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Abstract

Background: To clarify the feasibility and efficacy of chemoradiotherapy (CRT) in elderly (age≥65 years) patients
with locoregionally advanced nasopharyngeal carcinoma (NPC).

Methods: From January 2000 to December 2006, 101 newly diagnosed elderly non-metastatic NPC patients
(age≥65 years) who received cisplatin 3-weekly or weekly concurrent CRT with/without sequential chemotherapy
were recruited. Each patient from the CRT group was matched to another patient treated with radiotherapy (RT)
alone based on age, gender, pathological type, performance status, overall stage, stage method, Adult Comorbidity
Evaluation-27 (ACE-27) score and RT technique, from the same institute and time period. We also recruited 101
young patients (age<65 years) as the referent group, which had been matched to the CRT group based on patient
characteristics and treatment parameters. Treatment tolerability and toxicity were clarified, and treatment outcomes
were calculated and compared among groups.

Results: CRT was feasible in elderly NPC patients, while a concurrent regimen of weekly cisplatin was more
tolerable. Grade≥3 acute toxicity in CRT group was similar with referent group, although it was significantly higher
than the RT alone group (65.3% vs. 43.6%, P=0.002). Furthermore, patients with ACE-27 score≥2 in the CRT group
had significantly higher severe acute toxicity and dose reduction. Survival was poorer in elderly patients than the
referent group. Compared to RT alone, CRT significantly improved the 5-year overall survival (OS: 54.6% vs. 39.3%,
P=0.009), cancer-specific survival (CSS: 56.6% vs. 42.7%, P=0.022), disease-free survival (DFS: 51.6% vs. 30.2%, P=0.028)
and locoregional relapse-free survival (LRRFS: 78.4% vs. 52.2%, P=0.003), but not distant metastasis-free survival
(DMFS: 69.6% vs. 63.6%, P=0.669). However, CRT did not significantly improve 5-year OS (43.6% vs. 27.3%, P=0.893)
or CSS (43.6% vs. 34.1%, P=0.971) in elderly NPC patients with ACE-27 score≥2.

Conclusions: CRT is feasible and effective in elderly patients with locoregionally advanced NPC without severe
comorbidities. CRT should be used under serious consideration and be further tested in elderly patients with severe
comorbidities. As such, it is essential to perform a comprehensive evaluation of pretreatment comorbidity status for
all elderly NPC patients.
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Figure 1 Flowchart of patients. NPC: Nasopharyngeal carcinoma;
RT: Radiotherapy; CRT: Chemoradiotherapy; CT: Chemotherapy.
*Other drugs included carboplatin (N=43), nedaplatin (N=28),
paclitaxel (N=9), docetaxel (N=8), and Xeloda (N=7).
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Background
Nasopharyngeal carcinoma (NPC) differs from other
head and neck cancers because of its unique characteris-
tics with regard to epidemiology, pathological types and
therapeutic managements [1]. NPC is prevalent in
southern China, Singapore and Malaysia, although it is
rare in the United States and Western Europe. The
Intergroup Study 0099 and several other prospective
randomized trials that were conducted in endemic areas
have demonstrated that, compared to radiotherapy (RT)
alone, concurrent chemoradiotherapy (CRT) with/with-
out adjuvant chemotherapy could significantly improve
survival of locoregionally advanced NPC, although with
higher rates of acute toxicities [2-7]. Since then, concur-
rent CRT with/without adjuvant chemotherapy has be-
come the standard treatment modality for these patients.
However, elderly NPC patients only comprise a small
part in these clinical trials because of restrictive selection
criteria. In addition, in real clinical practice, co-existing
ailments and decreasing organ function are common
among the elderly. As such, the safety and efficacy of
standard treatment modalities for the elderly population
is still unknown. A previous systemic review showed that
patients with comorbidities had a higher rate of
chemotherapy-induced grade 3 to 4 toxicity [8]. When
faced with the choice between benefits and toxicities
caused by CRT, many oncologists prefer RT alone, which
was already demonstrated to be tolerable in elderly pa-
tients with head and neck cancers and NPC [9-11], how-
ever, this conservative treatment selection may prevent
some elderly patients from longer survival. Since the
safety and outcome of CRT in elderly NPC patients are
still not clear, the blind selection of either RT alone or
CRT is inappropriate. Therefore, we conducted a
matched cohort analysis to analyze the feasibility and
efficacy of CRT in elderly locoregionally advanced NPC
patients.

Methods
Patient population
This retrospective matched cohort analysis recruited el-
derly patients (aged≥65 years) with locoregionally ad-
vanced NPC treated by CRT or RT alone. The study was
approved by the institutional reviewed board at Sun
Yat-sen University Cancer Center. Selection criteria for
CRT cases included the following patients: the elderly
(age≥65 years); those with newly diagnosed NPC without
metastasis; those with stage III-IVb disease (the 7th
American Joint Committee on Cancer/Union for Inter-
national Cancer Control (AJCC/UICC) staging system)
([12], Additional file 1), where patients assessed with a
former staging system were re-staged according to
the 7th AJCC/UICC staging system; those who finished
radical RT in the end; those treated with concurrent
chemotherapy using cisplatin with/without sequential
chemotherapy (e.g., neoadjuvant and/or adjuvant che-
motherapy); and those without history of previous
chemotherapy or RT.
From January 2000 to December 2006, 11,173 newly di-

agnosed non-metastatic NPC patients were registered at
Sun Yat-sen University Cancer Center, of them 804 (7.2%)
patients were 65 years old or over. Figure 1 shows the
flowchart of patients. Finally, 101 patients who met the
above criteria were included in our CRT group. Each pa-
tient in the CRT group was matched with another patient
from a group of 311 patients treated with RT alone at the
same institution and during the same period. The matched
prognostic factors included the following: age (65–69 years
and ≥70 years), gender (male and female), pathological type
(WHO types II-III and WHO type I), performance status
(ECOG scores of 0–1 and 2), overall stage (stage III and
IVa-b), stage method (CT and MRI), Adult Co-morbidity
Evaluation-27 (ACE-27) ([13]; Additional file 2) scores
(0–1 and 2–3) and RT techniques (2D conventional RT
and 3D conformal RT or intensity-modulated radiotherapy
(IMRT)). When an exact match was not available, a patient
with more favorable characteristics from the RT alone
group was selected to prevent results from being biased in
favor of the CRT group. We also recruited 101 young pa-
tients (age<65 years) with locoregionally advanced NPC at
the same institute and during the same time period as the
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referent group, and patient characteristics and treatment
parameters were matched to the CRT group.
Table 1 summarizes the patient characteristics of the

three groups. Elderly patients from the CRT and RT
alone group were completely matched for age, gender,
pathological type, ACE-27 score, and stage method. The
percentages of patients matched for performance status,
overall stage and RT technique were 99.0%, 97.0% and
99.0%, respectively. Except for ACE-27 score (98.0%)
and RT technique (98.0%), patient characteristics were
completely matched between the CRT and referent
group.

Pretreatment assessment
All patients were evaluated with a physical examination,
complete blood count, liver and renal biochemistries,
fiberoptic endoscopy of the nasopharynx, chest radio-
graph, abdominal ultrasonography, magnetic resonance
imaging (MRI) or computed tomography (CT) of the
nasopharynx and neck region, and bone scan by emis-
sion computed tomography.
We re-staged all patients using the 7th AJCC/UICC

staging system according to data from the clinical exam-
inations and imaging.
ACE-27 was used as uniform criteria to evaluate comor-

bidity status. We reviewed individual medical records of
each patient to perform the ACE-27 assessments. Comor-
bid conditions and ailments were categorized as none
(score 0), mild (score 1), moderate (score 2), or severe
(score 3), according to the degree of organ decompensa-
tion. Following principles described in the Comorbidity
Coding Book [Additional file 3], those comorbidities lac-
king specific information were categorized as mild. These
scores were then used to designate an overall comorbidity
ranking according to the highest ranked ailment. Patients
with more than two moderate ailments in different organ
systems were considered as severe. Table 2 shows the de-
tails of comorbidity in two elderly groups. The most fre-
quently affected systems were cardiovascular (17.8%), and
then the gastrointestinal (11.9%) and endocrine systems
(6.4%). Of note, 9 (4.5%) patients bore diseases from two
or more organ systems.

RT
All patients received radical radiotherapy with a 6 MV
photon beam. In total, 92.6% (187/202) of elderly patients
received conventional 2D RT, while only 1.0% (2/202) and
6.4% (13/202) received 3D conformal RT and IMRT, res-
pectively. Patients were treated with conventional 2D RT
using a uniform RT protocol based on the treatment poli-
cy for NPC at our cancer center [14].
RT was given five times a week at 2 Gy/day (2D conven-

tional and 3D conformal RT) or 2.12-2.19 Gy/day (IMRT).
The cumulative dose was 68–72 Gy to the primary tumor
site, 60–62 Gy to the involved areas of the neck, and
50Gy to uninvolved neck areas. The median cumulative
dose of the primary site and neck area were 70Gy and
60Gy in RT alone group, 70 Gy and 62Gy in CRT group,
and 70Gy and 60Gy in the reference group, respectively.

Chemotherapy
Patients from the CRT group received concurrent che-
motherapy with cisplatin with/without sequential che-
motherapy (neoadjuvant and or adjuvant). Cisplatin was
administered at 80 mg/m2 3-weekly or at 40 mg/m2 weekly.
Selection of sequential chemotherapy and concurrent reg-
imens were under consideration of individual doctor. Dose
modification was performed, if necessary, at the discretion
of the doctors.
Chemotherapy was not given in some patients because

of rejected by patients and family, age over 75 years, par-
ticipation in clinical trial, and presence of other medical
conditions that were contra-indicative.

Patient evaluation and follow-up
Patients were assessed at the time of treatment comple-
tion, at least once every three months over the next
three years and at least once every six months thereafter.
The patient evaluation included a clinical examination,
nasopharyngeal endoscopy, CT or MRI of the nasopha-
rynx and the neck area, chest radiograph and abdominal
ultrasonography.

Statistical methods
The following endpoints were examined: 5-year overall
survival (OS), cancer-specific survival (CSS), disease-free
survival (DFS), locoregional relapse-free survival (LRRFS),
and distant metastasis-free survival (DMFS). All endpoints
were calculated from the date of treatment commence-
ment to the date of the observed endpoints or to the date
of the last follow-up.
Category variables were compared using Pearson χ2 test.

Survival endpoints were analyzed using the Kaplan-Meier
product-limit method [15]. The log-rank test was used to
analyze the statistical significance of differences among
the survival curves [16]. Treatment toxicity rates between
the two groups were compared using the chi-squared test
(or Fisher’s exact test, if indicated).
Analyses were performed using the SPSS statistical soft-

ware package, version 16.0 (SPSS, Chicago, IL, USA). All
statistical tests were two-tailed, and P-values < .05 were
considered to be statistically significant.

Results
Treatment compliance
Only 7 elderly patients (3.5%) experienced RT interrup-
tion, among whom 4 and 3 patients were from the CRT
and RT groups, respectively. However, the difference



Table 1 Patients’ characteristics

RT group (%) CRT group (%) Referent group (%)

N=101 N=101 N=101

Age

≥65, <70 78 (77.2) 78 (77.2)

≥70 23 (22.8) 23 (22.8)

Median 68 69 45

Range 65-80 65-77 18-65

Gender

Male 81 (80.2) 81 (80.2) 81 (80.2)

Female 20 (19.8) 20 (19.8) 20 (19.8)

Histology

WHO type I 1 (1.0) 1 (1.0) 1 (1.0)

WHO type II 10 (9.9) 14 (13.9) 12 (11.9)

WHO type III 90 (89.1) 86 (85.1) 88 (87.1)

PS score (ECOG)

0 0 (0) 1 (1.0) 1 (1.0)

1 101 (100) 99 (98.0) 99 (98.0)

2 0 (0) 1 (1.0) 1 (1.0)

ACE-27 score

0 64 (63.4) 67 (66.3) 70 (69.3)

1 26 (25.7) 23 (22.8) 22 (21.8)

2 10 (9.9) 10 (9.9) 8 (7.9)

3 1 (1.0) 1 (1.0) 1 (1.0)

Stage method

CT 37 (36.6) 37 (36.6) 37 (36.6)

MRI 64 (63.4) 64 (63.4) 64 (63.4)

T stage*

T1-2 19 (18.8) 26 (25.7) 23 (22.8)

T3-4 82 (81.2) 75 (74.3) 78 (75.2)

N stage*

N0-1 66 (65.3) 46 (45.5) 53 (52.5)

N2-3 35 (34.7) 55 (54.5) 48 (47.5)

Overall stage*

III 50 (49.5) 47 (46.5) 47 (46.5)

IVa-b 51 (50.5) 54 (53.5) 54 (53.5)

RT technique

2D conventional RT 93 (92.1) 94 (93.1) 92 (91.1)

3D conformal RT 1 (1.0) 1 (1.0) 1 (1.0)

IMRT 7 (6.9) 6 (5.9) 8 (7.9)

RT dose (median)

NP 70 70 70

LN 60 62 60

Abbreviations: WHO, World Health Organization; PS, Performance Status; ECOG, Eastern Cooperative Oncology Group; ACE-27, Adult Comorbidity Evaluation-27;
CT, Computed Tomography; MRI, Magnetic Resonance Imaging; RT, Radiotherapy; IMRT, Intensity-Modulated Radiotherapy; NP, Nasopharynx; LN, Lymph node.
*The 7th AJCC/UICC staging system.
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Table 2 Comorbid grades and affected systems of elderly patients

Body system* N=202 (%) RT alone (N=101) CRT (N=101)

Mild Moderate Severe Mild Moderate Severe

Cardiovascular 36 (17.8) 11 5 1 13 6 0

Respiratory 3 (1.5) 2 0 0 1 0 0

Gastrointestinal 24 (11.9) 13 4 1 5 1 0

Endocrine 13 (6.4) 4 2 1 1 4 1

Neurological 3 (1.5) 0 1 0 1 1 0

Substance abuse 4 (2.0) 1 0 0 3 0 0

Multi-Systems 9 (4.5) 4 2 1 0 2 0

Overall 71 (35.1) 26 10 1 23 10 1
*Abnormality in other systems (renal, psychiatric, rheumatologic, immunological systems and malignancy, body weight) was not found in both groups.
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between the groups did not show statistical significance
(4.0% vs. 3.0%, Fisher’s exact test, P=1.000).
Table 3 lists the specifics of chemotherapy in the CRT

and referent group. All patients received concurrent cis-
platin chemotherapy, with 45 (44.6%) and 56 (55.4%) in
the CRT group, and 51 (50.5%) and 50 (49.5%) patients
in the referent group, receiving the 3-weekly and weekly
regimen respectively (P=0.398). The chemotherapy cy-
cles were similar in both groups (P=1.000 for 3-weekly
regimen and P=0.956 for weekly regimen). In the CRT
group, only 31.1% (14/45) of patients received three cy-
cles of 3-weekly regimen. With respect to the weekly
regimen, 58.9% of patients received at least six cycles of
chemotherapy. There were 21 (20.8%) and 4 (4.0%) pa-
tients in the CRT and referent group received decreased
doses of concurrent cisplatin (P<0.001). However, the
median total dose of concurrent cisplatin was the same
in both groups (240 mg/m2 for weekly regimen and
160 mg/m2 for 3-weekly regimen). Altogether, there
were 27 (26.7%) patients in the CRT and referent group
received sequential chemotherapy.
Table 3 Chemotherapy details

Characteristics CRT group

NAC (%) N=15 CC (%) N1=45, N2=56 AC (%

Cycles

3-weekly regimen

1 8 (53.3) 5 (11.1) 7 (

2 7 (46.7) 26 (57.8) 5 (

3 0 (0.0) 14 (31.1) 0

Weekly regimen

5 0 (0) 23 (41.1) 0

6 0 (0) 22 (39.3) 0

7 0 (0) 11 (19.6) 0

Dose modification 3 (20.0) 21 (20.8) 4 (

Abbreviations: NAC, Neo-adjuvant chemotherapy; CC, Concurrent chemoerapy; AC, A
We further analyzed the relationship between chemo-
therapy tolerance and ACE-27 score in the CRT group.
Totally, 21 patients had decreased chemotherapy dose,
and we found 6 of them had ACE-27 score≥2, which
was significant higher than patients with ACE-27
score<2 (54.5% vs. 16.7%, P=0.009).

Toxicity
Incidences of major acute and late toxicities are listed in
Table 4. The toxicities were graded using the Common
Terminology Criteria for Adverse Events (CTCAE) v3.0
[17] or Radiation Therapy Oncology Group/European
Organisation for Research and Treatment of Cancer
(RTOG/EORTC) Late Radiation Morbidity Scoring
Schema [18]. Altogether, 110 (54.5%) patients experi-
enced one or more severe acute toxicities (grade≥3), al-
though no treatment-related death was reported in
either elderly group. However, patients in the CRT group
had a significantly higher rate of any severe toxicities
(65.3% in the CRT group vs. 43.6% in the RT group,
P=0.002). Regarding non-hematologic toxicities, inci-
Referent group

) N=12 NAC (%) N=15 CC (%) N1=51, N2=50 AC (%) N=12

58.3) 6 (40.0) 5 (9.8) 7 (58.3)

41.7) 9 (60.0) 30 (58.8) 5 (41.7)

(0.0) 0 (0.0) 16 (31.4) 0 (0.0)

(0) 0 (0) 20 (40.0) 0 (0)

(0) 0 (0) 19 (38.0) 0 (0)

(0) 0 (0) 11 (22.0) 0 (0)

33.3) 2 (13.3) 4 (4.0) 2 (16.7)

djuvant chemotherapy.



Table 4 Patients experienced severe (grade 3 or 4) toxicities by treatment group

Toxicity CRT (%, N=101) RT (%, N=101) P

Grade 3 Grade 4 All Grade 3 Grade 4 All

Acute toxicity

Leukopenia 12 (11.9) 0 (0) 12 (11.9) 0 (0) 0 (0) 0 (0) < 0.001

Granulocytopenia 17 (16.8) 0 (0) 17 (16.8) 0 (0) 0 (0) 0 (0) < 0.001

Thrombocytopenia 5 (5.0) 0 (0) 5 (5.0) 0 (0) 0 (0) 0 (0) 0.059

Anemia 6 (5.9) 0 (0) 6 (5.9) 1 (1.0) 0 (0) 1 (1.0) 0.118

Mucositis 52 (51.5) 1 (1.0) 53 (52.5) 38 (37.6) 0 (0) 38 (37.6) 0.034

Dermatitis 13 (12.9) 0 (0) 13 (12.9) 8 (7.9) 0 (0) 8 (7.9) 0.249

Hearing loss 1 (1.0) 0 (0) 1 (1.0) 0 (0) 0 (0) 0 (0) 1.000

Emesis 6 (6.0) 0 (0) 6 (6.0) 0 (0) 0 (0) 0 (0) 0.029

Hepatitis 2 (2.0) 0 (0) 2 (2.0) 2 (2.0) 0 (0) 2 (2.0) 1.000

Total any 65 (64.4) 1 (1.0) 66 (65.3) 44 (43.6) 0 (0) 44 (43.6) 0.002

Late toxicity

Xerostomia 2 (2.0) 0 (0) 2 (2.0) 2 (2.0) 0 (0) 2 (2.0) 1.000

Ear (deafness/otitis) 8 (8.0) 0 (0) 8 (8.0) 9 (8.9) 0 (0) 9 (8.9) 0.800

Subcutaneous Fibrosis 6 (6.0) 0 (0) 6 (6.0) 8 (7.9) 0 (0) 8 (7.9) 0.580

Trismus 3 (3.0) 0 (0) 3 (3.0) 1 (1.0) 0 (0) 1 (1.0) 0.621

Total any 11 (10.1) 0 (0) 11 (10.1) 13 (12.9) 0 (0) 13 (12.9) 0.664
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dences of severe oral mucositis (52.5% vs. 37.6%,
P=0.034) and severe emesis (6.0% vs. 0%, P=0.029) were
significantly higher in the CRT group, while no signifi-
cant difference was detected with regard to the incidence
of severe dermatitis between the groups (12.9% in the
CRT group vs. 7.9% in the RT group, P=0.249). No se-
vere diarrhea and renal toxicity were seen in either
group. Regarding hematologic toxicities, incidences of
severe leukopenia (11.9% vs. 0%, P<0.001), and
granulocytopenia (16.8% vs. 0%, P<0.001) were signifi-
cantly higher in the CRT group. Late toxicities were also
assessed in our study, which involved the following four
conditions: xerostomia, ear problems, subcutaneous fi-
brosis and trismus. In total, the incidence rate of any se-
vere late toxicity was 11.9% (24/202). Unlike with acute
toxicity, the incidence of severe toxicity was comparable
between both groups (10.1% in the CRT group vs. 12.9%
in the RT group, P=0.664). In the referent group, 63
(62.4%) and 18 (17.8%) patients experienced grade≥3
acute and late toxicity, respectively. It is noteworthy that
no significant difference was found in severe toxicity be-
tween the CRT and referent group (P=0.660 for acute
toxicity and P=0.160 for late toxicity).
Table 5 Association of severe acute toxicity and ACE-27 score

Acute
toxicity

Overall

ACE-27≥2 ACE-27<2 P ACE-27≥2

Grade≥3 15 95 0.171 4

Grade<3 7 85 7
Table 5 shows the severe toxicity in different ACE-27
scores in elderly patients. We found that the rate of se-
vere acute toxicities was higher in patients with ACE-27
score≥2, but the difference did not reach statistical sig-
nificance (68.2% vs. 52.8%, P=0.171). However, stratified
analysis shows that patients with ACE-27 score≥2 in the
CRT group had significantly higher rate of severe acute
toxicities than patients with ACE-27 score<2 (100% vs.
61.1%, P=0.008), while the difference was not significant
in the RT group (36.4% vs. 44.4%, P=0.752). For late
toxicities, the severe toxicities were similar in different
ACE-27 scores (data not shown).

Clinical response
The tumor response was evaluated by endoscopy and
imaging at 3 months after RT. The complete response
(CR) rate at the primary site was 96.0% (97/101) for el-
derly patients treated with CRT and 95.0% (96/101) for
patients treated with RT alone. Similarly, the CR rate at
the neck area was 93.1% (94/101) for elderly patients
that received CRT and 92.1% (93/101) for patients re-
ceived RT alone. In each elderly group, 90 patients
(89.1%) had a complete response at both the primary site
RT group CRT group

ACE-27<2 P ACE-27≥2 ACE-27<2 P

40 0.752 11 55 0.008

50 0 35
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and neck area (P=1.000). For the referent group, the
overall CR rate was 96.0% (97/101), and the CR rate at
the primary site and neck area was 97.0% (98/101) and
98.0% (99/101), respectively. There was no significant
difference in overall CR rate between the CRT and refe-
rent group (P=0.060).

Survival
Our median follow-up period was 67.5 months (range: 8
to 114 months). One hundred and twenty-one deaths
(52 from the CRT group vs. 69 from the RT group) were
detected during the follow-up period, of which 104
(86.0%) were disease-related (44 in the CRT group vs. 57
in the RT group). Other causes of death included comor-
bidity (12 patients), old age (3 patients) and accidents
(2 patients). The 5-year OS in the CRT group was 54.6%
compared with 39.3% in the RT group (P=0.009,
Figure 2A), with a hazard ratio of 0.619 (95% CI, 0.430-
0.890; P=0.009). Thus, CRT decreased nearly 40% death
risk in elderly locoregionally advanced NPC patients.
Patients in the CRT group also had significantly higher
5-year CSS than did patients in the RT group (56.6% vs.
42.7%, P=0.022, Figure 2B). In the referent group, the
5-year OS and CSS were significantly higher than the
CRT group (75.3% vs. 54.6%, P<0.001 and 77.8% vs.
56.6% P<0.001).
Figure 2 Kaplan-Meier estimates of the survival of elderly locoregion
group (CRT vs. RT). (A) overall survival; (B) cancer-specific survival; (C) dise
(E) locoregional relapse-free survival.
Patterns of treatment failure
In total, 120 (59.4%) patients displayed progressed di-
sease after treatment, among which 53 and 67 patients
were from the CRT and RT groups, respectively. The
5-year DFS of the CRT group was higher than that of
the RT group (51.6% vs. 30.2%, P=0.028, Figure 2C). Dis-
tant metastasis was common in our study. Altogether,
28.2% (57/202) of patients developed distant metastasis
(28 and 29 patients in the CRT and RT groups, respec-
tively). The 5-year DMFS was similar for both groups
(69.6% in the CRT group vs. 63.6% in the RT group,
P=0.669, Figure 2D). A total of 63 patients had local
and/or regional relapse, among whom 22 and 41 patients
were from the CRT and RT groups, respectively. Of note,
patients from the CRT group had a significantly higher
5-year LRRFS (78.4% vs. 52.2%, P=0.003, Figure 2E). The
5-year DFS, and LRRFS were significantly higher in the
referent group than the CRT group (68.2% vs. 51.6%,
P=0.001 and 88.4% vs. 78.4%, P=0.017), but the diffe-
rence in 5-year DMFS was not significant between both
groups (78.2% vs. 69.6%, P=0.128).

Efficacy in patients with severe comorbid status
We separated all elderly patients into two groups
according to their comorbidity status (ACE-27 scores of
0–1 vs. 2–3). Based on a previous study that showed
ally advanced nasopharyngeal carcinoma patients, by treatment
ase-free survival; (D) distant metastasis-free survival; and
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that elderly NPC patients with ACE-27 scores of 2–3
had poorer 5-year OS and CSS [10], we selected patients
with severe comorbidity (ACE-27 scores of 2–3) to fur-
ther explore the efficacy of CRT in this cohort.
Altogether, there were only 11 patients in each group.

It is noteworthy that CRT did not improve either OS or
CSS in these patients (5-year OS of 43.6% in the CRT
group vs. 27.3% in the RT group, P=0.893, Figure 3A;
5-year CSS of 43.6% in the CRT group vs. 34.1% in the
RT group, P=0.971; Figure 3B).

Discussion
Three previous meta-analyses have confirmed that the
addition of chemotherapy to radiotherapy could signifi-
cantly improve survival in locoregionally advanced NPC
patient, with concurrent chemotherapy displaying the
Figure 3 Kaplan-Meier estimates of the survival of elderly
locoregionally advanced nasopharyngeal carcinoma patients with
severe comorbidities (ACE-27 score of 2–3), by treatment group
(CRT vs. RT). (A) overall survival and (B) cancer-specific survival.
largest effect [19-21]. Therefore, the National Comprehen-
sive Cancer Network (NCCN) guidelines recommend con-
current CRT with adjuvant chemotherapy as the standard
regimen for locoregionally advanced NPC patients. How-
ever, because elderly NPC patients who meet the strict se-
lection criteria accounted for only a small part of these
studies, the real role of chemotherapy in this population is
still unclear. Our matched cohort analysis aimed to clarify
the feasibility and efficacy of CRT among elderly loco-
regionally advanced NPC patients.
Combined chemotherapy and radiotherapy seemed to

be less acceptable in the elderly NPC patients. Our data
showed that many patients could not tolerate the full cy-
cles of chemotherapy, with several patients experiencing
dose modifications due to severe gastrointestinal reac-
tions, suppressed bone marrow function and subjective
denial. Regarding concurrent chemotherapy, only 31.1%
of patients finished three cycles of high dose cisplatin,
which was much lower than other published clinical tri-
als (52%-71%) [2,7,22]. However, a weekly cisplatin regi-
men seemed to be much more tolerable, with 58.9% of
patients completing at least 6 cycles in our study. Al-
though, this result was lower than our previous phase III
trial for stage II NPC patients (78.4%) [23], it is higher
than those published by Chan et al. [24], which showed
that only 44% of patients could tolerate at least 6 cycles
of weekly cisplatin. According to clinical trials published
to date, there have not been clear differences between
the 3-weekly and weekly concurrent regimens of cis-
platin in NPC. In present study, we found that the me-
dian total cisplatin dose in concurrent phase of weekly
regimen was higher than that of 3-weekly regimen
(240 mg/m2 vs. 160 mg/m2) in elderly patients. There-
fore, the weekly concurrent regimen might be more ap-
propriate for them.
The rates of severe acute and late toxicities in our study

were similar to those of previously published clinical trials
[2,5-7,23], and also we found that rates of severe toxicities
caused by CRT in elderly patients were similar with young
patients. A recent article that investigated multi-agent
concurrent CRT for locally advanced head and neck squa-
mous cell cancers in the elderly also found that toxicities
were similar between the elderly and younger populations,
although the elderly experienced more myelosuppression,
required more unplanned hospitalization, and needed lon-
ger time with the feeding tube [25]. Furthermore, in our
study, toxicities in both groups were manageable, with no
incidence of treatment-related death and only a few cases
of radiotherapy interruption. Therefore, combined CRT
may be feasible in the elderly NPC population. We also
found patients with severe comorbid status (ACE-27 score
of 2–3) were related with significantly higher rate of severe
acute toxicity in CRT group, but not in RT alone group.
This is confirmed by previous review which showed
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comorbidity was related with higher grade 3 to 4 toxicity
induced by chemotherapy [8].
Compared to other large clinical trials (which involved

only a few elderly patients), the elderly patients in our
study seemed to have poorer survival. The 5-year OS of
the CRT and RT groups was 67% vs. 37% in the
Intergroup Study 0099 [26]; 68% vs. 64% in the Hong
Kong 9901 trial [5]; and 70.3% vs. 56.8% in another trial
from Hong Kong [27], respectively. However, our results
were 54.6% vs. 39.3%, respectively. With respect to
5-year CSS, the results in our study were also lower than
theirs. Results were similar when the CRT group com-
pared with the referent group. Previous studies have also
reported poor treatment outcomes in elderly NPC pa-
tients [10,28,29]. Decreased body function, higher rates
of co-existing comorbidities and inadequate tolerability
for chemotherapy were potential reasons for the rela-
tively poor treatment outcomes.
A meta-analysis that included 93 randomized trials

and 17,246 head and neck patients (without any NPC
patients) found that, although the addition of chemo-
therapy for locoregional treatment could significantly
improve survival, the efficacy of chemotherapy decreased
with increasing age (test for trend, P=0.003). The same
report ascribed this phenomenon to the increased pro-
portion of death not due to head and neck cancers with
age (15% in patients younger than 50 years vs. 39% in
patients 71 years and older) [30]. However, a subsequent
retrospective study showed controversial results. Com-
pared to patients<70 years, patients≥70 years with locally
advanced head and neck squamous cell cancers treated
with multi-agent concurrent CRT had nearly identical
projected 5-year disease-specific survival (74% vs. 71%)
and freedom from recurrence (71% vs. 69%) [25]. Re-
garding NPC, a meta-analysis of eight randomized trials
and 1,753 locally advanced NPC patients detected no
significant interactions between the treatment effect and
age [20]. However, this analysis separated all patients
into only three age groups (<41, 41–50 and ≥51), with-
out exact numbers of elderly patients. Ho et al. used
modified weekly cisplatin (30 mg/m2) as concurrent
regimen in elderly NPC patients and still showed favor-
able 2-year survival, with OS, DFS, LRRFS and DMFS
observed at 87%, 73%, 92% and 76%, respectively [31],
but their sample was relatively small (26 patients could
be analyzed) and it took patients aged lower than
65 years into analysis. In our study, we found that CRT
could still significantly improve 5-year OS, CSS, DFS
and LRRFS but not DMFS when compared to RT alone
in elderly NPC patients. It is obvious that the benefits
in OS and CSS were mainly derived from a higher
locoregional control in the CRT group. Therefore, CRT
is still important for elderly locoregionally advanced
NPC patients.
However, CRT was not effective in all elderly patients.
Our stratified study showed that CRT could not signifi-
cantly improve either the 5-year OS or CSS in elderly
NPC patients with severe comorbidities (ACE-27 scores
of 2–3). Over 50% patients (ACE-27 score≥2) had dose
reduction in the CRT group could be one of the impor-
tant reason. A systemic review also showed that comor-
bidity was related to decreased chemotherapy use,
tolerability and inferior survival in various cancers [8].
Considering the worse tolerance, higher severe acute
toxicity and no significant survival benefit, using CRT in
elderly NPC patients with severe comorbidity should be
under serious consideration.
There are some limitations to this study. First of all,

this is a retrospective study; secondly, our stratified
study had a small sample; then, no quality of life data in
this study; at last most of our patients were treated with
2D conventional RT, while the widely using of IMRT
showed excellent locoregional control in NPC. There-
fore, further prospective randomized trials with large
sample should be conducted to test CRT in elderly NPC
patients treated with IMRT.

Conclusions
In conclusion, to the best of our knowledge, our study is
the first one which directly compared CRT and RT alone
in elderly NPC patients to explore feasibility and efficacy
of CRT in them. We found that CRT was feasible and
effective in elderly patients with locoregionally advanced
NPC without severe comorbidities. CRT should be used
under serious consideration and be further tested in el-
derly patients with severe comorbidities. As such, it is
essential to perform a comprehensive evaluation of pre-
treatment comorbidity status for all elderly patients with
NPC.

Additional files

Additional file 1: The 7th edition of the ajcc/uicc staging system of
nasopharyngeal carcinoma.

Additional file 2: Adult comorbidity evaluation-27.

Additional file 3: Comorbidity coding book.

Abbreviations
CRT: Chemoradiotherapy; NPC: Nasopharyngeal carcinoma; RT: Radiotherapy;
ACE-27: Adult comorbidity evaluation-27; OS: Overall survival; CSS: Cancer-
specific survival; DFS: Disease-free survival; LRRFS: Locoregional relapse-free
survival; DMFS: Distant metastasis-free survival; AJCC: American joint
committee on cancer; UICC: Union for international cancer control;
IMRT: Intensity-modulated radiotherapy; MRI: Magnetic resonance imaging;
CT: Computed tomography; CTCAE: Common terminology criteria for
adverse events; RTOG: Radiation therapy oncology group; EORTC: European
organisation for research and treatment of cancer; NCCN: National
comprehensive cancer network.

Competing interests
The authors have declared no conflicts of interest.

http://www.biomedcentral.com/content/supplementary/1748-717X-8-70-S1.pdf
http://www.biomedcentral.com/content/supplementary/1748-717X-8-70-S2.pdf
http://www.biomedcentral.com/content/supplementary/1748-717X-8-70-S3.pdf


Liu et al. Radiation Oncology 2013, 8:70 Page 10 of 10
http://www.ro-journal.com/content/8/1/70
Authors’ contributions
Guarantors of integrity of the entire study: HL, Q-YC, H-QM; study concepts/
study design: H-QM; data acquisition: XG, K-JC, M-HH; data analysis/
interpretation: all authors; literature review: H-YM, Z-LZ, P-YH, D-HL, RS;
statistical analyses: HL, Q-YC, LG; manuscript drafting or revision for
important intellectual content: HL, Q-YC, H-QM; manuscript final version
approval: All authors read and approved the final manuscript.
Acknowledgements
This work was supported by the National Natural Science Foundation of
China (No: 81072226); the National High Technology Research and
Development Program of China (No: 2012AA02A501); the National Key Basic
Research Program of China (No: 2013CB910304); the Sci-Tech Project
Foundation of Guangdong Province (No: 2011B080701034); the Sci-Tech
Project Foundation of Guangzhou City (No: 2011 J4300100); and the
Fundamental Research Funds for the Central Universities.

Author details
1State Key Laboratory of Oncology in South China, Sun Yat-sen University
Cancer Center, Guangzhou, P.R. China. 2Department of Nasopharyngeal
Carcinoma, Sun Yat-sen University Cancer Center, 651 Dongfeng Road East,
Guangzhou 510060, P.R. China. 3Good Clinical Practice (GCP) Center, Sun
Yat-sen University Cancer Center, Guangzhou, P.R. China.

Received: 7 June 2012 Accepted: 19 March 2013
Published: 22 March 2013
References
1. Altun M, Fandi A, Dupuis O, Cvitkovic E, Krajina Z, Eschwege F:

Undifferentiated nasopharyngeal cancer (UCNT): current diagnostic and
therapeutic aspects. Int J Radiat Oncol Biol Phys 1995, 32:859–877.

2. Al-Sarraf M, LeBlanc M, Giri PG, et al: Chemoradiotherapy versus
radiotherapy in patients with advanced nasopharyngeal cancer: phase III
randomized Intergroup study 0099. J Clin Oncol 1998, 16:1310–1317.

3. Chen Y, Liu MZ, Liang SB, et al: Preliminary results of a prospective
randomized trial comparing concurrent chemoradiotherapy plus
adjuvant chemotherapy with radiotherapy alone in patients with
locoregionally advanced nasopharyngeal carcinoma in endemic regions
of china. Int J Radiat Oncol Biol Phys 2008, 71:1356–1364.

4. Kwong DL, Sham JS, Au GK, et al: Concurrent and adjuvant chemotherapy
for nasopharyngeal carcinoma: a factorial study. J Clin Oncol 2004,
22:2643–2653.

5. Lee AW, Tung SY, Chua DT, et al: Randomized trial of radiotherapy plus
concurrent-adjuvant chemotherapy vs radiotherapy alone for regionally
advanced nasopharyngeal carcinoma. J Natl Cancer Inst 2010,
102:1188–1198.

6. Lin JC, Jan JS, Hsu CY, Liang WM, Jiang RS, Wang WY: Phase III study of
concurrent chemoradiotherapy versus radiotherapy alone for advanced
nasopharyngeal carcinoma: positive effect on overall and progression-
free survival. J Clin Oncol 2003, 21:631–637.

7. Wee J, Tan EH, Tai BC, et al: Randomized trial of radiotherapy versus
concurrent chemoradiotherapy followed by adjuvant chemotherapy in
patients with American Joint Committee on Cancer/International Union
against cancer stage III and IV nasopharyngeal cancer of the endemic
variety. J Clin Oncol 2005, 23:6730–6738.

8. Lee L, Cheung WY, Atkinson E, Krzyzanowska MK: Impact of comorbidity
on chemotherapy Use and outcomes in solid tumors: a systematic
review. J Clin Oncol 2011, 29:106–117.

9. Pignon T, Horiot JC, Van den Bogaert W, Van Glabbeke M, Scalliet P: No age
limit for radical radiotherapy in head and neck tumours. Eur J Cancer
1996, 32A:2075–2081.

10. Sze HC, Ng WT, Chan OS, Shum TC, Chan LL, Lee AW: Radical radiotherapy
for nasopharyngeal carcinoma in elderly patients: the importance of co-
morbidity assessment. Oral Oncol 2012, 48:162–167.

11. Guo QJ, Jiang WP, Lin SJ, et al: Radiation therapy for locoregionally
advanced nasopharyngeal carcinoma in elderly patients. J Radiat Oncol
2012, 1:323–332.

12. Compton CC, Byrd DR, Garcia-Aguilar J, Kurtzman SH: Alexander Olawaiye,
and Mary Kay Washington: Pharynx. In AJCC Cancer Staging Atlas. 2nd
edition. New York: Springer; 2012:55–77.
13. Piccirillo JF, Tierney RM, Costas I, Grove L, Spitznagel EL Jr, Piccirillo JF,
Tierney RM, Costas I, Grove L, Spitznagel EL Jr: Prognostic importance of
comorbidity in a hospital-based cancer registry. JAMA 2004,
291:2441–2447.

14. Lu TX, Luo W, Zhao C: A probe of design methods of block shielding
facio-cervical portals at isocenter for radiotherapy of nasopharyngeal
carcinoma. Chin J Cancer 2000, 19:930–933.

15. Kaplan E, Meier P: Non-parametric estimation from incomplete
observations. J Am Stat Assoc 1958, 53:457–481.

16. Peto R, Pike MC, Armitage P, et al: Design and analysis of randomized
clinical trials requiring prolonged observation of each patient. II. analysis
and examples. Br J Cancer 1977, 35:1–39.

17. CTCAE v3.0. [http://www.eortc.be/services/doc/ctc/ctcaev3.pdf].
18. RTOG/EORTC Late Radiation Morbidity Scoring Schema. [http://www.rtog.org/

ResearchAssociates/AdverseEventReporting/
RTOGEORTCLateRadiationMorbidityScoringSchema.aspx].

19. Langendijk JA, Leemans CR, Buter J, Berkhof J, Slotman BJ: The additional
value of chemotherapy to radiotherapy in locally advanced
nasopharyngeal carcinoma: a meta-analysis of the published literature.
J Clin Oncol 2004, 22:4604–4612.

20. Baujat B, Audry H, Bourhis J, et al: Chemotherapy in locally advanced
nasopharyngeal carcinoma: an individual patient data meta-analysis of
eight randomized trials and 1753 patients. Int J Radiat Oncol Biol Phys
2006, 64:47–56.

21. Zhang L, Zhao C, Ghimire B, et al: The role of concurrent
chemoradiotherapy in the treatment of locoregionally advanced
nasopharyngeal carcinoma among endemic population: a meta-analysis
of the phase III randomized trials. BMC Cancer 2010, 10:558.

22. Lee AW, Lau WH, Tung SY, et al: Preliminary results of a randomized study
on therapeutic gain by concurrent chemotherapy for regionally-
advanced nasopharyngeal carcinoma: NPC-9901 Trial by the Hong Kong
Nasopharyngeal Cancer Study Group. J Clin Oncol 2005, 23:6966–6975.

23. Chen QY, Wen YF, Guo L, et al: Concurrent chemoradiotherapy vs
radiotherapy alone in stage II nasopharyngeal carcinoma: phase III
randomized trial. J Natl Cancer Inst 2011, 103:1761–1770.

24. Chan AT, Teo PM, Ngan RK, et al: Concurrent chemotherapy-radiotherapy
compared with radiotherapy alone in locoregionally advanced
nasopharyngeal carcinoma: progression-free survival analysis of a phase
III randomized trial. J Clin Oncol 2002, 20:2038–2044.

25. Michal SA, Adelstein DJ, Rybicki LA, et al: Multi-agent concurrent
chemoradiotherapy for locally advanced head and neck squamous cell
cancer in the elderly. Head Neck 2011, 34(8):1147–1152.

26. Al-Sarraf M, LeBlanc M, Giri PG, et al: Superiority of five year survival with
chemo-radiotherapy (CT-RT) vs radiotherapy in patients (Pts) with locally
advanced nasopharyngeal cancer (NPC). intergroup (0099) (SWOG 8892,
RTOG 8817, ECOG 2388) phase III study: final report [abstract]. Proc Am
Soc Clin Oncol 2001, 20. Abstract 905.

27. Chan AT, Leung SF, Ngan RK, et al: Overall survival after concurrent
cisplatin-radiotherapy compared with radiotherapy alone in
locoregionally advanced nasopharyngeal carcinoma. J Natl Cancer Inst
2005, 97:536–9.

28. Qi SN, Xie FY, Lu TX, Gao JM, Liu MZ, Zou GR: Clinical characters of aged
nasopharyngeal carcinoma patients. Ai Zheng 2006, 25:740–3.

29. Zeng Q, Guo X, Li NW, Xiang YQ, Cao SM, Hong MH: Clinical characteristics
and prognosis of aged nasopharyngeal carcinoma patients: a report of
313 cases. Ai Zheng 2008, 27:289–94.

30. Pignon JP, le Maitre A, Maillard E, Bourhis J: Meta-analysis of
chemotherapy in head and neck cancer (MACH-NC): an update on 93
randomised trials and 17,346 patients. Radiother Oncol 2009, 92:4–14.

31. Ho HC, Su YC, Lee MS, et al: A preliminary result of concurrent
chemoradiation with weekly cisplatin in elderly nasopharyngeal
carcinoma patients. Acta Otolaryngol 2008, 128:930–5.

doi:10.1186/1748-717X-8-70
Cite this article as: Liu et al.: Feasibility and efficacy of
chemoradiotherapy for elderly patients with locoregionally advanced
nasopharyngeal carcinoma: results from a matched cohort analysis.
Radiation Oncology 2013 8:70.

http://www.eortc.be/services/doc/ctc/ctcaev3.pdf
http://www.rtog.org/ResearchAssociates/AdverseEventReporting/RTOGEORTCLateRadiationMorbidityScoringSchema.aspx
http://www.rtog.org/ResearchAssociates/AdverseEventReporting/RTOGEORTCLateRadiationMorbidityScoringSchema.aspx
http://www.rtog.org/ResearchAssociates/AdverseEventReporting/RTOGEORTCLateRadiationMorbidityScoringSchema.aspx

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Patient population
	Pretreatment assessment
	RT
	Chemotherapy
	Patient evaluation and follow-up
	Statistical methods

	Results
	Treatment compliance
	Toxicity
	Clinical response
	Survival
	Patterns of treatment failure
	Efficacy in patients with severe comorbid status

	Discussion
	Conclusions
	Additional files
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice




