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Abstract
This study was aimed to define possible predictors of overall survival in nasopharyngeal

carcinoma (NPC). Patients were treated with intensity-modulated radiation therapy (IMRT),

to establish an effective prognostic nomogram that could provide individualized predictions

of treatment outcome in this setting. We reviewed the records of 533 patients with non-met-

astatic NPC who underwent IMRT with or without concurrent chemotherapy at the Depart-

ment of Radiation Oncology of Sun Yat-Sen University from 2002 to 2009; none of these

patients received induction or adjuvant chemotherapy. These data sets were used to con-

struct a nomogram based on Cox regression. Nomogram performance was determined via

a concordance index (C-index) and a calibration curve which was compared with the TNM

staging system for NPC. The results were validated in an external cohort of 442 patients

from the Department of Radiation Oncology of Wenzhou Medical College who were treated

during the same period. Results showed that the greatest influence on survival were primary

gross tumor volume, age, tumor stage and nodal stage (2002 Union for International Cancer

Control [UICC] staging system), which were selected into the nomogram. The C-index of

the nomogram for predicting survival was 0.748 (95%CI, 0.704–0.785), which was statisti-

cally higher than that of TNM staging system (0.684, P<0.001). The calibration curve exhib-

ited agreement between nomogram-predicted and the actual observed probabilities for

overall survival. In the validation cohort, the nomogram discrimination was superior to the

TNM staging system (C-index: 0.768 vs 0.721; P = 0.026). In conclusion, the nomogram

proposed in this study resulted in more-accurate prognostic prediction for patients with NPC

after IMRT and compared favorably to the TNM staging system; this individualized informa-

tion will aid in patient counseling and may be used for de-escalation trials in the future.
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Introduction
Nasopharyngeal carcinoma (NPC) is a leading cancer in Southeast Asia, the Arctic and the
Middle East/North Africa although it is uncommon worldwide. Globally, NPC resulted in
65,000 deaths in 2010, an increase from 45,000 in 1990[1]. Radiationtherapy (RT) has been the
mainstay of curative treatment for NPC for decades. Currently, Intensity-Modulated Radio-
therapy (IMRT) is the preferred standard of care in non-metastatic NPC, which significantly
improves coverage of the target tumor and spares normal structures, leading to increased local-
regional control and reduced RT-related sequelae[2–6].With IMRT, 3-year local and regional
control rates which exceed 90% have been documented; However, distant metastases (DM)
have become the main treatment failure, with 3-year DM rates of 20%-34% [2,4,7–11].
Although the addition of induction or adjuvant chemotherapy in NPC is a reasonable option
for patients at high risk for developing DM, the survival benefits are unclear. Considerable tox-
icities related to concurrent chemoradiotherapy potentially reduce patient’s tolerability, leading
to a compromised systemic therapy, which should be considered as a confusing factor. Mean-
while, administration of systemic therapy in a poorly selected population easily leads to nega-
tive results of trials [12–15].

Accurate prognostic models for individualized predictions will be propitious to identify and
stratify patients for receiving systemic chemotherapy on or off a clinical trial in NPC. The
Union for International Cancer Control (UICC) TMN staging provides useful estimates for
recurrence risk and survival outcomes, significant variation within each prognostic group has
been observed. Variation due to the heterogeneity of tumor biology and patient characteristics,
indicate that more relevant variables should be integrated to improve the estimates of patient
outcomes. The currently used staging system was mainly derived from the data based on two-
dimensional radiation techniques therefore its suitability for patients treated with IMRT
remains unclear.

There are many studies in which nomogram has been developed and been demonstrated as
a useful tool for providing prognostic information in various cancer types [16–21].The purpose
of this study was to define possible predictors of overall survival in NPC patients treated with
IMRT, and to establish an effective prognostic nomogram which could provide an individual-
ized prediction for the treatment outcome. In order to reduce the impact of systemic chemo-
therapy heterogeneity on the outcome, only those with concurrent chemotherapy of cisplatin
alone were included in this study.

Methods

Study Population
This retrospective study was conducted in patients treated with IMRT between September
2002 and December 2009 at two NPC-endemic areas in China (Department of Radiation
Oncology, Sun Yat-Sen University, training cohort; Department of Radiation Oncology, Wen-
zhou Medical College, validation cohort). To collect data for the nomogram development, an
electronic survey form was designed to select patients and gather relevant information before
study initiation. This analysis was approved by the Institutional Review Boards, with both par-
ticipating sites providing the necessary institutional data use agreements (Sun Yat-Sen Univer-
sity and Wenzhou Medical College). Patients’ records were anonymized and de-identified
prior to analysis. The following inclusion criteria were used for this study: histopathologically
proven NPC, prior administration of IMRT with curative intention, no history of previous
anticancer therapy and no history of other malignancies. The exclusion criteria were as follows:
evidence of DM at diagnosis, prior administration of induction/adjuvant chemotherapy, prior

Nomogram for NPC after IMRT

PLOSONE | DOI:10.1371/journal.pone.0134491 August 6, 2015 2 / 10



administration of non-cisplatin concurrent chemotherapy and incomplete information for the
follow-up.

Pre-treatment staging procedures consistently included clinical history, physical examina-
tion, biochemical test, magnetic resonance imaging (MRI) or computer tomography (CT) scan
of the head and neck, chest radiography, and ultrasonography of the abdominal region. Addi-
tional investigations were performed if indicated. Stage data was retrieved from the original
chart reports and was unified to 2002 UICC staging system; in case of incomplete stage infor-
mation, original images were retrieved and reviewed by our study radiation oncologists.

The techniques of planning and delivery of IMRT used in the two cohorts were described
previously [2,11]. The prescribed dose was 68–70 Gy/28-30 fractions to the gross target vol-
ume, 56–60 Gy/28-30 fractions to the high-risk clinical target volume and 45–54 Gy/23-30
fractions to the low-risk clinical target volume. At the beginning the use of IMRT and concur-
rent chemotherapy was not mandatory for local advanced NPC in both cancer center guide-
lines, provided that good local-regional control with IMRT alone and high toxicity incidence
rates when RT was delivered with concurrent chemotherapy. With more and more evidence
supported using concurrent chemotherapy for advanced NPC and acceptable toxicity profiles
reported, this strategy was accepted gradually in clinical practice but often with a reduced dose
of chemotherapy. Generally, concurrent chemotherapy was delivered with cisplatin alone (80
mg/m2/d on days 1 and 22 or 25 mg/m2/d weekly).

Statistical Analysis
The objective of this study was to define possible predictors of overall survival (OS) in NPC
patients treated with IMRT, and to establish an effective prognostic nomogram. OS was esti-
mated using the Kaplan-Meier method, and comparisons were assessed using the log-rank test.
A multivariate Cox proportional hazards model was used to analyze the risk factors associated
with OS. The variables used to construct the nomogram were selected a priori based on previ-
ous research and data availability; they included the gender, age, clinical tumor (T) stage, clini-
cal nodal (N) stage, primary gross tumor volume (GTV) and administration of concurrent
chemotherapy (yes/no) [22].The final model selection was performed using a backward step-
down selection process with the Akaike information criterion [23] and the rms package in R
version 3.0.1.

Nomogram performance was measured using a concordance index (C-index), which can be
applied to continuous outcome and censored data. The nomogramcalibrationwas assessed by
plotting the observed rates against the nomogram-predicted probabilities. Bootstrap analyses
with 1,000 resamples were used for these activities. The nomogram and UICC staging system
were compared by evaluating the C-index. During the external validation of the nomogram,
the survival probability of each patient in the validation cohort was calculated according to the
established nomogram; these values were used to plot receiver operating characteristic (ROC)
curves by SPSS 19.0 for Windows. In general, areas under the curve (AUC) of 0.7 to 0.8 repre-
sent reasonable discrimination [24].

Results

Nomogram Development
The clinical and treatment characteristics of patients in the training cohort (N = 533) are pre-
sented in Table 1. In total, 371 patients were classified as stage III/IV, of which 280 (76%)
patients were administered concurrent chemotherapy. The median follow-up time was 84.2
months (range 4.2–141.8 months) for all patients; 382 (72%) patients had at least 5 years of fol-
low-up time. Of the 533 patients, 35 (7%) and 84 (16%) patients experienced local-regional
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recurrence and DM, respectively. In addition, 118 (22%) patients died at last follow-up. The 3-
and 5-year OS rates were 89.1% (95%CI 86.6–91.6%) and 81.7% (95%CI 78.4–85.0%),
respectively.

Age, T stage, N stage and GTV were significantly associated with OS in Kaplan-Meier analy-
ses (Fig 1); the use of concurrent chemotherapy exhibited a tread toward improved OS in the
Kaplan-Meier analysis but had no significant effect on OS in multivariate analysis (Table 2).
Given that patients with high T stages may exhibit a large GTV, the interaction between the T
stage and GTV was analyzed using a Cox proportional hazards model; the results revealed a
positive effect (P = 0.009). Therefore, the T stage was subcategorized according to 4 levels, and
the interactions between the T stage and GTV are presented as four scale bars in the develop-
ment of the nomogram for OS (Fig 2). Internal validation using bootstrapping revealed a C-
index of 0.748 (95%CI 0.704–0.785), which was significantly increased compared with that of
the 2002 UICC staging system (0.684; 95%CI 0.640–0.728, P<0.001). The 5-year probability of
OS for the nomogram exhibited good model calibration with high correlations with the nomo-
gram-predicted and observed probabilities of OS (Fig 3A).

Table 1. Clinical and treatment characteristics of NPC patients.

Characteristics primary cohort (N = 533) validation cohort (N = 442)

No. of patients % No. of patients %

Age(years)

Median (range) 43(13–78) 53(24–82)

Age�median 280 53 239 54

Age<median 253 47 203 46

Sex

Male 411 77 294 67

Female 122 23 148 33

Stage

I 33 6 41 9

II 129 24 130 29

III 274 52 171 39

IV 97 18 100 23

T stage

1 49 9 107 24

2 186 35 140 32

3 215 40 111 25

4 83 16 84 19

N stage

0 159 30 123 28

1 196 37 177 40

2 163 30 113 26

3 15 3 29 6

Gross tumor volume(mm3)

Median (range) 22.4 (1.1–205.5) 25.7(0.7–182.7)

GTV�median 267 50 222 50

GTV<median 266 50 220 50

concurrent chemotherapy

No 212 40 398 90

Yes 321 60 44 10

doi:10.1371/journal.pone.0134491.t001
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External Validation
The external validation cohort consisted of 442 patients (Table 1). Overall, patients with stage
III/IV disease were less likely to be administered concurrent chemotherapy in the validation
cohort (13%). The median follow-up time was 30.5 months (range 3.1–119.6 months) for all
patients; 77(17%) patients had at least 5-year of follow-up time. Of the 442 patients with NPC,
24 (5%) and 54(12%) patients experienced local-regional recurrence and DM, respectively. In
addition, 64 (15%) patients died at last follow-up. The 3- and 5-year OS rates were 85.3% (95%
CI 81.4–89.2%) and 77.9% (95%CI 72.4–83.4%), respectively.

ROC curves were generated to assess the discrimination of the nomogram in the external
population. The overall predictive accuracy of the nomogram for 5-year OS as measured by the

Fig 1. Kaplan-Meier survival plots of overall survival stratified according to age (�43 or >43 years), gender (male or female), T stage (1, 2, 3 or 4), N
stage (0, 1, 2 or 3), gross tumor volume (GTV,�22.4 or >22.4 mm3) and concurrent chemotherapy (yes or no) for nasopharyngeal carcinoma
patients treated with intensity-modulated radiation therapy in the training cohort (N = 533). The log-rank test results for each comparison are provided.

doi:10.1371/journal.pone.0134491.g001

Table 2. Multivariate analyses of overall survival with Cox proportional hazardsmodel for patients
with nasopharyngeal carcinoma in the training cohort (N = 533).

Multivariate analysis

P value HR(95%CI)

Age <0.001 1.034(1.018–1.051)

T stage 0.003 1.812(1.227–2.677)

N stage <0.001 1.595(1.260–2.019)

GTV <0.001 1.049(1.023–1.076)

T*GTV 0.009 0.990(0.983–0.998)

Concurrent chemotherapy 0.324 0.816(0.545–1.222)

Abbreviations: T stage, clinical tumor stage; N stage, clinical nodal stage; GTV, gross tumor volume; HR,

hazard ratio.

doi:10.1371/journal.pone.0134491.t002
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AUC was 0.784 (95%CI 0.704–0.865), which was significantly increased compared with that of
the 2002 UICC staging system (0.721; 95%CI 0.622–0.820, P = 0.026). The actual 5-year OS
was also plotted against the calculated predicted 5-year probabilities of OS for each patient; this
alignment exhibited good calibration for the events (Fig 3B).

Discussion
In this study, we evaluated several prognostic factors of NPC in patients treated with IMRT,
and then developed an OS prediction model that can provide individual estimations of treat-
ment outcome in this population, which outperformed the conventional risk model (TNM
staging system). An external cohort was used to validate the developed nomogram, revealing a
good ability to discriminate OS outcomes. The nomogram developed here does not specifically

Fig 2. The nomogram developed for the 5-year prediction of overall survival. Point scores for gross tumor volume (GTV) were identified based on the T
stage. To estimate risk, points for each variable were calculated by drawing a straight line from a patient’s variable value to the axis labeled “Points.” The
score sum is converted to a probability in the lowest axis.

doi:10.1371/journal.pone.0134491.g002

Fig 3. (A) Calibration curves for 5-year probabilities of overall survival in the training cohort of 533
patients and (B) the validation cohort of 442 patients. Patients were grouped by quartiles of predicted risk.
Nomogram-predicted probability is plotted on the x-axis; observed probability is plotted on the y-axis (Kaplan-
Meier estimates). Vertical bars = 95% confidence index.

doi:10.1371/journal.pone.0134491.g003
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provide a treatment decision; it simply provides a means to evaluate individual patient out-
comes after IMRT.

The current staging system used for NPC is the seventh edition of the UICC/AJCC TNM
staging system [25], an obvious limitation of which, is that it excludes the important prognostic
factor of tumor burden. Recently published data demonstrated that NPC primary tumor vol-
ume is an independent prognostic indicator for treatment outcome in patients treated with
IMRT; these studies suggested that the incorporation of GTV into the NPC clinical staging sys-
tem could provide more information to adjust the treatment strategy [26–29]. In this study, we
also noted that large tumors were significantly associated with treatment outcomes and that
the incorporation of tumor volume into the TMN staging system significantly improved the
ability to identify patients with a poor prognosis. A larger tumor volume often signifies an
increased number of clonogenic tumor cells as well as radiotherapy resistance associated with
tumor hypoxia; in contrast, the clinical T stage appears more likely to signify the capacity of
the tumor to infiltrate the surrounding tissue [30]. These two factors represent different biolog-
ical characteristics of the tumor. Therefore, the T stage in combination with the tumor volume
can better predict OS; both of these factors were incorporated in the final nomogram. As pre-
sented in Fig 1, GTV exhibited a greater effect in the T1 stage compared with the T4 stage, indi-
cating that the prognosis of patients with a low T stage was mainly dependent on the tumor
volume.

A meta-analysis of chemotherapy in NPC studies, including eight randomized clinical trials,
indicated that the addition of chemotherapy improved the absolute OS benefit by 6% in five
years [12]. Neither induction nor adjuvant chemotherapy improved OS compared with RT
alone; the reduced risk of death was mainly attributed to the administration of concurrent che-
motherapy by the mechanism of radiosensitization. With the emergence of new RT techniques
(IMRT) and more advanced imaging equipment, high local-regional control has been obtained;
thus, the value of concurrent chemotherapy still faces substantial uncertainty and challenges.
In the Hong Kong study NPC 9901 [31], patients with regionally advanced NPC in the control
arm were administered RT alone (half of the patients were administered 3-DCRT) and
achieved a 3-year OS rate of 78%. This result was comparable to the concurrent chemotherapy
arm, indicating that the survival benefit from chemotherapy confirmed in a two-dimensional
era could be considered as compensation for poor RT delivery. In this study, no positive corre-
lation between concurrent chemotherapy and OS was observed. The chemotherapy doses
employed in this study appeared to be lower than standard cisplatin doses used in other phase
III clinical trials in NPC [31]. In china, such an approach is often used in clinical practice, with
the concern of patient’s physical constitution and compliance to chemoradiotherapy in Eastern
population. The lower dose of cisplatin utilized in this study should also be considered as a
potential confusing factor for the negative correlation between concurrent chemotherapy and
OS. The role of concurrent CT in the era of IMRT requires further testing in the future.

This study was performed using retrospective data and treatment was not assigned in a ran-
domized fashion. To reduce the impact of various regimens and cycles of introduction or adju-
vant chemotherapy on OS predictions, only patients administered concurrent cisplatin alone
chemotherapy were included in this study. The 3-year OS rates were 89.1% and 85.3% for the
training cohort and validation cohort, respectively; these results are comparable to the results
of 83–94% reported in a recent series using IMRT with or without induction or adjuvant che-
motherapy [3,4,8,9]. Moreover, only 13% of the patients with stage III/IV disease were admin-
istered concurrent chemotherapy in the validation cohort however, this regimen did not lead
to inferior local control or a poor prognosis. This finding indicated that the positive outcomes
of patients exclusively treated with IMRT maybe attributed to more modern and aggressive
radiation techniques, which potentially negated the benefit from concurrent chemotherapy.
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NPC populations in endemic areas exhibit different racial compositions, histological sub-
types and other potential etiological factors compared with NPC populations in the West.
SEER data analysis indicates that racial differences exist among NPC patients in the U.S. and
that Asians exhibit the best 5-year survival rates after stratification according to stage and his-
tologic type [32]. Non-keratinizing type tumors predominate the NPC population in southern
China, and these lesions are generally associated with Epstein–Barr virus (EBV) positivity and
a favorable prognosis [33].Therefore, the generalizability of the nomogram developed in this
study is limited; it can be used for patient-clinician communication and therapeutic advice in
Asian endemic areas. Whether it can be applied to Western populations and patients with kera-
tinizing type tumors remains to be determined.

The strength of the nomogram development included the number of patients involved, the
length of follow-up and the 5-year results comparable to contemporary series. A limitation of
the study was that T and N stage of 6th instead of 7th UICC staging system were used to con-
struct the nomogram. Main changes in the new staging system are: 1) T2a lesions are now des-
ignated as T1; 2) retropharyngeal lymph nodes are considered N1. In our nomogram, T1 and
T2 axis had a similar scale; N0 and N1 had a close point. Such changes of T and N staging shift-
ing may cause slight variations when converting to total points and then the probability of
5-year survival rate. Introducing molecular markers of tumor biology in NPC may further
enhance the performance of the nomogram. Plasma/serum EBV DNA level was found to be
useful in the clinical management of NPC patients [34] however, several problems related to
quantifying the EBV DNA load need to be resolved before clinical application, including the
optimal detection method, the right sampling time and the reasonable cut-off value.

In conclusion, the nomogram proposed in this study accurately predicted the prognosis for
NPC patients treated with IMRT with or without concurrent chemotherapy; this individualized
information will aid in patient counseling and may be used for de-escalation trials in the future.
Additional studies are required to determine whether the nomogram can be applied to other
patient groups.
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