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Abstract
There is no standard third-line or further systemic treatment for patients with inoperable locoregionally advanced recurrent or
metastatic nasopharyngeal carcinoma (NPC). Metronomic oral cyclophosphamide provides an acceptable and cheap option for
these heavily pretreated patients who had limited choices. We conducted a prospective phase II single-arm open-label study of
metronomic oral cyclophosphamide. Patients with locoregionally advanced recurrent inoperable (rT3/T4, rN2-N3b) or metastatic
(rM1) NPCwho had Eastern Cooperative Oncology Group (ECOG) performance status (PS) (0–2) and had progressed after at least 2
lines of palliative systemic chemotherapy were eligible. They received oral cyclophosphamide between 50 and 150mg once daily until
progressive disease or unacceptable toxicity. Objective response rate (ORR), disease control rate (DCR), biochemical response (two
consecutive declines of plasma EBV DNA after treatment), progression-free survival (PFS), overall survival (OS), and safety profiles
were evaluated. A total of 56 patients were recruited. Thirty-three, 13, 6, 3, and 1 patients received cyclophosphamide as 3rd, 4th,
5th, 6th, and 7th line of therapy respectively. After amedian follow-up of 9.95months (range 1.76–59.51months), the ORRwas 8.9%
and the DCR was 57.1%. The median PFS and OS were 4.47 and 9.20 months, respectively. Those with PS 1 had longer median
PFS (5.49 months) compared to those with PS 2 (3.75 months, P= .011). Besides, those who had locoregionally recurrent disease
had better PFS (8.97 months, 95% CI, 0.53–17.41 months) compared to those who had distant metastases (4.14 months, 95% CI,
2.53–5.75 months, P= .020). Multivariable analysis revealed that PS 1 (vs 2) (P= .020) and locoregional recurrence (vs metastasis)
(P= .029) were the only significant independent prognostic factors of PFS. Around 16 (28.6%) patients developed grade ≥3 adverse
events, including malaise (5.4%), hematological (8.9%), gastrointestinal (3.6%), feverish (3.6%), and hemorrhagic (1.8%) events. The
median cost of the whole drug treatment was 51.65 US dollars (USD) (range 4.15–142.75 USD) (1 USD=7.8 HK dollars [HKD]).
Metronomic oral cyclophosphamide is an acceptable third-line or beyond systemic therapy for locoregionally advanced recurrent or
metastatic NPC with acceptable toxicity and limited financial burden.

Abbreviations: ALT = alanine aminotransferase, AST = aspartate aminotransferase, CT = computed tomography, CTCAE =
Common Terminology Criteria for Adverse Events, DCR = disease control rate, DNA = deoxyribonucleic acid, EBV = Epstein–Barr
virus, ECOG = Eastern Cooperative Oncology Group, EGFR = epidermal growth factor receptor, HKD = Hong Kong dollars, NPC =
nasopharyngeal carcinoma, ORR = objective response rate, OS = overall survival, PD-1 = programmed cell death-1, PFS =
progression-free survival, PS = performance status, RECIST = Response Evaluation Criteria for Solid Tumors, USD = US dollars,
ULN = upper normal limit, VEGF = vascular endothelial growth factor.

Keywords: metastatic, metronomic, nasopharyngeal carcinoma, oral cyclophosphamide, recurrent
Editor: Martin S. Staege.

clinicaltrials.gov identifier: NCT02794077.

The authors have no funding and conflicts of interest to disclose.

Supplemental Digital Content is available for this article.

Department of Clinical Oncology, Li Ka Shing Faculty of Medicine, The University
of Hong Kong, Hong Kong.
∗
Correspondence: Victor H.F. Lee, Department of Clinical Oncology, 1/F,

Professorial Block, Queen Mary Hospital, 102 Pokfulam Road, Hong Kong
(e-mail: vhflee@hku.hk).

Copyright © 2017 the Author(s). Published by Wolters Kluwer Health, Inc.
This is an open access article distributed under the Creative Commons
Attribution License 4.0 (CCBY), which permits unrestricted use, distribution, and
reproduction in any medium, provided the original work is properly cited.

Medicine (2017) 96:15(e6518)

Received: 13 June 2016 / Received in final form: 18 December 2016 /
Accepted: 6 March 2017

http://dx.doi.org/10.1097/MD.0000000000006518

1

1. Introduction

Undifferentiated nasopharyngeal carcinoma (NPC) is an endemic
malignancy with a high incidence in Southern China, Hong
Kong, Taiwan, and Singapore.[1] Radiotherapy is the mainstay of
treatment for early stage NPC, while concurrent chemoradiation
with or without adjunct chemotherapy is indicated for locore-
gionally advanced disease.[2] Nevertheless, about 30% of cases
relapse locoregionally or distantly, despite intensive definitive
treatment.[3] Salvage surgery or second-course radical radiother-
apy with or without chemotherapy can achieve durable disease
control and promising survival for locoregional relapse.[4,5]

However for those with locoregionally advanced recurrent
disease who had received 2 courses of radical radiotherapy or
those with distant metastases, systemic chemotherapy would be
the only treatment of choice. Platinum-based doublet chemo-
therapy including cisplatin with 5-fluorouracil, capecitabine,
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gemcitabine, or taxane is regarded as the standard first-line
treatment due to its long-standing history and experience,
especially for chemo-naïve patients.[6] For second-line treatment
of metastasis, whether platinum-based chemotherapy was given
previously is a consideration. For patients treated with platinum-
based chemotherapy, subsequent treatment depends on perfor-
mance status, toxicity, and the time interval to recurrence after
previous platinum-based regimen. Re-challenge with cisplatin
and 5-fluorouracil can be considered in patients who enjoyed a
good initial response to the same regimen with an intervening
disease-free period of more than 1 year. Carboplatin may be an
acceptable alternative, producing similar responses and outcomes
when cisplatin is contraindicated, though it generally brings more
hematological toxicities. For patients who fail platinum and 5-
fluorouracil or whose diseases relapse within a year of such
regimen, second-line treatment including gemcitabine, capecita-
bine, or taxanes with or without platinum can be considered.
However, so far there has been no recognized standard third-line
systemic treatment. Metronomic oral chemotherapy may provide
an ideal choice to patients treated in this setting by shifting the
targets from tumor cells to tumor vasculature so as to reduce the
chance of drug resistance as well as offering a relatively low
toxicity profile to them who have been significantly jeopardized
by the long-term complications brought by prior courses of
radiation therapy, surgery and chemotherapy.[7–9] We presented
the results of a phase II single-institution trial on the use of
metronomic open-label oral cyclophosphamide as third-line
treatment or beyond in patients with inoperable locoregionally
advanced recurrent or metastatic NPC who had failed at least 2
lines of prior systemic chemotherapy.
2. Methods and materials

2.1. Patients

The study was approved by local institutional review board
(Institutional Review Board of the University of Hong Kong/
Hospital Authority West Cluster) before commencement. It was
also registered with clinicaltrials.gov (NCT02794077) and
conducted according to Declaration of Helsinki with good
clinical practice. The study recruitment period started from
January 2008 till November 2015. Patients with inoperable
locoregionally advanced recurrent NPC of undifferentiated type
beyond curative surgical resection or second and subsequent
courses of radical radiotherapy or metastatic disease who all had
received at least 2 lines of palliative systemic chemotherapy (of
which one of them must be platinum-based chemotherapy) were
eligible to participate into this study. All of them must have
adequate hematological (absolute neutrophil count ≥1.5�109/L;
hemoglobin ≥9.0g/dL and platelet ≥100�109/L), renal (serum
creatinine�1.5�upper normal limit [ULN]) and hepatic reserves
(serum bilirubin �1.5�ULN; alanine aminotransferase (ALT)
and aspartate aminotransferase (AST) �3�ULN for patients
without liver metastases or �5�ULN for those with liver
metastases). Patients whose Eastern Cooperative Oncology
Group (ECOG) performance status (PS) was 3 or above were
excluded. After written informed consent, they had baseline
investigations including serum hematology, serum renal and liver
biochemistry, plasma Epstein–Barr virus (EBV) deoxyribonucleic
acid (DNA), as well as contrast-enhanced computed tomography
(CT) scan of the head and neck, thorax and abdomen. Then they
received open-label oral cyclophosphamide at 50 to 150mg daily
continuously until radiologically documented progressive dis-
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ease, unacceptable toxicities or patient withdrawal. The starting
dose of cyclophosphamide was determined by the treating
oncologists based on patients’ performance status and their
disease status. Serum hematology and biochemistry were
monitored at least once every 3 weeks to monitor any
treatment-related hematological and biochemical toxicities. As
cyclophosphamide was in the form of 50mg tablet, dose
escalation or reduction would be a 50-mg-increment or
decrement, respectively. For those starting at 50mg daily or
100mg daily, dose escalation to one or two dose levels up until
150mg daily was allowed if they do not experience any
treatment-related grade ≥2 events (based on Common Termi-
nology Criteria for Adverse Events [CTCAE] version 3.0) after
starting cyclophosphamide for 2 weeks. For those who developed
grade ≥3 treatment-related adverse events, cyclophosphamide
would be withheld until it returned to grade�1. They would then
receive cyclophosphamide one dose level down upon resuming it.
The lowest acceptable daily dose was 50mg daily. They would
also be permanently discontinued from cyclophosphamide if the
adverse event(s) did not return to grade �1 within 21 days of
treatment interruption. For those who interrupted cyclophos-
phamide for more than 21 days for whatever reasons, they would
be permanently discontinued from the study as well. Serial blood
test for plasma EBV DNA was monitored every 9 weeks while
interval contrast-enhanced computed tomography (CT) scan of
the head and neck, thorax and abdomen followed by interval
scans were performed every 3 months for every recruited patient
after commencement of study medication until progressive
disease. Best objective response was determined by Response
Evaluation Criteria for Solid Tumors (RECIST) 1.1.[10]
2.2. Statistical analysis

The primary study endpoint was progression-free survival (PFS),
calculated from the date of start of cyclophosphamide to the date
of radiologically documented progressive disease or the date of
death. Secondary endpoints include objective response rate
(ORR), disease control rate (DCR), biochemical PFS (calculated
from the date of start of cyclophosphamide to the date of the
second consecutive elevation of plasma EBV DNA from nadir
after starting cyclophosphamide), overall survival (OS) (calcu-
lated from the date of start of cyclophosphamide to the date of
death from any cause) and toxicity profile. Nonparametric
variables were compared by Mann Whitney-U tests. Kaplan–
Meier methods were employed for calculation of PFS and OS.
Log-rank tests were employed for subgroup survival compar-
isons. Cox proportional hazard models with univariable and
multivariable analyses were performed for prognostic factors of
PFS and OS. Statistical significance was defined as P< .05 (two-
sided). All statistical analyses were performed by Statistical
Package for Social Sciences version 22. Data cut-off was
performed on 1st May 2016.
3. Results

3.1. Patient characteristics

A total of 56 patients were recruited into this study with the
baseline demographics shown in Table 1. Eleven (19.6%)
patients had incurable locoregionally recurrent disease while
45 (80.4%) patients had distant metastases before cyclophos-
phamide commencement. Sixteen and 37 (66.1%) had ECOG PS
1 and 2, respectively. Thirty-three, 13, 6, 3, and 1 patients



Table 1

Patient characteristics.

n=56 (%)

Median age in years (range) 51 (22–76)
Sex (M/F) 44 (78.6) /12 (21.4)
ECOG PS
1 19 (33.9)
2 37 (66.1)

Disease status
Locoregionally advanced recurrence 11 (19.6)
Distant metastases 45 (80.4)
Lung 25 (44.6)
Bone 32 (57.1)
Liver 23 (41.1)
Skin 2 (3.6)
Distant 15 (26.8)

Number of involved distant sites
1 12 (21.4)
2 22 (39.3)
3 11 (19.6)
4 2 (3.6)

Number of lines of prior systemic chemotherapy
2 33 (58.9)
3 13 (23.2)
4 6 (10.7)
5 3 (5.4)
6 1 (1.8)

Median baseline plasma EBV DNA in copies/mL (range) 19,000 (20–98,250,000)

EBV DNA=Epstein–Barr virus deoxyribonucleic acid, ECOG=Eastern Cooperative Oncology Group,
F= female, M=male, PS=performance status.
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received cyclophosphamide as third, fourth, fifth, sixth, and
seventh line of therapy, respectively. One (1.8%), 17 (30.4%),
and 38 (67.9%) patients received 50mg, 100mg, and 150mg
daily as the starting dose.
3.2. Treatment efficacy and cost

After a median follow-up duration of 9.95 months (range 1.76–
59.51 months), 5 patients derived an objective response, giving
an ORR of 8.9%. The DCR was 57.1%, observed in 32 patients.
The median duration of therapy was 2.86 months (range 0.46–
15.84 months). The median PFS for the whole study population
was 4.47 months (95% confidence interval [CI], 3.18–5.76
months) (Fig. 1A). Those with ECOG PS 1 had a longer median
PFS (5.49 months, 95% CI, 0.42–10.56 months) compared to
those with ECOG PS 2 (3.75 months, 95% CI, 3.05–4.45
months, P= .011) (Fig. 1B). In addition, those who had
locoregionally advanced recurrent disease had better median
PFS (8.97 months, 95% CI, 0.53–17.41 months) compared to
those who suffered from distant metastases (4.14 months, 95%
CI, 2.53–5.75 months, P= .020) (Fig. 1C). The biochemical PFS
for the whole study population was 3.75 months (95% CI 2.11–
5.38 months) (Fig. 2A). Those who had better PS 1 enjoyed a
longer median biochemical PFS (5.45 months, 95% CI, 4.57–
6.34 months) than patients whose ECOG PS was 2 (3.42 months,
95% CI, 1.97–4.87, P= .007) (Fig. 2B). Similarly, those who
had locoregionally advanced recurrent disease enjoyed longer
biochemical PFS (8.97 months, 95% CI, 3.01–14.92 months) as
compared to those who had distant metastases (3.42 months,
95% CI, 2.01–4.83 months; P= .004) (Fig. 2C).
One patient is still receiving cyclosphosphamide with stable

disease at the time of submission of this publication. The cost of
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each 50mg tablet cyclophosphamide was 0.30 US dollars (USD)
(as onMay 31st, 2016, assuming 1 USD=7.8Hong Kong dollars
[HKD]) and thus the median cost of the whole drug treatment
was 25.77 USD (range 4.15–142.75).
3.3. Univariable and multivariable analyses for prognostic
factors of PFS and biochemical PFS

Univariable and multivariable analysis for the prognostic factors
of PFS and biochemical PFS were displayed in Table 2.
Multivariable analysis revealed that ECOG PS 1 (vs 2)
(P= .020) and locoregionally advanced recurrence (vs metastasis)
(P= .029) were the only significant independent prognostic
factors of PFS. They were also the only significant independent
prognostic factors for biochemical PFS (P= .014 and P= .005,
respectively).
3.4. Safety profiles

Three (5.4%) patients had dose escalation from 100 to 150mg
daily in view of good drug tolerability and absence of acute grade
2 adverse events after 2 weeks of drug therapy. However, 1 of
them had subsequent dose reduction to 100mg daily because
persistent grade 3 malaise.
Adverse events were observed in 34 (60.7%) patients (Table 3).

Sixteen (28.6%) patients developed grade ≥3 adverse events,
including malaise (5.4%), hematological (8.9%), gastrointestinal
(3.6%) and feverish (3.6%) and hemorrhagic (1.8%) events.
Treatment interruption secondary to adverse events were
observed in 25 (44.6%) patients. Dose reduction was necessary
in 23 (41.1%) patients because of these grade ≥3 adverse events.
All but 3 patients had only one level dose reduction due to their
adverse events. Another 2 (3.6%) patients were permanently
discontinued from cyclophosphamide because of persistent
unresolving grade 3 malaise for more than 3 weeks, though it
subsided completely without sequelae after cyclophosphamide
termination. One patient died of sudden massive epistaxis due to
bleeding recurrent tumor despite an initial response. There was
no treatment-related fatality.
3.5. Postcyclophosphamide systemic treatment

Twenty (35.7%) patients received further systemic treatment
after progression to cyclophosphamide. The lines of further
systemic treatment ranged from 1 to 9 (median 2). The median
OS for the whole study population was 9.20 months (95% CI,
6.32–12.08 months) (Fig. 3A). Those with locoregionally
advanced recurrence (14.49 months, 95% CI, 10.56–18.42
months) tended to survive longer than those with distant
metastasis (8.35 months, 95% CI, 5.89–10.80; P= .099). Those
who received further systemic treatment enjoyed a longer median
OS (15.97 months, 95% CI 11.72–20.22 months) than those
who did not (5.98 months, 95%CI, 4.92–7.04 months, P< .001)
(Fig. 3B). The number of lines of postcyclophosphamide systemic
treatment was prognostic of OS in univariable (P= .001) and
multivariable analysis (P< .001). (Supplementary Table 1, http://
links.lww.com/MD/B653).

4. Discussion

The survival outcomes of patients with previously untreated NPC
have improved steadily for the past few decades, owing to
significant contributions by use of concurrent chemoradiation
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Figure 1. (A) Kaplan–Meier curve showing the progression-free survival of the whole study population. (B) Kaplan–Meier curves showing the progression-free
survival of the study patients stratified by performance status. (B) Kaplan–Meier curves showing the progression-free survival of the study patients stratified by
disease status of recurrence versus distant metastasis.
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with or without adjunct chemotherapy and the implementation
of precision radiation techniques including intensity-modulated
radiation therapy. Nevertheless, still between 5% and 15% of
these patients will eventually develop locoregional failure and
15% to 30% will fail distantly. A vast majority of these patients
with locoregional recurrence still have to resort to palliative
systemic chemotherapy after failure to salvage surgery or re-
irradiation. Systemic chemotherapy remains the mainstay of
treatment for these patients with inoperable locoregionally
advanced recurrent and those metastatic NPC. For chemo-naïve
patients, monotherapy may be only recommended for those
patients with suboptimal PS as the response rate and survival
outcomes are less than satisfactory (Supplementary Table 2,
http://links.lww.com/MD/B653).[11–23] Platinum doublet chemo-
therapy is still recommended as the first-line treatment for those
who have satisfactory PS, owing to the platinum sensitivity and
long-standing history in clinical use (Supplementary Table 3,
http://links.lww.com/MD/B653).[12,24–52] In particular, cisplatin
and 5-fluorouracil is the most popular selection due to its
widespread use in head and neck squamous cell carcinoma and
4

acceptable toxicity. Recently, newer agents including paclitaxel,
docetaxel, gemcitabine and capecitabine have gradually replaced
5-fluorouracil as the companion of cisplatin, so as to avoid
prolonged hospitalization for 5-fluorouracil infusion.Meanwhile
newer platinum compounds including carboplatin, oxaliplatin,
nedaplatin, and lobaplatin (both manufactured in China) were
tested as alternative to cisplatin for their more favorable toxicity
profile of nephrotoxicity and neurotoxicity. Nevertheless,
cisplatin is still preferred to other platinum compounds as 2
old randomized-controlled trials on head and neck cancers
showed a superior response rate and survival outcomes with
cisplatin. Polychemotherapy, though theoretically more potent, is
also more toxic and distressing to patients and thus not routinely
recommended (Supplementary Table 4, http://links.lww.com/
MD/B653).[53–64] Choice of second-line systemic chemotherapy
heavily depends on the drugs used in the first line. For patients
treated with prior platinum-based chemotherapy, subsequent
treatment depends on performance status, toxicity, and the
interval to recurrence after the last platinum-based regimen. Re-
challenge with cisplatin and 5-fluorouracil can be considered in
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Figure 2. (A) Kaplan–Meir curve showing the biochemical progression-free survival of the whole study population. (B) Kaplan–Meier curves showing the
biochemical progression-free survival of the study patients stratified by performance status. (C) Kaplan–Meier curves showing the biochemical progression-free
survival of the study patients stratified by disease status of recurrence versus distant metastasis.
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patients who enjoyed a good initial response to the same regimen
with a relapse-free period of more than 1 year. Carboplatin is an
acceptable substitute producing similar responses and outcomes
when cisplatin is contraindicated, though it generally gives rise to
more hematological toxicities. For patients who fail platinum and
Table 2

Univariable and multivariable analyses for prognostic factors of prog

Progression-free sur

Univariable analysis Multi

HR 95% CI P HR

Age 1.002 0.970–1.035 .915
Sex (male as reference) 1.486 0.475–2.963 .261
ECOG PS (1 as reference) 0.445 0.234–0.847 .014 0.480
Recurrence (reference) vs. metastasis 0.426 0.204–0.893 .024 0.462
Baseline plasma EBV DNA 1.589 0.819–2.871 .715
Number of lines of prior systemic chemotherapy 1.119 0.840–1.492 .442
Number of sites of metastasis 1.214 0.830–1.775 .317
∗
Only covariates found significant in univariable analysis (P< .1) were analyzed in multivariable analysi

CI= confidence interval, DNA=deoxyribonucleic acid, EBV=Epstein–Barr virus, ECOG=Eastern Coope
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5-fluorouracil or whose disease relapse within a year of such a
regimen, second-line treatment including gemcitabine, capecita-
bine, or taxanes with or without platinum is generally
recommended. There is no standard third-line treatment as
virtually no publication has addressed this issue. Patients after
ression-free survival and biochemical progression-free survival.

vival Biochemical progression-free survival

variable analysis
∗

Univariable Analysis Multivariable Analysis
∗

95% CI P HR 95% CI P HR 95% CI P

ND 1.016 0.981–1.052 .367 ND
ND 1.308 0.663–2.580 .438 ND

0.252–0.894 .020 0.419 0.218–0.805 .009 0.456 0.237–0.878 .014
0.220–0.913 .029 0.322 0.144–0.720 .006 0.348 0.155–0.784 .005

ND 1.602 0.797–2.763 .710 ND
ND 0.994 0.742–1.331 .967 ND
ND 1.563 0.993–2.458 .053 1.571 0.989–2.469 .071

s.
rative Oncology Group; HR=hazard ratio, ND=not done, PS=performance status.

http://www.md-journal.com


Table 3

Toxicity profiles.

All grades (%) Grade ≥3 (%)

Malaise 7 (12.5) 3 (5.4)
Neutropenia 20 (35.7) 5 (8.9)
Thrombocytopenia 2 (3.6) 0 (0)
Vomiting 4 (7.1) 2 (3.6)
Fever 5 (8.9) 2 (3.6)
Pneumonia 3 (5.4) 3 (5.4)
Elevated liver transaminases 1 (1.8) 0 (0)
Epistaxis 1 (1.8) 1 (1.8)
Herpes zoster infection 1 (1.8) 0 (0)
All 34 (60.7) 16 (28.6)
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failure to 2 prior lines of treatment are generally physically
compromised, as brought by the permanent platinum-related side
effects including nephrotoxicity, neurotoxicity and immunosup-
pression. However, the relatively slow disease tempo of NPC as
compared to other common solid malignancies can be distressing
and torturing to patients for quite a while secondary to the
intracranial symptoms of headache, facial paresthesia, diplopia
by the locally advanced recurrence and the emerging side effects
after salvage surgery and 2nd course radiotherapy including
trismus, temporal lobe necrosis, osteoradionecrosis, poor oral
hygiene, dysphagia, etc.
Oral metronomic chemotherapy may provide promising

disease control and symptom relief for these heavily pretreated
patients, while maintaining a relatively reasonable quality of life
with less devastating toxicities compared to the intravenous
drugs. Metronomic chemotherapy was first described by
Hanahan et al,[65] which refers to the close and regular
administration of chemotherapy for a long period of time
without an intended drug-free interval. This idea was developed
to overcome the drug resistance by shifting the therapeutic target
from the tumor cells to the tumor vasculature.[9,66] Standard
chemotherapy cycles and schedules only cause meager endothe-
lial cell damage. These cells can easily repair during the rest
periods of chemotherapy and thus continue to support growth of
tumor cells leading to eventually drug resistance. The more
compact administration of low-dose chemotherapy may sound
Figure 3. (A) Kaplan–Meier curve showing the overall survival of the whole study
patients stratified by the use of further systemic treatment after cyclophosphamid

6

more effective against tumor vasculature while giving less
toxicities to patients and avoiding unnecessary drug interruption.
In fact, Browder and Kerbel first highlighted the anti-angiogenic
phenomenon after metronomic scheduling of cyclophosphamide,
more effective than the conventional scheduling of chemotherapy
in overcoming drug resistance in breast cancer cell lines.[67,68]

Other plausible mechanisms of metronomic chemotherapy
include activation of immunity through reduction of regulatory
T-cells and dendritic cell maturation and direct tumor cell kill.
Previous studies have clearly demonstrated the efficacy and safety
of oral metronomic cyclophosphamide, used either as mono-
therapy, or in combination with other chemotherapeutic agents
or targeted drugs in various types of solid malignancies including
breast cancer, prostate cancer, colorectal cancer, ovarian cancer
and melanoma, giving an objective response rate between 5%
and 60% and time to progression between 1.8 and 7.2
months.[69–73] Perhaps and more important to patients, cyclo-
phosphamide even without financial reimbursement is not costly
to patients who take it for a prolonged time period.
Recently targeted therapy including antiepidermal growth

factor receptor (EGFR), antivascular endothelial growth factor
(VEGF) and multikinase inhibitor becomes an alternative option
for those who are refractory or refuses chemotherapy.[74–83]

Most of them, however, only provide a modest and short
response. In particular, sorafenib and sunitinib can give rise to
serious and fatal hemorrhage events.[81] In addition, immuno-
therapy has also evolved gradually in the treatment of recurrent/
metastatic NPC. The immunological approach encompasses
various strategies namely EBV-directed adoptive and active
immunotherapy, administration of antibodies, induction of EBV
lytic cycle, and immune checkpoint inhibition.[84–92] Though
preliminary results are encouraging and safe, these approaches
are still experimental and only limited to tertiary institutions with
expertise and comprehensive laboratory infrastructure. Immune
checkpoint inhibitors against programmed cell death-1 (PD-1)
have been recently extensively investigated for recurrent/
metastatic NPC. A phase Ib study demonstrated that pembro-
lizumab gave an OR rate of 22.2% and a disease control rate of
77.8% in 27 heavily pretreated patients with advanced NPC.[93]

Phase II trials have been ongoing to further investigate the efficacy
and safety of pembrolizumab (NCT02611960) and nivolumab
(NCT02339558) as second or subsequent line treatment.
population. (B) Kaplan–Meier curves showing the overall survival of the study
e.



[23] Tsao A, Hui EP, Juergens R, et al. Phase II study of TAS-106 in patients
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In summary, metronomic oral cyclosphosphamide is an
acceptable 3rd line systemic treatment for inoperable recurrent
or metastatic NPC, which provides encouraging disease control,
reasonable toxicity and affordable financial burden.
References

[1] Jia WH, Huang QH, Liao J, et al. Trends in incidence and mortality of
nasopharyngeal carcinoma over a 20–25 year period (1978/1983-2002)
in Sihui and Cangwu counties in southern China. BMC Cancer 2006;
6:178–86.

[2] Blanchard P, Lee A, Marguet S, et al. Chemotherapy and radiotherapy in
nasopharyngeal carcinoma: an update of the MAC-NPC meta-analysis.
Lancet Oncol 2015;16:645–55.

[3] Lee AW, Sze WM, Au JS, et al. Treatment results for nasopharyngeal
carcinoma in the modern era: the Hong Kong experience. Int J Radiat
Oncol Biol Phys 2005;61:1107–16.

[4] Wei WI, Chan JY, Ng RW, et al. Surgical salvage of persistent or
recurrent nasopharyngeal carcinoma with maxillary swing approach—
critical appraisal after 2 decades. Head Neck 2011;33:969–75.

[5] Wei WI, Kwong DLW. Recurrent nasopharyngeal carcinoma: surgical
salvage vs. additional chemoradiation. Curr Opin Otolaryngol Head
Neck Surg 2011;19:82–6.

[6] Chan OS, Ngan RK. Individualized treatment in stage IVC nasopharyn-
geal carcinoma. Oral Oncol 2014;50:791–7.

[7] Gnoni A, Silvestris N, Licchetta A, et al.Metronomic chemotherapy from
rationale to clinical studies: a dream or reality? Crit Rev Oncol Hematol
2015;95:46–61.

[8] André N, Carré M, Pasquier E. Metronomics: towards personalized
chemotherapy? Nat Rev Clin Oncol 2014;11:413–31.

[9] Sarmiento R, Gasparini G. Antiangiogenic metronomic chemotherapy.
Onkologie 2008;31:161–2.

[10] Eisenhauer EA, Therasse P, Bogaerts J, et al. New response evaluation
criteria in solid tumours; revised RECIST guideline (version 1.1). Eur J
Cancer 2009;45:228–47.

[11] Foo KF, Tan EH, Leong SS, et al. Gemcitabine in metastatic
nasopharyngeal carcinoma of the undifferentiated type. Ann Oncol
2002;13:150–6.

[12] Ma BB, Tannock IF, Pond GR, et al. Chemotherapy with gemcitabine-
containing regimens for locally recurrent or metastatic nasopharyngeal
carcinoma. Cancer 2002;95:2516–23.

[13] Dugan M, Choy D, Ngai A, et al. Multicenter phase II trial of
mitoxantrone in patients with advanced nasopharyngeal carcinoma in
Southeast Asia: an Asian-Oceanian Clinical Oncology Association
Group Study. J Clin Oncol 1993;11:70–6.

[14] Au E, Tan EH, Ang PT. Activity of paclitaxel by three-hour infusion in
Asian patients with metastatic undifferentiated nasopharyngeal cancer.
Ann Oncol 1998;9:327–9.

[15] PoonD, Chowbay B, Cheung YB, et al. Phase II study of irinotecan (CPT-
11) as salvage therapy for advanced nasopharyngeal carcinoma. Cancer
2005;103:576–81.

[16] Chua DT, Sham JS, Au GK. A phase II study of capecitabine in patients
with recurrent andmetastatic nasopharyngeal carcinoma pretreated with
platinum-based chemotherapy. Oral Oncol 2003;39:361.

[17] Chua D,WeiWI, Sham JS, et al. Capecitabine monotherapy for recurrent
and metastatic nasopharyngeal cancer. Jpn J Clin Oncol 2008;38:244–9.

[18] Ciuleanu E, Irimie A, Ciuleanu TE, et al. Capecitabine as salvage
treatment in relapsed nasopharyngeal carcinoma: a phase II study.
J BUON 2008;13:37–42.

[19] Zhang L, Zhang Y,Huang PY, et al. Phase II clinical study of gemcitabine
in the treatment of patients with advanced nasopharyngeal carcinoma
after the failure of platinum-based chemotherapy. Cancer Chemother
Pharmacol 2008;61:33–8.

[20] Ngeow J, Lim WT, Leong S, et al. Docetaxel is effective in heavily
pretreated patients with disseminated nasopharyngeal carcinoma. Ann
Oncol 2011;22:718–22.

[21] Zhang Y, Zhao L, Huang P, et al. Open-label, single-arm phase II study
of pemetrexed in the treatment of patients with recurrent or metastatic
nasopharyngeal carcinoma who have had prior platinum-based
chemotherapy. Cancer Chemother Pharmacol 2012;70:611–5.

[22] Peng PJ, Cheng H, Ou XQ, et al. Safety and efficacy of S-1 chemotherapy
in recurrent and metastatic nasopharyngeal carcinoma patients after
failure of platinum-based chemotherapy: multi-institutional retrospec-
tive analysis. Drug Des Devel Ther 2014;8:1083–7.
7

with platinum-failure recurrent or metastatic head and neck cancer and
nasopharyngeal cancer. Cancer Med 2013;2:351–9.

[24] Wang TL, Tan YO. Cisplatin and 5-fluorouracil continuous infusion for
metastatic nasopharyngeal carcinoma. Ann Acad Med Singapore 1991;
20:601–3.

[25] Au E, Ang PT. A phase II trial of 5-fluorouracil and cisplatinum in
recurrent or metastatic nasopharyngeal carcinoma. Ann Oncol 1994;
5:87–9.

[26] Stein ME, Ruff P, Weaving A, et al. A phase II study of cisplatin/
ifosfamide in recurrent/metastatic undifferentiated nasopharyngeal
carcinoma among young blacks in southern Africa. Am J Clin Oncol
1996;19:386–8.

[27] Yeo W, Leung TW, Leung SF, et al. Phase II study of the combination of
carboplatin and 5-fluorouracil in metastatic nasopharyngeal carcinoma.
Cancer Chemother Pharmacol 1996;38:466–70.

[28] Yeo W, Leung TW, Chan AT, et al. A phase II study combination of
paclitaxel and carboplatin in advanced nasopharyngeal carcinoma. Eur J
Cancer 1998;34:2027–31.

[29] Tan EH, Khoo KS, Wee J, et al. Phase II trial of a paclitaxel and
carboplatin combination in Asian patients with metastatic nasopharyn-
geal carcinoma. Ann Oncol 1999;10:235–7.

[30] Ciuleanu TE, Fountzilas G, Ciuleanu E, et al. Paclitaxel and carboplatin
in relapsed or metastatic nasopharyngeal carcinoma: a multicenter phase
II study. J BUON 2004;9:161–5.

[31] Ngan RK, Yiu HH, Lau WH, et al. Combination gemcitabine and
cisplatin chemotherapy for metastatic or recurrent nasopharyngeal
carcinoma: report of a phase II study. Ann Oncol 2002;13:1252–8.

[32] Wang J, Li J, Hong X, et al. Retrospective case series of gemcitabine plus
cisplatin in the treatment of recurrent and metastatic nasopharyngeal
carcinoma. Oral Oncol 2008;44:464–70.

[33] Ma BB, Hui EP, Wong SC, et al. Multicenter phase II study of
gemcitabine and oxaliplatin in advanced nasopharyngeal carcinoma —

correlation with excision repair cross-complementing-1 polymorphisms.
Ann Oncol 2009;20:1854–9.

[34] McCarthy JS, Tannock IF, Degendorfer P, et al. A Phase II trial of
docetaxel and cisplatin in patients with recurrent or metastatic
nasopharyngeal carcinoma. Oral Oncol 2002;38:686–90.

[35] Chua DT, Sham JS, Au GK. A phase II study of docetaxel and cisplatin as
first-line chemotherapy in patients with metastatic nasopharyngeal
carcinoma. Oral Oncol 2005;41:589–95.

[36] Li YH, Wang FH, Jiang WQ, et al. Phase II study of capecitabine and
cisplatin combination as first-line chemotherapy in Chinese patients with
metastatic nasopharyngeal carcinoma. Cancer Chemother Pharmacol
2008;62:539–44.

[37] HuangHQ, ZhouZM, Li YH, et al. Preliminary results of ifosfamide and
doxorubicin regimen in treatment of patients with recurrent and
metastatic nasopharyngeal carcinoma. Ai Zheng 2002;21:409–11.

[38] Yau TK, Shum T, Lee AW, et al. A phase II study of pemetrexed
combined with cisplatin in patients with recurrent or metastatic
nasopharyngeal carcinoma. Oral Oncol 2012;48:441–4.

[39] Chua DT, Yiu HH, Seetalarom K, et al. Phase II trial of capecitabine plus
cisplatin as first-line therapy in patients with metastatic nasopharyngeal
cancer. Head Neck 2012;34:1225–30.

[40] Jin Y, Shi YX, Cai XY, et al. Comparison of five cisplatin-based regimens
frequently used as the first-line protocols in metastatic nasopharyngeal
carcinoma. J Cancer Res Clin Oncol 2012;138:1717–25.

[41] Ji JH, Yun T, Kim SB, et al. Korean Cancer Study Group (KCSG)A
prospective multicentre phase II study of cisplatin and weekly docetaxel
as first-line treatment for recurrent or metastatic nasopharyngeal cancer
(KCSG HN07-01). Eur J Cancer 2012;48:3198–204.

[42] Long GX, Lin JW, Liu DB, et al. Single-arm, multi-centre phase II study
of lobaplatin combined with docetaxel for recurrent and metastatic
nasopharyngeal carcinoma patients. Oral Oncol 2014;50:717–20.

[43] Zheng J, Lin J, Wang L, et al. Metastatic nasopharyngeal carcinoma
outcomes in patients on cisplatin with nolatrexed or 5-fluorouracil.
Oncol Res Treat 2014;37:540–4.

[44] Peng PJ, Lv BJ, Tang C, et al. Phase II trial of docetaxel combined with
nedaplatin for patients with recurrent and metastatic nasopharyngeal
carcinoma. Drug Des Devel Ther 2015;9:6401–5.

[45] Hsieh JC, Hsu CL, Ng SH, et al. Gemcitabine plus cisplatin for patients
with recurrent or metastatic nasopharyngeal carcinoma in Taiwan: a
multicenter prospective Phase II trial. Jpn J Clin Oncol 2015;45:819–27.

[46] Chi KH, Chan WK, Cooper DL, et al. A phase II study of outpatient
chemotherapy with cisplatin, 5-fluorouracil and leucovorin in nasopha-
ryngeal carcinoma. Cancer 1994;73:247–52.

http://www.md-journal.com


[47] Chua DT, Kwong DL, Sham JS, et al. A phase II study of ifosfamide, 5- [69] Mutlu H,Musri FY, ArtaçM, et al.Metronomic oral chemotherapy with

Lee et al. Medicine (2017) 96:15 Medicine
fluorouracil and leucovorin in patients with recurrent nasopharyngeal
carcinoma previously treated with platinum chemotherapy. Eur J Cancer
2000;36:736–41.

[48] Altundag K, Aksoy S, Gullu I, et al. Salvage ifosfamide doxorubicin
chemotherapy in patients with recurrent nasopharyngeal carcinoma
pretreated with cisplatin based chemotherapy. Med Oncol 2004;21:
211–5.

[49] Wang CC, Chang JY, Liu TW, et al. Phase II study of gemcitabine plus
vinorelbine in the treatment of cisplatin resistant nasopharyngeal
carcinoma. Head Neck 2006;28:74–80.

[50] Dede DS, Aksoy S, Cengiz M, et al. Ifosfamide and doxorubicin
combination chemotherapy for recurrent nasopharyngeal carcinoma
patients. Asian Pac J Cancer Prev 2012;13:2225–8.

[51] Chen C, Wang FH, Wang ZQ, et al. Salvage gemcitabine-vinorelbine
chemotherapy in patients with metastatic nasopharyngeal carcinoma
pretreated with platinum based chemotherapy. Oral Oncol 2012;48:
1146–51.

[52] Peng PJ, Ou XQ, Chen ZB, et al. Multicenter phase II study of
capecitabine combined with nedaplatin for recurrent and metastatic
nasopharyngeal carcinoma patients after failure of cisplatin-based
chemotherapy. Cancer Chemother Pharmacol 2013;72:323–8.

[53] Boussen H, Cvitkovic E, Wendling JL, et al. Chemotherapy of metastatic
and/or recurrent undifferentiated nasopharyngeal carcinoma with
cisplatin, bleomycin and fluorouracil. J Clin Oncol 1991;9:1675–81.

[54] Su WC, Chen TY, Kao RH, et al. Chemotherapy with cisplatin and
continuous infusion of 5-fluorouracil and bleomycin for recurrent and
metastatic nasopharyngeal carcinoma in Taiwan. Oncology 1993;50:
205–8.

[55] Azli N, Fandi A, Bachouchi M, et al. Final report of a phase II study of
chemotherapy with bleomycin, epirubicin, and cisplatin for locally
advanced and metastatic/recurrent undifferentiated carcinoma of the
nasopharyngeal type. Cancer J Sci Am 1995;1:222–9.

[56] Siu LL, Czaykowshi PM, Tannock IF. Phase I/II study of the CAPABLE
regimen for patients with poorly differentiated carcinoma of the
nasopharynx. J Clin Oncol 1998;16:2514–21.

[57] Taamma A, Fandi A, Azli N, et al. Phase II trial of chemotherapy with
5-fluorouracil, bleomycin, epirubicin, and cisplatin for patients with
locally advanced, metastatic, or recurrent undifferentiated carcinoma of
the nasopharyngeal type. Cancer 1999;86:1101–8.

[58] Hasbini A, Mahjoubi R, Fandi A, et al. Phase II trial combining
mitomycin with 5-fluorouracil, epirubicin, and cisplatin in recurrent and
metastatic undifferentiated carcinoma of nasopharyngeal type. Ann
Oncol 1999;10:421–5.

[59] Leong SS, Wee J, Rajan S, et al. Triplet combination of gemcitabine,
paclitaxel, and carboplatin followed by maintenance 5-fluorouracil and
folinic acid in patients with metastatic nasopharyngeal carcinoma.
Cancer 2008;113:1332–7.

[60] Huang HQ, Cai QQ, Lin XB, et al. Preliminary result of multicenter
clinical trial on the docetaxel, 5-Fu and DDP in the treatment of
advanced, recurrent or metastatic nasopharyngeal carcinoma. Zhonghua
Zhong Liu Za Zhi 2008;30:314–6.

[61] Xue C, Huang Y, Huang PY, et al. Phase II study of sorafenib in
combination with cisplatin and 5-fluorouracil to treat recurrent or
metastatic nasopharyngeal carcinoma. Ann Oncol 2013;24:1055–61.

[62] Jin T, Li B, Chen XZ. A phase II trial of Endostar combined with
gemcitabine and cisplatin chemotherapy in patients with metastatic
nasopharyngeal carcinoma (NCT01612286). Oncol Res 2013;21:317–
23.

[63] Hsieh CH, Hsu CL, Wang CH, et al. Cisplatin, tegafur-uracil and
leucovorin plus mitomycin C: an acceptably effective and toxic regimen
for patients with recurrent or metastatic nasopharyngeal carcinoma.
Biomed J 2013;36:229–36.

[64] Chen C, Wang FH, An X, et al. Triplet combination with paclitaxel,
cisplatin and 5-FU is effective in metastatic and/or recurrent nasopha-
ryngeal carcinoma. Cancer Chemother Pharmacol 2013;71:371–8.

[65] Hanahan D, Bergers G, Bergsland E. Less is more, regularly: metronomic
dosing of cytotoxic drugs can target tumor angiogenesis in mice. J Clin
Invest 2007;105:1045–7.

[66] Pàez-Ribes M, Allen E, Hudock J, et al. Antiangiogenic therapy elicits
malignant progression of tumors to increased local invasion and distant
metastasis. Cancer Cell 2009;15:220–31.

[67] Browder T, Butterfield CE, Kräling BM, et al. Antiangiogenic scheduling
of chemotherapy improves efficacy against experimental drug-resistant
cancer. Cancer Res 2000;60:1878–86.

[68] Kerbel RS, Kamen BA. The anti-angiogenic basis of metronomic
chemotherapy. Nat Rev Cancer 2004;4:423–36.
8

old agents in patients with heavily treated metastatic breast cancer.
J Cancer Res Ther 2015;11:287–90.

[70] Gebbia V, Serretta V, Borsellino N, et al. GSTU FoundationSalvage
therapy with oral metronomic cyclophosphamide and methotrexate for
castration-refractory metastatic adenocarcinoma of the prostate resistant
to docetaxel. Urology 2011;78:1125–30.

[71] Kelley RK, Hwang J, Magbanua MJ, et al. A phase 1 trial of imatinib,
bevacizumab, and metronomic cyclophosphamide in advanced colorec-
tal cancer. Br J Cancer 2013;109:1725–34.

[72] Garcia AA, Hirte H, Fleming G, et al. Phase II clinical trial of
bevacizumab and low-dose metronomic oral cyclophosphamide in
recurrent ovarian cancer: a trial of the California, Chicago, and Princess
Margaret Hospital phase II consortia. J Clin Oncol 2008;26:76–82.

[73] Borne E, Desmedt E, Duhamel A, et al. Oral metronomic cyclophospha-
mide in elderly with metastatic melanoma. Invest New Drugs 2010;
28:684–9.

[74] Chua DT, Wei WI, Wong MP, et al. Phase II study of gefitinib for the
treatment of recurrent and metastatic nasopharyngeal carcinoma. Head
Neck 2008;30:863–7.

[75] Ma B, Hui EP, King A, et al. A phase II study of patients with metastatic
or locoregionally recurrent nasopharyngeal carcinoma and evaluation of
plasma Epstein–Barr virus DNA as a biomarker of efficacy. Cancer
Chemother Pharmacol 2008;62:59–64.

[76] You B, Le Tourneau C, Chen EX, et al. A Phase II trial of erlotinib as
maintenance treatment after gemcitabine plus platinum-based chemo-
therapy in patients with recurrent and/or metastatic nasopharyngeal
carcinoma. Am J Clin Oncol 2012;35:255–60.

[77] Chan AT, Hsu MM, Goh BC, et al. Phase II study of cetuximab in
combination with carboplatin in patients with recurrent or metastatic
nasopharyngeal carcinoma. J Clin Oncol 2005;23:3568–76.

[78] Hui EP, Chan AT, Pezzella F, et al. Coexpression of hypoxia-inducible
factors 1alpha and 2alpha, carbonic anhydrase IX, and vascular
endothelial growth factor in nasopharyngeal carcinoma and relationship
to survival. Clin Cancer Res 2002;8:2595–604.

[79] Krishna SM, James S, Balaram P. Expression of VEGF as prognosticator
in primary nasopharyngeal cancer and its relation to EBV status. Virus
Res 2006;115:85–90.

[80] Elser C, Siu LL, Winquist E, et al. Phase II trial of sorafenib in patients
with recurrent or metastatic squamous cell carcinoma of the head and
neck or nasopharyngeal carcinoma. J Clin Oncol 2007;25:3766–73.

[81] Hui EP,Ma BB, King AD, et al. Haemorrhagic complications in a phase II
study of sunitinib in patients of nasopharyngeal carcinoma who has
previously received high-dose radiation. Ann Oncol 2011;22:1280–7.

[82] Lim WT, Ng QS, Ivy P, et al. A phase II study of pazopanib in Asian
patients with recurrent/metastatic nasopharyngeal carcinoma. Clin
Cancer Res 2011;17:5481–9.

[83] LeeNY, ZhangQ, Pfister DG, et al. Addition of bevacizumab to standard
chemoradiation for locoregionally advanced nasopharyngeal carcinoma
(RTOG 0615): a phase 2 multi-institutional trial. Lancet Oncol
2012;23:172–80.

[84] Chua D, Huang J, Zheng B, et al. Adoptive transfer of autologous
Epstein–Barr virus-specific cytotoxic T cells for nasopharyngeal
carcinoma. Int J Cancer 2001;94:73–80.

[85] Comoli P, Pedrazzoli P, Maccario R, et al. Cell therapy of stage IV
nasopharyngeal carcinoma with autologous Epstein–Barr virus-targeted
cytotoxic T lymphocytes. J Clin Oncol 2005;23:8942–9.

[86] Straathof KC, Bollard CM, Popat U, et al. Treatment of nasopharyngeal
carcinoma with Epstein–Barr virus-specific T lymphocytes. Blood
2005;105:1898–904.

[87] Smith C, Tsang J, Beagley L, et al. Effective treatment of metastatic forms
of Epstein–Barr virus associated nasopharyngeal carcinoma with a novel
adenovirus-based adoptive immunotherapy. Cancer Res 2012;72:1116–
25.

[88] Chia WK, Teo M, Wang WW, et al. Adoptive T-cell transfer and
chemotherapy in the first-line treatment of metastatic and/or locally
recurrent nasopharyngeal carcinoma. Mol Ther 2014;22:132–9.

[89] Lin CL, Lo WF, Lee TH, et al. Immunization with Epstein–Barr Virus
(EBV) peptide-pulsed dendritic cells induces functional CD8+ T-cell
immunity and may lead to tumor regression in patients with EBV-
positive nasopharyngeal carcinoma. Cancer Res 2002;62:6952–8.

[90] ChiaWK,WangWW, TeoM, et al. A phase II study evaluating the safety
and efficacy of an adenovirus-DeltaLMP1-LMP2 transduced dendritic
cell vaccine in patients with advanced metastatic nasopharyngeal
carcinoma. Ann Oncol 2012;23:997–1005.

[91] Li F, Song D, Lu Y, et al. Delayed-type hypersensitivity (DTH) immune
response related with EBV-DNA in nasopharyngeal carcinoma treated



with autologous dendritic cell vaccination after radiotherapy. J [93] Hsu C, Lee S, Ejadi S, et al. Antitumor activity and safety of

Lee et al. Medicine (2017) 96:15 www.md-journal.com
Immunother 2013;36:208–14.
[92] Hui EP, Taylor GS, Jia H, et al. Phase 1 trial of recombinant modified

vaccinia ankara (MVA) encoding Epstein–Barr viral tumor antigens in
nasopharyngeal carcinoma patients. Cancer Res 2013;73:1676–88.
9

pembrolizumab in patients with PD-L1-positive nasopharyngeal carci-
noma: interim results from a phase 1b study. Presented at: 2015
European Cancer Congress; September 25–29; Vienna, Austria. Abstract
2801.

http://www.md-journal.com

	Metronomic oral cyclosphosphamide as third-line systemic treatment or beyond in patients with inoperable locoregionally advanced recurrent or metastatic nasopharyngeal carcinoma
	Outline placeholder
	1 Introduction
	3 Results
	3.1 Patient characteristics
	3.5 Postcyclophosphamide systemic treatment

	4 Discussion

	References


