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Abstract
Background: A new entity of patients with recurrent prostate cancer limited to a small number of active metastatic
lesions is having growing interest: the oligometastatic patients. Patients with oligometastatic disease could
eventually be managed by treating all the active lesions with local therapy, i.e. either surgery or ablative stereotactic
body radiotherapy. This study aims to assess the impact of [18F]Choline ([18F]FMCH) PET/CT and the use stereotactic
body radiotherapy (SBRT) in patients (pts) with oligometastatic prostate cancer (PCa).
Methods: Twenty-nine pts with oligometastatic PCa (≤3 synchronous active lesions detected with [18F]FMCHPET/
CT) were treated with repeated salvage SBRT until disease progression (development of > three active synchronous
metastases). Primary endpoint was systemic therapy-free survival measured from the baseline [18F]FMCHPET/CT.
Results: A total of 45 lesions were treated with SBRT. After a median follow-up of 11.5 months (range 3–40
months), 20 pts were still in the study and did not receive any systemic therapy. Nine pts started systemic therapy,
and the median time of the primary endpoint was 39.7 months (CI 12.20–62.14 months). No grade 3 or 4 toxicity
was recorded.
Conclusions: Repeated salvage [18F]FMCHPET/CT-guided SBRT is well tolerated and could defer the beginning of
systemic therapy in selected patients with oligometastatic PCa.
Keywords: Choline PET/CT, Stereotactic body radiotherapy, Oligometastatic patients, Recurrent prostate cancer

Background
Prostate cancer (PCa) is the most common malignant
tumour in men in Western countries. Considering the
progressive aging of the population, the clinical approach to this cancer needs to be redressed considering
the presence of comorbidities and on-going medical
treatments [1–3]. When the first-line curative strategies
fail and the PSA value increases, the critical issue in
asymptomatic PCa patients is the decision of whether to
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initiate systemic therapy, including androgen deprivation
therapy (ADT) or chemotherapy [4, 5]. In recent years,
improvements and availability of functional imaging
modalities (e.g. radiolabeled choline PET/CT) have
increased the detection of active metastatic lesions, even
at low PSA level [6–8]. Therefore, by the increasing
availability of radiolabeled choline PET/CT, a new entity
of patients that present a limited number of active
metastatic lesions is having growing interest: the oligometastatic patients [9–11]. Patients with oligometastatic
disease could eventually be managed by treating all the
active lesions with local therapy, i.e. either surgery or
ablative stereotactic body radiotherapy (SBRT) [12–16].
Evidence on the safety and response rate of SBRT for the
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treatment of metastatic disease is growing, including the
application in oligometastatic PCa [17, 18]. Despite the
clinical and radiological response rate being described in
more than 80 % of lesions treated with SBRT, target
lesions to be treated and the most suitable population
that would benefit from local treatment have yet to
be established [19, 20]. However, the impact of radiolabeled choline PET/CT in selecting patients and
validating the target lesions for subsequent SBRT has
yet to be investigated.
The main and final outcome of this prospective study is
the overall survival in patients with oligometastatic prostate cancer treated with [18F] Fluoro-Methyl Choline
([18F]FMCH) PET/CT-guided SBRT. Surrogate endpoints
are the quality of life measured with EORTCT QLQ-C30,
toxicity and the time to subsequent treatment after PSA
recurrence detection [21]. The present manuscript reports
the preliminary of this study.

Methods
Study design and population

The study design is illustrated in Fig. 1.
Twenty-nine patients (median age of 71.2 years, range
50–79) with biochemical recurrence of prostate cancer

Fig. 1 Study design
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and oligometastatic disease, defined as up to three
synchronous (two or more lesions simultaneously revealed by the same PET/CT) active metastatic lesions as
shown by [18F]FMCH uptake at PET/CT, were enrolled
in the study and were treated with SBRT (Table 1). The
study was approved by the local Institutional Review
Board. Patient characteristics are reported in Table 1.
Biochemical relapse was defined as two consecutive PSA
values > 0.2 ng/ml in the case of patients treated with
radical prostatectomy, or three consecutive increases in
PSA following PSA nadir after primary External Beam
Radiotherapy (EBRT), or three successive values demonstrating therapy failure in the case of castration-resistant
PCa (CRPC) [4]. To exclude local relapse, all patients
underwent endorectal Magnetic Resonance Imaging
(MRI). The median time from PCa diagnosis to study
enrolment was 11.5 months (95 % CI 6.05–17.0 months).
A multidisciplinary team discussed and approved all the
cases included in this study.
After SBRT, patients were followed-up by total PSA
determination at 6-week and then every 3 months.
Patients underwent clinical examination and comorbidities were recorded after each [18F]FMCHPET/CT scan,
and every 3 months in the first 2 years of the study, and
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Table 1 Main characteristics of the patients enrolled in this study
Mean Value

SE

Age

69.86

1.24

PSA ng/ dL

3.43

1.05

Gleason Score

7.34

0.17

DT_mesi (months)

10.00

6.88

CTV (cm3)

2.97

0.57

% Patients
Castration Resistant

37.9

Types of metastasis
Node lesions

55.5

Obturator

8.9

Iliac

28.9

Parectal

2.2

Lomboaortic

13.3

Mediastinum

2.2

Bone lesions

44.5

Pelvis

20.0

Vertebra

8.9

Rib

11.1

Sternum

2.2

Clavicle

2.2

then every 6 months. In presence of biochemical recurrence after SBRT (two consecutive rises measured over
6 weeks), patients underwent a new [18F]FMCH-PET/CT
scan. When [18F]FMCHPET/CT showed again the
presence of oligometastatic disease, a further SBRT was
performed, while when more than three active
synchronous lesions were detected (plurimetastatic
disease), patients were treated with systemic treatment
in accordance to European Association of Urology
(EAU) Guideline (hormonal treatment or chemotherapy), even in the presence of asymptomatic disease.
Median patients’ follow-up was 11.53 months (95 % CI
6.05–17.02 months, range 3–40). No systemic treatment was delivered during study observation (patients
who developed widespread diseases were switched to
systemic therapy).
The primary endpoint of the study was the time
between the baseline [18F]FMCH-PET/CT and the
beginning of systemic therapy after the first SBRT, i.e.
systemic therapy-free survival.
Clinical examination

Medical history was recorded at enrolment, then the
patients were evaluated before the first SBRT and at
the end of the study in order to calculate the Cumulative Illness Rating Scale (CIRS) of comorbidity and
their severity.

Choline PET/CT

[18F]FMCH (IASOcholine® from IASON, Graz, Austria)
was injected i.v.for the PET/CT scan (about 4 MBq/kg of
body weight). As a routine protocol, imaging started
1 min after intravenous injection, with acquisition of
dynamic PET images at one constant bed position of the
pelvic region (covering the pelvic floor and urinary bladder) for 6 min (1 min per frame) to overcome the effect
of urinary activity in the bladder. After this early phase,
patients rested for approximately 1 h. The whole-body
acquisition was performed thereafter in the threedimensional mode, using 2 min per bed position from
the base of the skull to the mid-thigh (six or seven bed
positions). Images were reconstructed with a standard
reconstruction ordered-subset expectation maximisation
iterative algorithm (two iterative steps) and reformatted
into transverse, coronal and sagittal views. Unenhanced
CT was performed for localisation and attenuation
correction (120 kV, 3.75 mm, pitch 0.984–0.5 s/rot
spacing 3.27 mm - 47 slice, AutomA™ - SmartmA™
15–100 mA Noise Index 25.03, 27-mm reconstructed
section thickness). GE Discovery ST (GE Healthcare)
was used for all scans.
PET/CT images were interpreted by two nuclear medicine specialists (PAE and LM) who were aware of the
patient’s medical history and PSA values. Images were
read sequentially using advanced PET/CT review software
(Advantage for Windows, versions 4.2–7; GE Medical
Systems), which allows simultaneous scrolling through the
corresponding PET, CT and fusion images in transverse,
coronal and sagittal planes. Semi-quantitative analysis of
the abnormal radiotracer uptake was performed by using
the maximum standardised uptake value (SUVmax).
Diffusion weighted imaging (DWI), Dynamic contrastenhanced (DCE-MRI)

All studies included imaging of the prostate with a dedicated endorectal coil (8-ch 1.5-T ID Medrad P/N
M64ERA8-HD eCoil™ or 8-ch 3.0-T ID Medrad P/N
M128ERA8-HD eCoil™) on a 3-T MR scanner, (GE Signa
Excite HD 12.0 Twin-Speed 8-channel scanner, General
Electric, Milwaukee, WI, USA) and a 1.5-T scanner (GE
Signa Excite HD 12.0 Echospeed 8-channel scanner).
Two radiologists aware of the clinical data, reviewed
independently the images (SO and LM). The postprocessing included mono- and bi-exponential ADC
map calculation for prostate imaging. For the prostate
imaging, DWI was fused with the T2 weighted images.
Each MRI scan was classified as negative, positive or
indeterminate for local relapse.
Stereotactic body radiotherapy

SBRT treatment was performed using a Varian True
Beam® platform and 6-MV photons with flattening
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filter-free beams. RapidArc®system was used for treatment planning. Axial CT images were obtained using a
Light Speed RT 16-slice simulator (GE HealthCare).
The CT image was set at 1.25-mm slices. Clinical target
volume (CTV) was defined using [18F]FMCH-PET/CT
scan imaging. Planning target volume consisted of both
bone and nodal lesions of an isotropic 3-mm expansion
of the CTV. Two different schedules of radiotherapy
were delivered: 24 Gy in a single fraction or 27 Gy in
three fractions, 2–3 sessions a week, were delivered (in
the cases when it was not possible to meet the
constraints for the single dose the dose of 27 Gy was
delivered in 3 fractions). The delivered dose was
prescribed at the periphery of the target. Before each
fraction, a cone-beam CT was performed for patient’s
set-up. Dexamethasone (4 mg) was administered 1 h
after the SBRT session in the patients treated with
24 Gy in a single fraction. Task group 101 of the
American Association of Physicists in Medicine constraints were used to avoid toxicity of the organs at
risk [22]. Toxicity was recorded using the Common
Terminology Criteria for Adverse Events (CTCAE)
version 4.0 .
Statistical analyses

All values are expressed as median and range, as is
customary for non-parametric data. Survival probabilities without systemic therapy were estimated by the
Kaplan-Meier method. Univariate Mantel-Cox analysis
was used to examine the predictive value of covariates.
All p-values were set at 0.05. Systemic therapy-free
survival was considered the primary endpoint. Age,
CTV volume, number of treated lesions, time to
relapse, bone or nodal metastasis, the decline between
the baseline PSA pre-SBRT and the PSA value 6 weeks
after treatment (ΔPSA), CIRS severity and CIRS
comorbidity were evaluated as possible covariates.
Cases were censored at the beginning of systemic
therapy or at the last follow-up visit if no systemic
therapy was administered after SBRT. Statistical analysis was performed with SPSS v.15.0 (IBM Corp,
Somers, NY, USA).

Results
A total of 45 active lesions in 29 patients were detected by [18F]FMCH-PET/CT and treated with SBRT.
[18F]FMCH-PET/CT identified 25 lesions involving
lymph nodes and 20 bone lesions. No soft tissue,
liver, adrenal or lung metastases were identified.
Twenty-three lesions were treated with single dose
radiotherapy and 22 with three fractions. Fifteen
patients were treated for the presence of nodal disease, 12 for bone lesions and two patients presented
both nodal and bone disease (Table 2). Fifteen out of
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45 lesions were treated using a single arc while 30
lesions using 2 arcs. Nine patients started.
Fifteen out of the 29 patients presented biochemical
control after the first SBRT while 14 patients experienced PSA recurrence. Two of these patients developed
a failure in the prostate bed after the first SBRT. They
were both treated with salvage EBRT and because the
achievement of total control PSA they were still considered oligometastatic and appropriate for this study.
After a median follow-up of 11.5 months (range 3–40
months), 15/29 patients achieved a PSA control with a
single course of SBRT, 2/29 patients with one course
plus an EBRT for a prostate bed relapse, 2/29 patients
with two courses of SBRT, one patients with three
courses and one with five (Fig. 1). systemic therapy (in
accordance with EAU Guideline) after a median time
from the baseline [18F]FMCH-PET/CT of 39.7 months
(primary endpoint, Fig. 2). All patients were alive at the
time of data analysis. Grade 2, 3 or 4 toxicity was not
recorded. Geriatric evaluation did not show any worsening during the course of the study.
The median time of the primary endpoint was
39.7 months (95 % CI 17.2–62.1 months). Cox regression analysis of the selected covariates for the primary
endpoint is reported in Table 2. CTV volume adjusted
for age resulted associated with worse outcome, however this association did not reach the statistical significance (HR 1.197, 95 % CI 0.979–1.463, p = 0.08). Data
relate to the quality of life require a longer follow-up to
be interpreted.
Pattern of failure

Patients who experienced PSA recurrence after the
first SBRT presented the following pattern of relapse:
two patients had disease progression on the prostate
bed (treated with salvage EBRT). Four patients developed recurrence in lymph nodes and were still
suitable for further SBRT. Eight patients presented
recurrent disease classified as multi-metastatic disease and
therefore underwent systemic therapy (seven patients
ADT and one patient abiraterone acetate) (Fig. 3).
Recurrences have not been registered in the treated
lesions. Interesting, six out of 10 patients with nodal
recurrence and oligometastatic disease experienced
relapse in a node in close proximity to the previously treated lymph nodes. Patients with bone metastasis, treated with SBRT, who experienced a
further bone disease relapse, did not show any
spread in the proximity of the treated lesion: they
presented new distant metastasis in other bone segments. Finally, apart one case, we observed that patients with recurrent oligometastatic disease relapsed
in the same tissue of the first diagnosed metastasis
(bone-bone, node-node).
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Table 2 Cox regression analysis of the main covariates of the time to systemic therapy form study entry for all analysed patients
B

SE

Wald

df

Sig.

HR

HR 95,0 % CI
Lower

Upper

Age

0,11

0,06

3,56

1,00

0,06

1,12

1,00

1,25

Delta_PSA

0,00

0,00

4,50

1,00

0,03*

1,00

1,00

1,01

Castration Resistant

0,37

0,67

0,31

1,00

0,58

1,45

0,39

5,45

Gleason Score

−0,83

0,51

2,65

1,00

0,10

0,44

0,16

1,19

Metastasis (lynph node, bone, both)

−0,47

0,64

0,54

1,00

0,46

0,63

0,18

2,18

Doubling time (months)

0,00

0,02

0,01

1,00

0,91

1,00

0,96

1,05

Clinical target volume (CTV)

0.16

0.01

0.27

1,00

0.1

1,18

0,97

1,42

Cirs com

−1,12

0,70

2,57

1,00

0,11

0,33

0,08

1,28

Cirs sev

−3,20

2,67

1,44

1,00

0,23

0,04

0,00

7,66

*Delta PSA value resulted significant in the univariate analysis while it did not after adjusting for the age

Discussion
A critical issue of cancer treatment, and maybe a surrogate outcome to be investigated, might be the postponing of disease progression and therefore the beginning of
subsequent therapy that can cause therapy-related symptoms [19, 20]. In recurrent PCa, PSA raise could be used
to define disease progression without evidence of active
lesions and it may be sufficient to declare the beginning
of systemic therapy, either hormonal therapy or chemotherapy [23, 24]. In a prospective study, we decide to
evaluate as a surrogate endpoint the delay of systemic
therapy delivery in patients with hormone naïve and
Castration resistance oligometastatic PCa.
The present paper reported the clinical outcomes of
29 patients with oligometastatic PCa treated with
[18F]FMCHPET/CT-guided SBRT within a prospective
single-institution clinical study. [18F]FMCH PET/CT was

used for both patients and target lesions selection. We
considered eligible for SBRT patients presenting high
[18F]FMCH uptake in up to three lesions at PET/CT (oligometastatic disease). Even if the oligomestastatic state has
been firstly described in 1995 by Hellamn S. et al. [9], few
studies are available on the biochemical response related to
the number of active lesions revealed by [18F]FMCH-PET/
CT. On this basis, we choose to treat only patients with
three active lesions in order to improve the chances to observe a clinical response. In our series, by treating all the
active sites of disease with SBRT (delivering either 24 Gy in
a single fraction or 27 Gy in three fractions), there was a
significantly impact on patient treatment management. In
particular, we obtained disease control, as shown by PSA
levels, in 20 patients, thus avoiding the use of systemic
therapy. In the remaining nine patients, we delayed the
initiation of systemic therapy by 36 months.

Fig. 2 Cumulative survival from study entry to Follow up (event is the primary endpoint, start of systemic therapy)
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Fig. 3 [18F]FMCH PET/CT and bone metastasis in a patient with wide spread disease

Our results concerning the Systemic Therapy Free
Survival are in line with evidence from the literature. In
fact, in two studies with oligometaststic ADT-naïve PCa
patients treated with SBRT, the use of functional
imaging resulted in a deferral of systemic therapy by 38
and 25 months respectively, with a very high rate of
disease control. In the present analysis, we measured a
Systemic Therapy Free Survival of 39.7 months. This
time was measured since the first choline PET/CT while
in the other reported studies the ADT free survival was
calculated since the first day of SBRT. However, in these
studies PCa patients were selected by using [18F]FDG
PET/CT and [18F]FMCHPET/CT was limited to few
treated patients [12, 14].
We considered oligometastatic and therefore suitable
for local treatment, patients with less than 4 active
lesions revealed by [18F]FMCHPET/CT. PSA value was
not taken into account to prescribe a systemic therapy
for patients enrolled without the evidence of more than
three lesions. The patients enrolled into the studies conducted by Berkovic et al. and Decaestecker et al. started
ADT if more than 3 active lesions were detected or in
case PSA > 50 ng/mL (only for Berkovic et al. series) [12,
14]. In our series of PCa patients, CTV volume showed
only a trend of recurrence prediction. None of the other
covariates showed any predictive significance. Such findings underline the importance of a more accurate characterisation of the clinical and biochemical features of the

“oligometastatic patients” that can benefit from local treatment on active sites of disease.
SBRT was able to achieve disease control independently from the site of disease relapse, with the response
rates being virtually identical in cases of nodal disease
and bone metastasis. In patients with nodal disease
relapsed after SBRT and still presenting with an oligometastatic pattern of disease, the failure always occurred in
nodes in close proximity to the previously treated lymph
nodes, similar to that observed by Decaester et al. [14].
We suppose that such finding is of interest because it
could be used to modify the SBRT approach in patients
with nodal disease, providing a lower fractionated radiation dose on the lymph nodes of the involved chain.
Micrometastatic disease is rarely detected by imaging
modalities, thus leading to underestimation of disease
burden in the closest lymph nodes [25]. According to
the previous report [Decaester et al.], we found a consistent trend in the disease relapse pattern: patients with
bone lesions tend to relapse in the bone tissues, while
lymph node metastatic patients have proximity node recurrences. Understanding the clinical and biochemical
features of this subgroup of patients could lead to the
identification of the patients that are most likely to have
disease progression throughout the lymphatic pathway
and eventually eligible for prophylactic radiotherapy
to the nodes closer to the site of [18F]FMCHPET/CT
positive nodal recurrences.
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Conclusions
The preliminary results of this study indicated that the
use of [18F]FMCHPET/CT-guided SBRT can significantly
impact on treatment management of oligometastatic
PCa patients, deferring the initiation of systemic therapy.
A better identification of patients most likely to benefit
from local therapy together with a deeper understanding
of the reason of treatment failure are warranted before
the introduction of this approach on a large scale.
Competing interests
The authors declare that they have no competing interests.
Authors’ contributions
FP, APE, CG, LC have made substantial contributions to conception and
design, acquisition, analysis and interpretation of data. FP, CG, MP, AS, FM,
GC, PC, PC, MGF given their contribution delivering stereotactic body
radiotherapy. GP, FM given their contribution performing geriatric
evaluations. LM, SO given their contribution analysing endorectal MRI. APE,
MS, LM analysed choline PET/CT results. LG, SR, LD have contributed
recruiting and selecting patients for the study. FP, APE, MS have been
involved in drafting the manuscript or revising it critically for important
intellectual content. All the authors have given final approval of the version
to be published.
Acknowledgments
This study was supported by the Italian Ministry of Health for the project GR2010-2318367 “Biomarker and functional imaging guided treatment decision
making in recurrent prostate cancer”.
The authors thank Prof. Giuliano Mariani and Prof. Davide Caramella for their
collaboration in the present study.
Compliance with ethical standards
All procedures performed in studies involving human participants were in
accordance with the ethical standards of the institutional and national
research committee and with the 1964 Helsinki declaration and its later
amendments or comparable ethical standards. This article does not contain
any studies with animals performed by any of the authors.
Informed consent was obtained from all individual participants included in
the study.
Author details
1
Radiation Oncology, Azienda Ospedaliero Universitaria Pisana, Via Roma 55,
56126 Pisa, Italy. 2Medical Oncology, Azienda Ospedaliero Universitaria
Pisana, Via Roma 55, 56126 Pisa, Italy. 3Humanitas University, Via Manzoni
113, Rozzano, Milano 20089, Italy. 4Geriatrics Unit, Azienda Ospedaliero
Universitaria Pisana, Via Roma 55, 56126 Pisa, Italy. 5Radiology, Memorial
Sloan-Kettering Cancer Center, 1275 York Avenue, New York, NY, USA.
6
Radiology, Azienda Ospedaliero Universitaria Pisana, Via Roma 55, 56126
Pisa, Italy. 7Radiation Oncology, Champalimaud Centre for the Unknown,
Avenida Brasília, 1400-038 Lisboa, Portugal. 8Department of Translational
Research and New Technologies in Medicine, Regional Center of Nuclear
Medicine, University of Pisa, Via Savi 10, 56126 Pisa, Italy. 9Radiation
Oncology, Pisa University Hospital, Via Roma 67, 56126 Pisa, Italy.

Page 7 of 8

5.

6.

7.

8.

9.
10.

11.

12.

13.

14.

15.

16.

17.

18.

Received: 8 June 2015 Accepted: 12 January 2016

19.

References
1. Jemal A, Bray F, Center MM, Ferlay J, Ward E, Forman D. Global cancer
statistics. CA Cancer J Clin. 2011;61(2):69–90.
2. Siegel R, Naishadham D, Jemal A. Cancer statistics, 2013. CA Cancer J Clin.
2013;63(1):11–30.
3. Ferlay J, Steliarova-Foucher E, Lortet-Tieulent J, Rosso S, Coebergh JW,
Comber H, et al. Cancer incidence and mortality patterns in Europe:
estimates for 40 countries in 2012. Eur J Cancer. 2013;49(6):1374–403.
Research Support, Non-U.S. Gov’t.
4. Heidenreich A, Bastian PJ, Bellmunt J, Bolla M, Joniau S, van der Kwast T,
et al. EAU guidelines on prostate cancer. Part II: treatment of advanced,

20.

21.

22.

relapsing, and castration-resistant prostate cancer. Eur Urol. 2014;65(2):467–79.
Practice Guideline Review.
Moul JW, Wu H, Sun L, McLeod DG, Amling C, Donahue T, et al. Early versus
delayed hormonal therapy for prostate specific antigen only recurrence of
prostate cancer after radical prostatectomy. J Urol. 2004;171(3):1141–7.
Comparative Study Research Support, Non-U.S. Gov’t Research Support, U.S.
Gov’t, Non-P.H.S.
Giovacchini G, Picchio M, Briganti A, Cozzarini C, Scattoni V, Salonia A, et al.
[11C]choline positron emission tomography/computerized tomography to
restage prostate cancer cases with biochemical failure after radical
prostatectomy and no disease evidence on conventional imaging. J Urol.
2010;184(3):938–43.
Giovacchini G, Picchio M, Coradeschi E, Bettinardi V, Gianolli L, Scattoni
V, et al. Predictive factors of [(11)C]choline PET/CT in patients with
biochemical failure after radical prostatectomy. Eur J Nucl Med Mol
Imaging. 2010;37(2):301–9.
Fuccio C, Castellucci P, Schiavina R, Guidalotti PL, Gavaruzzi G, Montini GC,
et al. Role of 11C-choline PET/CT in the re-staging of prostate cancer
patients with biochemical relapse and negative results at bone scintigraphy.
Eur J Radiol. 2012;81(8):e893–6.
Hellman S, Weichselbaum RR. Oligometastases. J Clin Oncol. 1995;13(1):
8–10. Editorial.
Tree AC, Khoo VS, Eeles RA, Ahmed M, Dearnaley DP, Hawkins MA, et al.
Stereotactic body radiotherapy for oligometastases. Lancet Oncol. 2013;
14(1):e28–37. Research Support, Non-U.S. Gov’t Review.
Conde Moreno AJ, Ferrer Albiach C, Muelas Soria R, Gonzalez Vidal V, Garcia
Gomez R, Albert Antequera M. Oligometastases in prostate cancer:
restaging stage IV cancers and new radiotherapy options. Radiat Oncol.
2014;9:258. Research Support, Non-U.S. Gov’t.
Berkovic P, De Meerleer G, Delrue L, Lambert B, Fonteyne V, Lumen N, et al.
Salvage stereotactic body radiotherapy for patients with limited prostate
cancer metastases: deferring androgen deprivation therapy. Clin Genitourin
Cancer. 2013;11(1):27–32.
Rigatti P, Suardi N, Briganti A, Da Pozzo LF, Tutolo M, Villa L, et al. Pelvic/
retroperitoneal salvage lymph node dissection for patients treated with
radical prostatectomy with biochemical recurrence and nodal recurrence
detected by [11C]choline positron emission tomography/computed
tomography. Eur Urol. 2011;60(5):935–43.
Decaestecker K, De Meerleer G, Lambert B, Delrue L, Fonteyne V, Claeys T,
et al. Repeated stereotactic body radiotherapy for oligometastatic prostate
cancer recurrence. Radiat Oncol. 2014;9:135.
Ost P, Bossi A, Decaestecker K, De Meerleer G, Giannarini G, Karnes RJ, et al.
Metastasis-directed therapy of regional and distant recurrences after
curative treatment of prostate cancer: A systematic review of the literature.
Eur Urol. 2015;67(5):852–63. Review.
Ahmed KA, Barney BM, Macdonald OK, Miller RC, Garces YI, Laack NN,
et al. Stereotactic body radiotherapy in the treatment of adrenal
metastases. Am J Clin Oncol. 2013;36(5):509–13.
Greco C, Zelefsky MJ, Lovelock M, Fuks Z, Hunt M, Rosenzweig K, et al.
Predictors of local control after single-dose stereotactic image-guided
intensity-modulated radiotherapy for extracranial metastases. Int J Radiat
Oncol Biol Phys. 2011;79(4):1151–7. Clinical Trial, Phase I.
Zelefsky MJ, Greco C, Motzer R, Magsanoc JM, Pei X, Lovelock M, et al.
Tumor control outcomes after hypofractionated and single-dose
stereotactic image-guided intensity-modulated radiotherapy for extracranial
metastases from renal cell carcinoma. Int J Radiat Oncol Biol Phys. 2012;
82(5):1744–8. Clinical Trial, Phase I.
Wilson MK, Collyar D, Chingos DT, Friedlander M, Ho TW, Karakasis K, et al.
Outcomes and endpoints in cancer trials: bridging the divide. Lancet Oncol.
2015;16(1):e43–52. Review.
Wilson MK, Karakasis K, Oza AM. Outcomes and endpoints in trials of cancer
treatment: the past, present, and future. Lancet Oncol. 2015;16(1):e32–42.
Historical Article Review.
Schweizer MT, Zhou XC, Wang H, Yang T, Shaukat F, Partin AW, et al.
Metastasis-free survival is associated with overall survival in men with
PSA-recurrent prostate cancer treated with deferred androgen
deprivation therapy. Ann Oncol. 2013;24(11):2881–6. Clinical Trial
Research Support, N.I.H., Extramural.
Benedict SH, Yenice KM, Followill D, Galvin JM, Hinson W, Kavanagh B, et al.
Stereotactic body radiation therapy: the report of AAPM Task Group 101.
Med Phys. 2010;37(8):4078–101.

Pasqualetti et al. Radiation Oncology (2016) 11:9

Page 8 of 8

23. de Bono JS, Oudard S, Ozguroglu M, Hansen S, Machiels JP, Kocak I, et al.
Prednisone plus cabazitaxel or mitoxantrone for metastatic castration-resistant
prostate cancer progressing after docetaxel treatment: a randomised
open-label trial. Lancet. 2010;376(9747):1147–54. Clinical Trial, Phase III
Comparative Study Multicenter Study Randomized Controlled Trial
Research Support, Non-U.S. Gov’t.
24. Tannock IF, de Wit R, Berry WR, Horti J, Pluzanska A, Chi KN, et al. Docetaxel
plus prednisone or mitoxantrone plus prednisone for advanced prostate
cancer. N Engl J Med. 2004;351(15):1502–12. Clinical Trial Clinical Trial, Phase
III Comparative Study Multicenter Study Randomized Controlled Trial
Research Support, Non-U.S. Gov’t.
25. Tilki D, Reich O, Graser A, Hacker M, Silchinger J, Becker AJ, et al.
18F-Fluoroethylcholine PET/CT identifies lymph node metastasis in
patients with prostate-specific antigen failure after radical prostatectomy but
underestimates its extent. Eur Urol. 2013;63(5):792–6. Evaluation Studies.

Submit your next manuscript to BioMed Central
and we will help you at every step:
• We accept pre-submission inquiries
• Our selector tool helps you to find the most relevant journal
• We provide round the clock customer support
• Convenient online submission
• Thorough peer review
• Inclusion in PubMed and all major indexing services
• Maximum visibility for your research
Submit your manuscript at
www.biomedcentral.com/submit

