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ABSRACT - Background: Improving quality of life (QoL) is a main goal of treatment in the man-
agement of elderly patients with advanced stage non-small cell lung cancer (NSCLC). Oral cytotoxic
agents may offer advantages in terms of patient preference and QoL. We compared the effects of
oral vinorelbine and intravenous (i.v.) gemcitabine on QoL of elderly patients with advanced NSCLC.

Patients and methods: In this observational, non-interventional, prospective, multicenter study
we enrolled 128 elderly (age 270 years) patients with advanced (IlIB-1V) NSCLC who were candidates for
first-line treatment with i.v. gemcitabine (1000 mg/m?) or oral vinorelbine (60 mg/m?) both on days 1 and
8, every 21 days. The primary endpoint was the change from baseline in global health status/QoL after
three cycles. Secondary endpoints included change from baseline in other parameters of QolL, accept-
ability and satisfaction with oral vinorelbine. At baseline and every 3 cycles patients were administered
the EORTC QLQ-C30 v 3.0 and QLQ-LC13 to evaluate QoL. A specifically designed questionnaire was
used to estimate the satisfaction with treatment among patients receiving oral vinorelbine.

Results: 106 patients (80 males and twenty-six females, mean age 77.1 years) were evaluable for
this study. Global health status/QoL significantly improved only in the oral vinorelbine group (p <
0.05). Significant improvements were also observed in the Physical Functioning scale with both treat-
ments, in the Cognitive Functioning scale with i.v. gemcitabine only (p < 0.05) and in the Role Func-
tioning, Emotional Functioning and Social Functioning scales with oral vinorelbine only (p < 0.01 for
all). Vinorelbine also improved several symptom scales of the QLQ-C30 and dyspnoea (p < 0.01), sore
mouth (p < 0.05) and pain in chest (p < 0.01) assessed by the QLQ-LC13. Treatment with oral vi-
norelbine was well tolerated and associated with high patient satisfaction rates.

Conclusions: Owing to comparable efficacy to traditional chemotherapy and an acceptable tox-
icity profile, oral vinorelbine may represent an effective first-line therapeutic option in elderly pa-
tients with NSCLC, and may also provide improvements in quality of life.
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INTRODUCTION

Non-small cell lung cancer (NSCLC) is the second
most common malignancy in Western countries,
representing 85% of all lung cancers in the eld-
erly'. The vast majority of NSCLC occurr in sub-
jects aged 65 years or older?, and the incidence in
the elderly population is increasing, due to the rise
in life expectancy. Current guidelines do not rec-
ommend a specific first-line chemotherapy for eld-
erly patients with advanced NSCLC, although it is
acknowledged that older patients may experience
more toxicity from cytotoxic chemotherapy as
compared with younger patients®. However, there
is evidence that chemotherapy is superior to best
supportive care even in this particular setting of
patients*. There is currently no consensus on the
standard first-line treatment to be used in elderly
patients with advanced NSCLC. An increasing
number of trials have been published over the past
few years in which the efficacy of platinum- and
gemcitabine-based doublets has been assessed in
elderly patients with NSCLC>, and the results of
a recent metanalysis suggest that doublets may be
more effective and tolerable than single-agent
chemotherapy for the treatment of NSCLC in eld-
erly patients with good performance status!'®. Con-
versely, another metanalysis found that elderly
patients treated with doublet therapy had a survival
benefit but more grade 3 or 4 anemia, thrombocy-
topenia, and neurotoxicity toxicities than those
treated with single-agent chemotherapy''. These
results are consistent with those from another met-
analysis including 2,605 patients aged =70 years
with advanced NSCLC, which showed that dou-
blet chemotherapy significantly improved the
overall response rate (but not overall survival)'?.
However, toxicity was significantly more frequent
in patients receiving doublets, as compared with
single-agent therapy'?. Two ongoing open-label,
multicentre, randomised phase III trials comparing
the efficacy of a single-agent chemotherapy with
cisplatin-based doublets in elderly patients with
advanced NSCLC will provide more information
on the feasibility of doublet chemotherapy in this
setting!’. At present, single-agent chemotherapy is
usually preferred in clinical practice, based on cur-
rently available data indicating that single-agent
chemotherapy with vinorelbine, taxanes or gemc-
itabine is an effective treatment option for elderly
patients with NSCLC, who often have comorbidi-
ties that could increase the risk of toxicity or con-
traindicate the use of doublet chemotherapy*. In
patients with advanced/metastatic disease, third-
generation single-agent chemotherapy is consid-
ered the standard of care'*. Elderly patients with
advanced NSCLC have a short life expectancy. As
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such, improving QoL is an important treatment
goal in this patient population. In recent years the
number of available oral cytotoxic agents has dra-
matically increased. Oral regimens provide advan-
tages in terms of ease of administration and patient
preference'®, with an efficacy similar to i.v.
agents’®. As such, oral treatments may represent a
valuable alternative option, with the potential ad-
vantage of improving patients’ QoL. In the pres-
ent trial we aimed to compare the effect on QoL of
oral vinorelbine and i.v. gemcitabine in elderly pa-
tients with advanced NSCLC. Treatment accept-
ability was also evaluated.

PATIENTS AND METHODS
Patients and study design

We conduct an observational, non-interventional,
prospective, multicenter study conducted between
January 2011 and June 2013. Seven centers in
Sicily, Italy, were involved. Participating centers
identified patients who were candidates for first-
line treatment with intravenous (i.v.) gemcitabine
or oral vinorelbine. The choice of treatment was
independent of the study and was based solely on
clinical judgment. Patients were considered eligi-
ble if they had histologically documented NSCLC,
stage IIIB/IV disease, 270 years of age, Eastern
Cooperative Oncology Group (ECOG) perform-
ance status (PS) 0-2 and if they had provided in-
formed consent. Patients who had received
previous chemotherapy or other anticancer thera-
pies were excluded. The primary endpoint of the
study was the change from baseline in global
health status/QoL at the first time-point (i.e. after
three cycles or two months). Secondary endpoints
were change from baseline in other parameters of
QoL, acceptability and satisfaction with oral vi-
norelbine.

Treatment regimens consisted of i.v. gemc-
itabine 1000 mg/m? or oral vinorelbine 60 mg/m?
on days 1 and 8. Each cycle was repeated every 21
days until disease progression or severe toxic-
ity/patient withdrawal. Chemotherapy-related ad-
verse events were classified according to WHO
toxicity grading criteria for anticancer drugs'S.

Assessment of Qol

QoL was assessed with the European Organization
for Research and Treatment of Cancer (EORTC)
quality of life questionnaire QLQ-C30 version
3.0'7 and the lung cancer module QLQ-LC13, a
specific tool designed for use among lung cancer
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patients receiving treatment with chemotherapy or
radiotherapy '8. Both questionnaires include multi-
item scales and single-item measures (score O-
100). In QLQ-C30, a high score for global health
status/QoL and functional scales (Physical, Role,
Emotional, Cognitive and Social Functioning) in-
dicates a high quality of life, whereas a high score
for a symptom scale (Fatigue, Pain, Nausea/Vom-
iting, Dyspnoea, Insomnia, Appetite loss, Consti-
pation, Diarrhoea or Financial difficulties)
indicates a high level of symptoms. The scoring
system for the QLQ-LC13 is identical to that for
the symptom scales/single items of the QLQ-C30.
Both questionnaires were administered at baseline
and every 3 cycles (or 2 months).

Assessment of treatment acceptability
Treatment acceptability was assessed using a ques-

tionnaire specifically designed by our group. A social
worker and a psychologist took part in the develop-

Table 1. Patient characteristics.

ment process of the questionnaire, which included
questions aimed to assess patient’s satisfaction with
the information received on the oral treatment, pa-
tient’s opinion on efficacy, propensity for side effects
and feasibility of the oral treatment, and patient’s
self-assessed adherence to oral treatment.

Statistical Analysis

Data were assessed for normality using the
Shapiro-Wilk test. The Student’s ¢ test for unpaired
data or the Mann-Whitney U test were used to
compare baseline patient carachteristics, as appro-
priate. The Student’s 7 test for paired data or the
Wilcoxon signed rank test were used for assessing
differences from baseline in the QLQ-C30 and
QLQ-LC13 scores. Statistical significance was set
at p < 0.05. Descriptive statistics were used for de-
scribing the results of the questionnaire on oral
chemotherapy. Data are presented as meanztstan-
dard deviation (SD) or as median (interquartile

Variable Oral vinorelbine i.v. gemcitabine p
(n=54) (n=52)

No % No %
Mean age (range) 76.5 (70-84) 77.7 (70-81) ns
Gender
— Male 41 759 41 78.8 ns
— Fermale 13 24.1 11 212
Histology
— Adenocarcinoma 32 59.2 29 55.8 ns
— Squamous 20 37.1 19 36.5 ns
— Other 2 3.7 4 7.7 ns
ECOG performance status
-0 11 20.3 16 30.8
-1 35 64.8 31 59.7
-2 8 149 5 9.5
EORTC QLQ-C30*
— Global heath status/QoL. 66.6 (22.7) 66.6 (25) ns
— Physical functioning 65.5 (20) 70 (20) ns
— Role functioning 76.9 (25) 83.3(334) ns
— Emotional functioning 76.6 (29.2) 75 (25) ns
— Cognitive functioning 799 (9.9) 84.3 (16.7) <0.01
— Social functioning 100 (5.88) 100 (16.2) ns
— Fatigue 30.1 (38.9) 33.3(22.8) ns
— Pain 23.4(20.9) 11.6 (24.0) <0.01
— Nausea and vomiting 0.0 (16.6) 0.0 (11.1) ns
— Dyspnoea 28.2 (16.7) 29.0 (33.3) ns
— Insomnia 25.5(16.7) 0.0 (33.3) <0.01
— Appetite loss 448 (16.6) 33.3(33.3) <0.01
— Constipation 30.6 (16.7) 0.0 (33.3) <0.01
— Diarrhoea 0.0 (0.0) 0.0 (0.0) ns
— Financial difficulties 8.4 (16.9) 0.0 (0.0) <0.01

*Data are presented as median (IQR)
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range [IQRY]), as appropriate. All statistical analy-
ses were performed using SPSS v.18.0 (IBM
Corp., Armonk, NY, USA).

RESULTS

One hundred and twenty-eight patients were en-
rolled and 106 (eighty males and twenty-six fe-
males) were evaluable for the analyses. Baseline
characteristics of patients were comparable, except
for cognitive functioning, pain, insomnia, appetite
loss, constipation and financial difficulties, which
were worse in patients who received oral vinorel-
bine (Table 1). Mean age was 77.1 years, 58% of
patients had a histological diagnosis of adenocar-
cinoma and 37% of squamous carcinoma. The ma-
jority of patients had ECOG PS 0-1 (0=25.5%;
1=63.3%; 2=12.3%). Twenty-two patients dropped
out of the study due to early progression of disease
(n=18) or death from other cause. Fifty two pa-
tients received first-line treatment with i.v. gemc-
itabine and 54 were treated with oral vinorelbine.

Quality of life

All patients completed the QoL questionnaires
(EORTC QLQ-C30 and QLQ-LC13) at baseline.
However, not all patients were maintained on the
same treatment regimen over the study period, due to
progression or toxicity. Patients who had a change
of treatment were not considered evaluable for the
purpose f the present study. Eighty-five patients (38
in the gemcitabine group and 47 in the vinorelbine
group) completed the questionnaires after three cy-
cles of treatment and only 34 (11 in the gemcitabine
group and 23 in the vinorelbine group) were admin-
istered the questionnaires after six cycles. Therefore,
only the first and second administrations of the ques-
tionnaire were used in this analysis.

QLQ-C30

A significant improvement from baseline in global
health status/QoL was observed in patients treated
with oral vinorelbine (p < 0.05 versus baseline),
but not in those receiving i.v. gemcitabine (Figure
1A). Significant improvements were also observed
in the Physical Functioning scale with both treat-
ments (Figure 1B), in the Cognitive Functioning
scale with gemcitabine only (p < 0.05) (Figure 1
E) and in the Role Functioning, Emotional Func-
tioning and Social Functioning scales with oral vi-
norelbine only (p < 0.01 for all) (Figure 1C, 1D
and 1F). With regard to symptom scales, signifi-
cant improvements were observed in fatigue and

pain with both treatments (Figure 2A and 2C).
Gemcitabine was associated with a significant im-
provement financial difficulties and it’s possible
that the idea of patients being treated with gemc-
itabine shows an awareness of the importance of
care and therefore access to the hospital, but also
with significantly worsening of diarrhoea (Figure
2H and 2I). Only patients treated with oral vi-
norelbine showed a significant improvement in
dyspnoea and a marked decrease in both insomnia
and appetite loss (Figure 2D, 2E and 2F). Nausea
and vomiting and constipation were not signifi-
cantly affected by either treatment.

QLQ-LCI3

Patients treated with oral vinorelbine showed sig-
nificant improvements in dyspnoea (p < 0.01), sore
mouth (p <0.05) and pain in chest (p < 0.01) (Fig-
ure 3). Conversely, peripheral neuropathy signifi-
cantly worsened in patients treated with i.v.
gemcitabine (p < 0.05).

Treatment acceptability

At baseline, the 54 patients treated with oral vi-
norelbine were administered a 11-item question-
naire specifically developed to bring out the
patient's attitude and perception towards oral
chemotherapy, as well as the level of acceptance of
this regimen. All patients were satisfied with the in-
formation received by the oncologist, and thought
that oral chemotherapy had several advantages over
1.v. treatment, namely the possibility of spending
more time with family and friends, less time spent
in hospital, no need for bulky infusion devices. The
majority of patients (88.8%) believed that oral
chemotherapy has the same efficacy as other
chemotherapy regimens and almost all (90.7%)
thought that oral chemotherapy may be associated
with less adverse events. Futhermore, 92.5% of pa-
tients thought that oral chemotherapy could be eas-
ily managed, even when taken with other drugs for
comorbid conditions.

Tolerability

Both treatments were well tolerated. The percent-
age of patients experiencing an adverse event
tended to be higher in the i.v. gemcitabine group.
The most common grade 3-4 chemotherapy-re-
lated adverse events were neutropenia, anemia and
constipation in the vinorelbine group and neu-
tropenia, thrombocytosis and anemia in the gemc-
itabine group (Table 2).
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DISCUSSION vantages over i.v. gemcitabine with regard to

In the present study we sought to assess whether
oral chemotherapy may have an advantage over
intravenous chemotherapy in terms of QoL in eld-
erly patients with advanced NSCLC. Patients
treated with vinorelbine showed significant im-
provements in global health status/QoL and sev-
eral functional and symptom scales compared
with those treated with gemcitabine. Furthermore,
vinorelbine was associated with improvements in
dyspnoea, sore mouth and pain chest, as assessed
with the lung cancer module QLQ-LC13. These
results suggest that oral vinorelbine may offer ad-

quality of life. In addition, oral chemotherapy
showed high patient acceptability, which is in line
with previous observations from other groups!'>
19 In elderly NSCLC patients aged 70 years or
older, i.e. the majority of patients at diagnosis 2,
improving quality of life, represents one of the
main objectives of anticancer treatment. Elderly
patients often have comorbidities and poor per-
formance status, which heavily impacts the
choice of treatment. Fit elderly patients (High
ADL and/or IADL on CGA) with NSCLC may be
considered for treatments similar to those used in
younger patients?’-!.
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Table 2. Chemotherapy-related toxicities.

Adverse event Vinorelbine Gemcitabine
(% of patients) (% of patients)
WHO grade

1 2 3 4 1 2 3 4
Neutropenia 6 30 35 16 4 29 31 18
Thrombocytopenia 26 1 1 0 4 13 1 1
Anemia 41 42 8 1 42 41 7 2
Thrrombocytosis 8 0 1 0 34 25 12 1
Vomiting 2 1 1 0 2 1 2 1
Nephrotoxicity 10 0 0 3 12 3 1 0
Mucositis 3 0 0 0 4 1 2 0
Alopecia 30 1 0 0 26 2 2 0
Constipation 18 20 5 1 7 5 0 0
Neurotoxicity 21 5 0 1 13 2 1 1
Pain 13 5 0 1 24 7 4 1
Fever 8 5 0 1 34 19 4 1

Conversely, elderly patients with multiple comor-
bidities are more likely to experience treatment-re-
lated toxicity, and using single-agent chemotherapy
taking into account the expected toxicity profile of
the agent, pharmacokinetics, organ function and co-
morbidities may be more appropriate in this set-
ting!*?2. In frail patients (Low ADL and/or IADL on
CGA) with advanced disease, best supportive care
(BSC) or individualized approaches should be con-
sidered. In elderly patients with limited life ex-
pectancy and advanced disease, QoL becomes an
essenial aspect of care, and should therefore repre-
sent one of the measurable endpoints of efficacy
studies. In 1999, the Elderly Lung Cancer Vinorel-
bine Italian Group Study (ELVIS) demonstrated that
vinorelbine significantly improved survival and
ameliorated QoL in elderly patients with advanced
NSCLC as compared with BSC*. In the ELVIS trial
QoL was measured using the EORTC core ques-
tionnaire (QLQ-C30) and the lung cancer-specific
module QLQ-LC13. Results of the QoL analysis
showed that EORTC functioning scales were con-
sistently better in patients receiving vinorelbine than
in the control group, although statistical significance
was reached only for cognitive function. Vinorel-
bine-treated patients had a better score than controls
for some specific items related to lung cancer symp-
toms. Oral vinorelbine has been shown to be at least
as effective as i.v. vinorelbine®. The results of our
study indicate that oral vinorelbine, similarly to the
i.v. formulation, may also determine a relevant gain
in QoL and may therefore represent a suitable treat-
ment options for elderly patients with advanced
NSCLC who are candidates for single-agent
chemotherapy. Oral cytotoxic drugs are generally
better accepted than other chemotherapy regimens
by patients with cancer'>!?. It has been reported that

patients treated with oral vinorelbine spend less time
in hospital and 33% less time in pharmacy com-
pared to patients treated with i.v. vinorelbine®. In
addition, oral vinorelbine may have an economic
advantage over i.v. drugs, mainly due to the reduc-
tion in hospital resource utilisation provided by self-
administration at home®. Targeted oral drugs such
as gefitinib and erlotinib have been also evaluated in
older patients. A phase Il randomized trial compared
gefitinib with i.v. vinorelbine as first-line treatment
for advanced NSCLC in elderly patients*’. There
was no significant difference between the two treat-
ments in terms of efficacy, although gefitinib was
better tolerated. Unexpectedly, individuals who
were epidermal growth factor receptor (EGFR)-pos-
itive benefited more from vinorelbine than from
gefitinib. Overall QoL and pulmonary symptoms
were improved by gefitinib compared to vinorelbine
(by 24.3% and 36.6% versus 10.9% and 31%, re-
spectively). In chemotherapy-naive patients aged
=70 years with NSCLC, erlotinib treatment resulted
in a response rate of 10%, stable disease in 41% of
patients, improvements in QLQ-LC13 symptom
scales (dyspnoea, cough, fatigue, pain) and an over-
all survival of 10.9 months®. Oral vinorelbine has
an efficacy comparable to that of the i.v. formula-
tion and has demonstrated favorable tolerability,
with a high degree of acceptance by both patients
and physicians. When given at 60 mg/m?*week, oral
vinorelbine exhibits the same efficacy as i.v. vi-
norelbine in terms of objective response rate, pro-
gression free survival, and overall survival*.
Bourgeois et al® demonstrated the bioequivalence
of exposure between oral and i.v. vinorelbine. It has
also been suggested that oral administration may re-
sult in better tolerability®. This appears as a rele-
vant aspect, particularly when considering QoL as
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an important treatment goal. Therefore, first-line
treatment with oral vinorelbine might represent an
effective therapeutic option for advanced NSCLC
in elderly patients who cannot be treated with a
combination schedule. Although the relative small
number of patients enrolled and the observational
nature of the study do not allow us to draw solid
conclusions, the results of our study strongly sug-
gest that oral vinorelbine might offer significant im-
provements in QoL, significant in the Role
Functioning, Emotional Functioning and Social
Functioning scales of QLQ C30 (p < 0.01 for all).
Also with regard to symptom scales, improvements
were observed in the patients treated with oral vi-
norelbine, in dyspnoea (p < 0.01), sore mouth (p <
0.05) and chest pain (p < 0.01), all assessed by the
QLQ-LC13 questionnaire. Treatment with oral vi-
norelbine was also well tolerated and associated
with high patient satisfaction rates. Considering the
enormous impact of eledrly cancer patients in the
3" millenium?®'-**, further studies are needed to con-
firm our results, and to assess aspects of oral cancer
therapies that have not been fully evaluated in this
and previous clinical trials, e.g. treatment adherence.
In elderly patients this issue is probably even more
relevant, due both to the presence of several co-
morbidities that often require polypharmacy and to
geriatric conditions that may impair the ability of
managing treatment at home™®.

CONCLUSIONS

In elderly patients with advanced NSCLC the iden-
tification of the best treatment-related quality of
life becomes the main discriminating endpoint.
Single-agent chemotherapy represents a valuable
option, especially in unfit patients. Oral vinorel-
bine may provide an advantage in terms of patient
preferenceas as regards the control of symptoms,
with an efficacy comparable to i.v. formulations
and with an acceptable toxicity profile.
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