480E FE i V)
AZIWZDOWT KRR AT 2 b & 128K
AL C&7 FIRmAEERIEICOWVWTIIZDHR
$iEY) A 7 %S bevacizumab #2512 X Y L7 T 50
BERIEG2PN TV 578, BRI ZERAEFRE ")
Z7IEVTROREIZBNTHIAZDET S
TEDHEIN TS, BRIBRERIEDOHH T
LEICLHEMIE, WIFhOBITIZBNTY
bevacizumab %52 X D BEEIZE L 25729,
EYAZBEENTVS 5L, MEHED
BENSLBZHIIH L TREFETHA. L
L, ShH) 222 o T0BEHEICBVTY,
bevacizumab % 5-12 & 2 A FHMOERAA S
Nz ehs, +92VAZERETT 4y MC
xF 9 % &l % 17 - 72 9 2 T bevacizumab f§# i
R THLENRHLDDOLEEDNS.
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Abstract

Purpose To evaluate the efficacy and safety of FOLFOX4
using “wait and go” strategy in treating metastatic colorectal
cancer.

Methods The conventional FOLFOX4 was repeated
every 2 weeks. We waited until the recovery of symptoms
from persistent neurotoxicity within an added period of
2 weeks, before performing the next cycle (“wait and go”
strategy).

Results We enrolled 58 patients, in whom a total of 481
cycles were administered (median 8 per patient; range
1-16). Toxicity was evaluated in 58 patients and response
in 55. The major toxic effect was grade 3/4 neutropenia
(33%). Painful paresthesia or persistent functional impairment
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was observed in 4 patients (7%). The response rate was
40% (95% confidence interval; 27.1-52.9%). The median
progression-free survival time was 10.2 months, the 1-year
survival rate was 89%, and the median overall survival time
was 27.6 months.

Conclusions These findings indicate that this “wait and
go” strategy reduces the frequency of persistent neuropathy
while maintaining efficacy against metastatic colorectal
cancer.
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