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Abstract

Radium Ra-223 dichloride (radium-223, Xofigo®) is a targeted alpha therapy approved for the treatment of castration-resistant
prostate cancer (CRPC) with symptomatic bone metastases and no known visceral metastatic disease. Radium-223 is the first
targeted alpha therapy in this indication providing a new treatment option, with evidence of a significant survival benefit, both in
overall survival and in the time to the first symptomatic skeletal-related event. The skeleton is the most common metastatic site in
patients with advanced prostate cancer. Bone metastases are a clinically significant cause of morbidity and mortality, often
resulting in bone pain, pathologic fracture, or spinal cord compression necessitating treatment. Radium-223 is selectively
accumulated in the bone, specifically in areas of high bone turnover, by forming complexes with the mineral hydroxyapatite
(the inorganic matrix of the bone). The alpha radiation generated during the radioactive decay of radium-223 produces a palliative
anti-tumour effect on the bone metastases. The purpose of this guideline is to assist nuclear medicine specialists in evaluating
patients who might be candidates for treatment using radium-223, planning and performing this treatment, understanding and

evaluating its consequences, and improving patient management during therapy and follow-up.
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Preamble The European Association of Nuclear Medicine (EANM) is a
professional nonprofit medical association that facilitates communication
worldwide between individuals pursuing clinical and research excellence
in nuclear medicine. The EANM was founded in 1985. EANM members
are physicians, technologists, and scientists specialising in the research
and practice of nuclear medicine.

The EANM will periodically define new guidelines for nuclear medicine
practice to help advance the science of nuclear medicine and to improve
the quality of service to patients throughout Europe. Existing practice
guidelines will be reviewed for revision or renewal as appropriate, on
their fifth anniversary or sooner, if indicated.

Each practice guideline, representing a policy statement by the EANM,
has undergone a thorough consensus process in which it has been sub-
jected to extensive review. The EANM recognises that the safe and ef-
fective use of diagnostic nuclear medicine imaging requires specific train-
ing, skills, and techniques, as described in each document.

The EANM has written and approved these guidelines to promote the use
of nuclear medicine procedures with high quality. These guidelines are
intended to assist practitioners in providing appropriate nuclear medicine
care for patients. They are not inflexible rules or requirements of practice
and are not intended, nor should they be used, to establish a legal standard
of care.

The ultimate judgement regarding the propriety of any specific procedure
or course of action must be made by medical professionals taking into
account the unique circumstances of each case. Thus, there is no
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implication that an approach differing from the guidelines, standing
alone, is below the standard of care. To the contrary, a conscientious
practitioner may responsibly adopt a course of action different from that
set forth in the guidelines when, in the reasonable judgement of the prac-
titioner, such course of action is indicated by the condition of the patient,
limitations of available resources, or advances in knowledge or technol-
ogy subsequent to publication of the guidelines.

The practice of medicine involves not only the science but also the art of
dealing with the prevention, diagnosis, alleviation, and treatment of dis-
ease. The variety and complexity of human conditions make it impossible
to always reach the most appropriate diagnosis or to predict with certainty
a particular response to treatment. Therefore, it should be recognised that
adherence to these guidelines will not ensure an accurate diagnosis or a
successful outcome. All that should be expected is that the practitioner
will follow a reasonable course of action based on current knowledge,
available resources, and the needs of the patient to deliver effective and
safe medical care. The sole purpose of these guidelines is to assist prac-
titioners in achieving this objective.
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Introduction

Radium Ra-223 dichloride (radium-223, Xofigo®) is a targeted
alpha therapy approved for the treatment of castration-resistant
prostate cancer (CRPC) with symptomatic bone metastases and
no known visceral metastatic disease. Radium-223 is the first
targeted alpha therapy in this indication providing a new treat-
ment option, with evidence of a significant survival benefit, both
in overall survival and in the time to the first symptomatic
skeletal-related event.

The skeleton is the most common metastatic site in patients
with advanced prostate cancer. Bone metastases are a clinical-
ly significant cause of morbidity and mortality, often resulting
in bone pain, pathologic fracture, or spinal cord compression
[1] necessitating treatment. The border zones of bone and
bone metastases are often characterised by a high turnover
promoting them as a target for bone seeking radiopharmaceu-
ticals, such as radium-223. Radium-223 is selectively accu-
mulated in the bone, specifically in areas of high bone turn-
over, by forming complexes with the mineral hydroxyapatite
(the inorganic matrix of the bone). The alpha radiation gener-
ated during the radioactive decay of radium-223 produces a
palliative anti-tumour effect on the bone metastases.

Purpose

The purpose of this guideline is to assist nuclear medicine
specialists in:

» Evaluating patients who might be candidates for treatment
using radium-223, i.e. patients with castration-resistant pros-
tate cancer (CRPC) with symptomatic bone metastases and
no known visceral metastatic disease. For guidance on bone
palliation with radionuclides in general see the upcoming
separate EANM guideline for radionuclide therapy of bone
metastases with beta emitting radionuclides.

* Planning and performing this treatment.

* Understanding and evaluating the consequences of this
therapy.

* Improving patient management during therapy and fol-
low-up.

Systematic literature search

To provide the best evidence in the EANM guidelines on bone-
seeking radiopharmaceuticals in metastatic bone disease
(“Guideline on radionuclide therapy with radium-223 of meta-
static castration-resistant prostate cancer” and “Guideline on
bone palliation with bone-seeking radiopharmaceuticals”) an
overall search strategy was designed to answer three PICO-
questions (according to the PICO method, the acronym translates
to Populations/People/Patient/Problem, Intervention(s),
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Comparison, Outcome) with regard to the clinically used bone-
seeking radiopharmaceuticals in metastatic bone disease, includ-
ing samarium-153 EDTMP, strontium-89 chloride/dichloride,
rhenium-186 HEDP and radium-223 dichloride (designations
shortened in the tables), as presented in Table 1. The Agency
for Quality in Medicine conducted a systematic literature search
in the data-bases Medline via Pubmed (http://www.ncbi.nlm.nih.
gov/pubmed) and The Cochrane Library (http://onlinelibrary.
wiley.com/cochranelibrary/search/) systematically to locate and
obtain the articles relevant to the predefined PICO-questions. A
total of 305 systematic reviews, meta-analyses and randomised
controlled trials (RCT) and additional 1624 other clinical studies
was identified to answer the PICO-question 3. Finally, the results
of the included articles were summarised in evidence tables.
Only studies focussing on radium-223 are reported in this docu-
ment (see section on evidence tables).

Presentation in evidence tables

For the identified publications the SIGN checklists and SIGN
grading for assignment of levels of evidence was used
(Table 2). The category 1(+) was added in order to classify
studies, which have a level of evidence between 1+ and 1—.
The assigned reference ID within the literature search and the
level of evidence of studies related to radium-223 are also
reported in the references section.

Background information and definitions
Definitions
Therapy

Radionuclide therapy with radium-223 refers to the single or
repeated intravenous administration (treatment cycles) of Ra-
223. Radium-223 is currently only commercially available as
radium-223 dichloride in aqueous solution (Xofigo®, former-
ly Alpharadin). We refer at this point in principle to the most
recent summary of product characteristics (SmPC) [2].

Radionuclide/radioactive compound

Radium-223 is produced from an actinium-227 (Ac-227) gen-
erator. In this generator, actinium-227 decays via its daughter
radionuclide thorium-227 (Th-227) (half-life 18.7 d) to radi-
um-223. Samples obtained from the generator are purified by
a chromatographic process in order to minimise the residual
presence of actinium-227 (Ac-227) and thorium-227 (Th-
227). The six-stage-decay of radium-223 to stable lead-207
(Pb-207) occurs via a chain of short-lived daughter nuclides,
and is accompanied predominantly by alpha emissions
(Table 3). There are also beta and gamma emissions with
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Table 1 PICO Table for the bone therapy and bone palliation guidelines. Search period: 10 years up to the end December 2015
No. Patients Intervention Comparison Outcome Study type
1 Patients with prostate Radionuclide therapy 1. Placebo 1. Percentage of pain relief ~ RCT, systematic
cancer and diffuse painful (application of samarium-153, 2. Non-steroidal anti- 2. Duration of pain relief review, meta-analysis

bone metastases strontium-89, rhenium-186, inflammatory and opioids (median)
radium-223) 3. External Radiation 3. Adverse events
therapy (local) (myelosuppression)
4. Comparison of radionuclides 4. Need for analgesics
between each other 5. Disease control
5. Biphosphonates 6. Survival
2 Patients with breast cancer Radionuclide therapy 1. Placebo 1. Percentage of pain relief ~ RCT, systematic
and diffuse painful bone (application of samarium-153, 2. Non-steroidal anti- 2. Duration of pain relief review, meta-analysis
metastases strontium-89, rhenium-186, inflammatory and opioids (median)
radium-223) 3. External Radiation 3. Adverse events
therapy (local) (myelosuppression)
4. Comparison of radionuclides 4. Need for analgesics
5. Biphosphonates 5. Disease control
6. Survival
3 Patients with diffuse bone Radionuclide therapy 1. Percentage of pain relief ~ Cohort studies
metastases (excluding (application of samarium-153, 2. Duration of pain relief

prostate and breast) strontium-89, rhenium-186)

(median)
3. Adverse events
(myelosuppression)
4. Need for analgesics

RCT randomised controlled trial

different energies and emission probabilities. Radium-223 and
its daughter nuclides radon-219 (Rn-219), polonium-215 (Po-
215), lead-211 (Pb-211), bismuth-211 (Bi-211), and thallium-
207 (T1-207), reach equilibrium after a couple of hours. To
facilitate reading, this mixture is not stated in detail, but sim-
ply referred to as radium-223. The fraction of energy emitted
from radium-223 and its daughters as alpha-particles is 95.3%
(energy range of 5-7.5 MeV). The fraction emitted as beta-
particles is 3.6% (average energies are 0.445 MeV and
0.492 MeV), and the fraction emitted as gamma-radiation is
1.1% (energy range of 0.01-1.27 MeV). The total decay en-
ergy is 28 MeV.

Castration-resistant prostate cancer (CRPC)

CRPC is characterised by testosterone serum levels <50 ng/dL
or <1.7 nmol/L, three consecutive rises of prostate-specific

antigen (PSA), resulting in two 50% increases over the nadir,
PSA progression despite consecutive hormonal manipula-
tions, progression of known osseous metastases or appearance
of new lesions on imaging, e.g. bone scintigraphy [3].

Symptomatic bone metastases

Two or more bone metastases in conjunction with one or more of
the following symptoms: pain, impairment of function or mobil-
ity, pathological fracture, tumour-induced hypercalcaemia. This
definition also covers remaining bone metastases after surgical or
orthopaedic interventions or external beam radiotherapy.

Background

The skeleton is the most common metastatic site in patients
with advanced prostate cancer. Bone metastases are present in

Table 2. Levels of evidence

1++ High quality meta-analyses, systematic reviews of RCTs, or RCTs with a very low risk of bias

1+ Well-conducted meta-analyses, systematic reviews, or RCT with a low risk of bias.

1- Meta-analyses, systematic reviews, or RCTs with a high risk of bias

2 ++ High quality systematic reviews of case control or cohort studies; high quality case control or
cohort studies with a very low risk of confounding or bias and a high probability that
the relationship is causal

2+ Well conducted case control or cohort studies with allow risk of confounding or bias and a
moderate probability that the relationship is causal

2 - Case control or cohort studies with a high risk of confounding or bias and a significant risk
that the relationship is not causal

3 Non-analytic studies, e.g. case reports, case series

4 Expert opinion

RCT randomised controlled trial
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Table 3 Radium-223

Nuclide Compound Physical mean x-energies Mean range in
half-life [d] [MeV] soft tissue [mm]
Ra-223 [**’Ra] Radium dichloride 11.43 5.78 0.04-0.05

more than 90% of patients who die from prostate carcinoma
[4]. They are a clinically significant cause of morbidity and
mortality, often resulting in bone pain, pathologic fracture, or
spinal cord compression [1] necessitating treatment.

Radium-223 is an isotope of radium, which is a chemical
element belonging to the second main group. Members of that
group possess physiological similarities with calcium promot-
ing them as “bone seekers”. Radium-223 is thus selectively
accumulated in the bone, specifically in areas of high bone
turnover [5], e.g. the border zones of bone and bone metasta-
ses. Radium-223 accumulates in these areas by forming com-
plexes with the mineral hydroxyapatite (the inorganic matrix
of the bone). The high linear energy transfer of the alpha
radiation generated during its radioactive decay results in a
high probability of DNA double-strand breaks in the adjacent
cells. In combination with noxious effects on the
microenvironment/matrix of metastases (including osteoblasts
and osteoclasts) an anti-tumour effect on the metastases is
produced. The penetration depth of alpha particles from
radium-223 in soft tissue is less than 0.1 mm (corresponding
to approximately 10 cell diameters) leading to a highly local-
ised effect. Thus, detrimental effects on healthy tissues near to
the metastases are minimised.

Indications

Intravenous administration of radium-223 dichloride (Xofigo®)
is approved by the European Medicines Agency (EMA) under
the EMEA procedure number EU/1/13/873/001. The approved
indication is the treatment of adult patients with castration-
resistant prostate cancer, symptomatic bone metastases and no
known visceral metastases. Safety and efficacy of radium-223 in
this setting were demonstrated in several phase two and three
studies [6—11]. Radium-223 should be administered only by per-
sons authorised to handle radiopharmaceuticals in designated
clinical settings and facilities and after evaluation of the patient
by a qualified nuclear medicine specialist.

Contraindications

The safety and efficacy of radium-223 in children and adoles-
cents below 18 years of age have not been studied. There is no
relevant use of this medicinal product in the paediatric popu-
lation in the approved indication.
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Radium-223 is not indicated if visceral metastases are
known.

Absolute

* There are no absolute contraindications to the use of
radium-223 specified in the summary of product charac-
teristics (SmPC) [2].

Relative

+ Karnofsky score < 50% or ECOG performance status >2
(at least in an out-patient setting, hospitalisation should be
considered in these cases)

* Limited bone marrow reserve:

—  Before the first administration/cycle:

Absolute neutrophil count <1.5 - 10%/L
Platelet count <100 - 10°/L
Haemoglobin <10.0 g/dL

—  Before subsequent administrations/cycles:

Absolute neutrophil count <1.0 - 10°/L
Platelet count <50 - 10°/L

Faecal incontinence (hospitalisation is strongly advised in
these cases)

Risk factors and precautions for use

» There is an increased risk of haematological adverse reac-
tions such as neutropenia and thrombocytopenia in pa-
tients with evidence of compromised bone marrow reserve
e.g. following prior cytotoxic chemotherapy [6] and/or
radiation treatment (external beam radiation therapy,
EBRT) or in patients with advanced diffuse metastatic
infiltration of the bone (“superscan” in a bone scan).
These patients should be treated only after a careful
benefit-risk assessment. Close monitoring is necessary.

+ Safety and efficacy of radium-223 in patients with inflam-
matory bowel disease have not been studied. Because
radium-223 is excreted in the faeces, radiation exposure
of the intestine may have detrimental effects in the course
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of these diseases. Radium-223 should only be adminis-
tered after a careful benefit/risk assessment in patients
with acute inflammatory bowel disease.

* Because radium-223 is excreted in the faeces, a relatively
higher radiation exposure of the intestine can be expected
in patients with serious constipation (e.g. due to opioid
medication). However, constipation is not a contraindica-
tion for the use of radium-223.

* In patients with untreated imminent or established spinal
cord compression, treatment with standard of care, as clin-
ically indicated, should be completed before starting or
resuming treatment with radium-223.

* In patients with bone fractures that require orthopaedic
stabilisation the intervention should be performed before
starting or resuming treatment with radium-223. A period
of six to 10 weeks seems sufficient for adequate consoli-
dation after orthopaedic intervention, but the effective
point in time depends on the radiographic assessment.

* There is a low risk of developing osteonecrosis of the jaw
(ONJ) in patients treated with bisphosphonates and radi-
um-223. In all observed cases of ONJ the patients were
exposed to prior or concomitant bisphosphonates (e.g. zo-
ledronic acid) and prior chemotherapy (e.g. docetaxel) [2].
It is unclear whether it is the sole risk of bisphosphonate
and chemotherapy, or whether the risk for ONJ is further
increased by radium-223.

* Radium-223 contributes to a patient’s cumulative radia-
tion exposure, which may be associated with an increased
risk of cancer. In particular, the risk for osteosarcoma,
myelodysplastic syndrome and leukaemias may be in-
creased. However, in view of the patients to be treated
these risks are low. Moreover, there is much less if any
concern in elderly patients (aged >75 years) regarding
these risks. No cases of radium-223-induced cancer have
been reported in clinical trials during follow-up of up to
3 years [2]. Of the 600 patients treated with radium-223 in
the randomised trial, 33% were 75 years of age and over.

*  Depending on the volume administered, this medicinal
product can contain up to 2.35 mmol (54 mg) sodium
per dose. This has to be taken into consideration by pa-
tients on a sodium-controlled diet.

Interaction with other medicinal products and other
forms of interaction

No clinical interaction studies have been performed.

* Interactions with calcium, phosphate, or vitamin D cannot
be excluded due to physiological relationships.

* Concomitant chemotherapy or external radiotherapy with
radium-223 may have additive effects on bone marrow
suppression (see section on risk factors and precautions

for use) [2]. Safety and efficacy of concomitant therapy
with radium-223 have not been established in dedicated
studies. If chemotherapy, other systemic radioisotopes, or
hemibody external radiotherapy is necessary during the
treatment period, radium-223 should only be continued
after a careful benefit-risk assessment. Close monitoring
is then necessary.

» The efficacy and safety of other concomitant anticancer
therapies (e.g. abiraterone, enzalutamide) have only been
established in an international early access programme
done after the ALSYMPCA study and before regulatory
approval of radium-223 as a prospective, interventional,
open-label, single-arm, phase 3b study [12].

» The efficacy and safety of cytotoxic chemotherapy per-
formed after treatment with radium-223 has been exam-
ined in an exploratory analysis of the ALSYMPCA trial
[9] data [13]. The available data indicates that chemother-
apy following radium-223, regardless of prior docetaxel,
is feasible and appears to be well tolerated [13]. Patients
receiving chemotherapy after treatment with radium-223
had a similar haematological profile compared to patients
receiving chemotherapy after placebo [13].

* There are no data from dedicated studies regarding the
optimal therapeutic sequence of radium-223 and other life
prolonging drugs (e.g. abiraterone, enzalutamide, chemo-
therapy). However, in the absence of large-scale clinical
trials, there are recommendations based on expert opin-
ions from the Prostate Cancer Radiographic Assessments
for Detection of Advanced Recurrence II Working Group
[14].

Procedure

In addition to the following general recommendations for
treatment with radium-223 there are detailed remarks on prac-
tical implementation of radium-223 treatment that were devel-
oped after a research consultancy agency observed radium-
223 procedures and conducted interviews with key staff mem-
bers involved in treatment delivery in eleven nuclear medicine
centres across six European countries. Key consensus recom-
mendations were then developed in a meeting of experts from
these centres [15].

Facility and personnel requirements

* Radium-223 may be received, used and administered only
by authorised persons in designated settings. Its receipt,
storage, use, transfer and disposal are subject to national
regulations. The facilities required will depend on national
legislation and regulations for the handling of alpha emit-
ters. The facility needs to be authorised for performing this
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treatment. Adequate handling of radium-223 is of high
importance due to the high relative biological effective-
ness of incorporated radium-223. The facility in which
treatment is administered must have appropriate person-
nel, radiation safety equipment, procedures available for
handling and disposal of waste (see section on waste dis-
posal), handling of contamination, monitoring personnel
for accidental contamination and controlling contamina-
tion spread.

Clinicians involved in the therapy with radium-223 must be
knowledgeable about and compliant with all applicable na-
tional and local legislation and regulations.

Physicians responsible for treating patients with radium-223
should have an understanding of the clinical pathophysiolo-
gy and natural history of the disease, should be familiar with
other forms of therapy and should be able to liaise closely
with other physicians involved in managing the patient.
The nuclear medicine specialist is responsible for the radium-
223 treatment, aftercare and follow-up and their coordination
in close liaison with the referring physicians and other phy-
sicians involved in managing the patient (depending on na-
tional legislation and regulations). The nuclear medicine spe-
cialist is responsible for the validity of the indication for
treatment with radium-223. The nuclear medicine specialist
is liable to discuss the technical and clinical aspects of treat-
ment with the patient prior to therapy. A long-term follow-up
has to be ensured, among other things, to allow an oncologic
quality control and to detect possible long-term adverse ef-
fects of the therapy. Involved physicians are encouraged to
report any suspected adverse reaction via national reporting
systems.

Given that it is a standardised procedure there is no medical
necessity to consult a medical physics expert. However, de-
pending on national legislation and regulations a medical
physics expert can be consulted.

Therapy prerequisites, data required

Patient data (age, weight).

Inclusion criteria for treatment with radium-223: Therapy is
indicated in castration-resistant prostate cancer, symptomatic
bone metastases, and no known visceral metastases. The pres-
ence of lymph node metastases is not an explicit exclusion
criterion. However, the presence of lymphadenopathies ex-
ceeding 3 cm, bulky disease or distant lymph node metastases
should be a reason for a careful benefit/risk evaluation when
choosing radium-223 as the only systemic treatment, as there
is no evidence of benefit in this particular context. A docu-
mentation of the symptoms and their intensity before the start
of the treatment is recommended. Eligibility for the treatment
should be assessed in close liaison with an urooncologist or
oncologist. Preferably, patients eligible for radium-223
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therapy should be referred from a prostate cancer centre or
urooncology or oncology department with expertise in the
management of advanced prostate cancer after an interdisci-
plinary discussion in a tumour board (depending on national
legislation and regulations).

»  Exclusion of visceral metastases: Visceral metastases usually
occur late in the course of the disease. The liver is the organ
most often affected [16]. A recent abdominal CT (not older
than 3 months) is reasonable as a standard examination.
Rapidly rising PSA values (doubling time below 1 month)
or values exceeding 100 ng/mL require more extensive cross
sectional imaging (e.g. PET/CT, CT, MRI) of the thorax and
abdomen, e.g. with a hybrid imaging technique. ['*F]-
Fluorethylcholine, [''C]-Choline, and [**Ga]-PSMA are pos-
sible tracers for PET/CT or PET/MRI imaging.

+ Karnofsky score or ECOG performance status.

*  Prior therapies: Chemotherapies (date of last application),
external beam radiotherapy (treatment areas, date of last
treatment), radionuclide therapies (isotope, activity, date
of last treatment).

* Current medication, in particular chemotherapy,
bisphosphonates/denosumab, calcium, phosphates, vita-
min D (s. section on interaction with other medicinal prod-
ucts and other forms of interaction).

«  Recent bone scan or ['®F]-Fluoride-PET/CT [17] (not
older than 3 months) with evidence of bone metastases.
In the case of a short PSA doubling time the most recent
imaging should not be older than 4 weeks.

* Recent blood count (not older than 10 days before
application of radium-223) before each therapy cycle.

Patient information and instructions

+ Patients should receive both written and verbal informa-
tion about the procedure prior to therapy. Depending on
national legislation and regulations, a patient information
sheet/consent form must be signed by the patient and the
physician responsible of the patient (the nuclear medicine
physician or the referring physician) in the same session at
least 24 h before the first scheduled administration of ra-
dium-223. This consent refers to the whole treatment (i.e.
all applications within the regular schedule). Thus, a new
consent must only be obtained in cases of relevant unex-
pected changes in the course of the therapy or disease.

+ Patients should be informed that this therapy is not likely
to cure their disease, but is a disease controlling treatment.
Aims of the treatment include prolonging overall survival,
maintaining disease control, preventing skeletal complica-
tions [11], reducing bone pain and improving symptoms
and quality of life should be discussed.

* In the case that a patient does not meet the inclusion
criteria or exhibits contraindications to radium-223, a
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radionuclide therapy with a beta-emitter (i.e. samarium-
153-EDTM) may be taken into consideration (see corre-
sponding EANM guideline for radionuclide therapy of
bone metastases with beta emitting radionuclides).
However, these radiopharmaceuticals are effective in pain
palliation but have not proven survival benefit.

Patients must be informed of the potential side effects of
therapy.

Patients must be advised to reduce unnecessary radiation
exposure and contamination to household members, care-
givers and the public. Written instructions should be
provided.

Patients could receive a contact card to be carried at all times
after each injection. If issued, the card should provide details
on radium-223 treatment and (24 h) contact numbers for use
if travelling through airport security or in the event of a
medical emergency [18].

Side effects

The adverse reactions observed with radium-223 are rep-
resented in the Table 4 [2]. They are classified according
to System Organ Class. The most appropriate MedDRA
term is used to describe a certain reaction and its syno-
nyms and related conditions. Adverse reactions from clin-
ical trials are classified according to their frequencies.
Frequencies are defined as: very common (> 1/10), com-
mon (> 1/100 to <1/10), uncommon (> 1/1000 to <1/100).
Within each frequency grouping, adverse reactions are
presented in order of decreasing seriousness:

a. The most frequently observed adverse reactions (> 10%)
in patients receiving radium-223 were diarrhoea, nausea,
vomiting and thrombocytopenia. The most serious ad-
verse reactions were thrombocytopenia and neutropenia
(grade 3—4 according to Common Terminology Criteria
for Adverse Events, CTCAE Version 3). There is an
increased risk of haematological adverse reactions in pa-
tients with evidence of compromised bone marrow func-
tion, e.g. following prior chemotherapy or EBRT or in
patients with advanced diffuse metastatic infiltration of
the bone (see section on risk factors and precautions for
use). Haematological adverse reactions may pose an in-
creased risk of infection or bleeding and may require the
use of blood or blood products.

b. Very common: Diarrhoea, nausea, vomiting and
thrombocytopenia.

c. Common: Leukopenia, neutropenia, pancytopenia.
Reactions at the injection site (e.g. erythema, pain and
swelling).

d. Uncommon: Lymphopenia.

e. Uncommon: Development of osteonecrosis of the jaw
(ONJ) in patients treated with bisphosphonates.
Radium-223 contributes to a patient’s cumulative radiation
exposure, which may be associated with an increased risk
of cancer. In particular, the risk for osteosarcoma,
myelodysplastic syndrome and leukaemias may be increased.
There is much less if any concern in elderly patients (aged
>75 years) regarding these risks. No cases of radium-223-
induced cancer have been reported in clinical trials in
follow-up of up to 3 years [2].
Extravasation can potentially cause serious injury, such as
tissue necrosis.
After intravenous injection, radium-223 is rapidly cleared
from the blood and is distributed primarily into bone and
bone metastases. However, a significant amount of activity
is excreted into intestine. Faecal excretion is the major route
of elimination from the body. At 48 h after injection, the
cumulative faecal excretion was 13% (range 0%—34%),
and the cumulative urine excretion was 2% (range 1%-—
5%). Approximately 60% to 75% of the administered activ-
ity is excreted within a week [2]. Depending on the interval
following injection, activity can be found in various bodily
fluids or vomit. Written instructions encouraging good hy-
gienic practices to reduce unnecessary radiation exposure
and contamination of household members and caregivers
should be provided to the patient, household members or
caregivers. Catheterisation may be taken into consideration
for in-patients with urinary incontinence directly before ap-
plication of radium-223. The catheter should remain in place
for 24 h after the treatment. Extraordinary precautions other
than already mentioned do not seem justified with regard to
the low external radiation exposure [19]. Thus, no restrictions
regarding contact with other people after receiving radium-
223 should be applied. However, general principles in radi-
ation protection still apply.

Patient preparation and data required

A complete blood count should be performed within 10 days
prior to radium-223 administration. Cell counts should not be
lower than the limits specified in section 4.2. Lower cell
counts increase the risk of infection or bleeding (among
others). However, there are no data regarding if it is reason-
able to increase cell count values by red blood cell transfusion
or treatment with colony-stimulating factors before treatment
(see also section 6). Thus, we propose the following approach
for low cell counts: before therapy, the most likely cause of
the condition has to be determined. The administration of
radium-223 has to be delayed depending on the degree of
decrease of the cell count. If necessary, the condition should
be treated according to the standard of care. In general, further
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Table 4 Adverse reactions

observed with radium-223 System organ class (MedDRA) Very common Common Uncommon
Blood and lymphatic Thrombocytopenia Neutropenia, Lymphopenia
system disorders pancytopenia,
leukopenia

Gastrointestinal disorders

General disorders and
administration site
conditions

Diarrhoea, vomiting, nausea

Injection site
reactions

treatment with radium-223 should only be continued after a
careful benefit/risk evaluation. It has to be taken into account
that patients with significantly impaired bone marrow func-
tion exhibit a poor prognosis and reduced life expectancy [20,
21]. This is particularly important in view of the required
number of cycles of radium-223 and accordingly required
total time of the treatment. Close monitoring is recommended
prior to the planned administration. In case there is no recov-
ery in the affected blood count despite receiving standard of
care we do not consider treatment with radium-223 as useful.
Fasting is not required prior to therapy. The patient should
be well hydrated.

Medication should be taken as usual. Exceptions: Pausing
supplementation with calcium, phosphates, or vitamin D
should be considered about 4 days before and after each
injection of radium-223. Concomitant medication with
chemotherapy should be subject to a careful benefit/risk
evaluation.

Catheterisation may be taken into consideration directly
before application of radium-223 for in-patients with uri-
nary incontinence. The catheter should remain in place for
24 h after the treatment. Absorbent pads, rubber sheets, or
diapers may be used.

Administration

The treatment is usually performed on an outpatient basis.
However, hospitalisation is at the discretion of the nuclear
medicine specialist (with respect to national legislation
and regulations). Hospitalisation is encouraged in cases
of faecal incontinence or seriously ill patients (see section
on relative contraindications). The patient can be
discharged directly after administration of radium-223
(with respect to national legislation and regulations, see
section on facility and personnel requirements). Written
instructions to reduce unnecessary radiation exposure
and contamination should be provided to the patient, fam-
ily members or caregivers. Burial or cremation within a
short interval after administration of radium-223 is subject
to national legislation and regulations. However, signifi-
cant radiation exposure of the public is unlikely.

@ Springer

Radium-223 is for intravenous use. It should be adminis-
tered by slow injection (generally within 1 min) via an
indwelling cannula or central venous access to ensure in-
travenous administration and to avoid extravasation.
Proper placement and patency of the cannula/venous ac-
cess must be confirmed directly before and monitored
during injection. The infusion line should be flushed with
saline prior to and at the end of the administration of
radium-223 (e.g. with 100 mL). A three-way stopcock is
recommended. Absorbent or water-impermeable material
may be useful to avoid contamination of the patient's skin
adjacent to the site of injection.

In the case of reasonable suspicion of extravasation the
administration must be halted. Suspicion can be substan-
tiated by measuring local activity (e.g. to image the injec-
tion site. The images give an opportunity to quantify the
activity at the injection site and repeated imaging gives the
opportunity to calculate the absorbed dose, which pro-
vides information on what adverse effects to expect).
Extravasation can potentially cause serious injury, such
as tissue necrosis, but no major effect due to extravasation
has ever been observed. There is no specific therapy in the
case of extravasation or infiltration. Using a clean syringe,
aspirate as much of the radium-223 as possible from the
tissue through the cannula. Application of local hyperther-
mia, elevation of the affected extremity, and gentle
effleurage may promote lymphatic drainage reducing the
local radiation dose. Documentation of the adverse event
is required.

There is no specific antidote. In the event of adverse ef-
fects (e.g. nausea, vomiting, diarrhoea), symptomatic ther-
apy and general supportive measures are the treatment of
choice.

The room in which the injection was performed has to be
checked for contamination with an appropriate radioactive
surface contamination monitor. The monitor should per-
mit an alpha and beta-gamma discrimination. Also, staff
who performed the injection must be checked for
contamination.

Radiation safety: Radiation protection precautions for
handling and administration of radionuclides must be tak-
en in accordance with national regulations. Although
radium-223 is predominantly an alpha emitter, gamma
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and beta radiation is associated with the decay of radium-
223 and its radioactive daughter isotopes. The external
radiation exposure associated with handling of patient
doses is considerably lower in comparison to other radio-
pharmaceuticals for therapeutic purposes as the adminis-
tered radioactivity will usually be below 8 MBq.
However, incorporated radium-223 possesses a high bio-
logical effectiveness. There is risk of contamination or
incorporation from spills of bodily fluids such as of blood,
vomiting, etc. Nevertheless, the most relevant path of in-
corporation is inhalation. In keeping with the ALARA
(“As Low As Reasonably Achievable”) principle, it is
recommended to minimise the time spent in radiation
areas, to maximise the distance to radiation sources, and
to use adequate shielding. Contamination or incorporation
is strictly to be avoided. Thus, close proximity to the treat-
ed patient should be minimised. The treated patient should
leave the facility without undue delay.

* Incorporation measurements have to be performed in the
case of suspected incorporation (e.g. stool sampling,
whole body counting). Nevertheless, incorporation mea-
surements of radium-223 are demanding.

* Regular incorporation measurements may be necessary
depending on national legislation and regulations. To min-
imise the risk of a single person to cumulative incorporate
significant amounts of radium-223, dispensing, adminis-
tration, and disposal may be carried out by different mem-
bers of the staff.

Interruption of therapy, delay of treatment cycles

Relevant interruption of the treatment schedule (i.e. the treat-
ment interval exceeds 4 weeks) due to medical or other rea-
sons results in non-conformity with the approved dose regi-
men. However, evidence from previous studies on radium-
223 suggests that a further delay by no more than 4 weeks
(on top of the regular 4-week interval) does not impact benefit
in overall survival [22]. There are no data on the effects of any
further delay. In case of a cancellation of the treatment or a
dosing delay greater than 4 weeks, the treating physician
should take into consideration the patient's condition, the du-
ration of the delay as well as alternative treatment options
when determining the best care for the patient. A change in
the therapy regimen or the continued treatment with radium-
223 should be subject to a careful benefit/risk evaluation.

Radiopharmaceutical
The radionuclide is supplied in a ready to use solution for

injection (Xofigo®), contained in an 11 mL plastic vial and
stored in a lead pot. Each vial contains 6 mL of solution

(6.6 MBq radium-223 dichloride at the reference date). Each
millilitre of solution contains 1100 kBq radium-223
dichloride, corresponding to 0.58 ng radium-223 at the refer-
ence date. Radium is present in the solution as a free ion.

Posology and method of administration

* 55 kBq per kg body weight, given at 4-week intervals for
six injections. Safety and efficacy beyond six injections of
radium-223 have not been established.

* The volume to be administered to a given patient should
be calculated using:

+ Patient’s body weight in kilogramme (KG)

*  Dosage level (55 kBq/kg body weight)

+ Radioactivity concentration of the product at reference
date (i.e. 1100 kBg/mL). The reference date is stated on
the vial and lead pot label.

*  Decay correction (DC) factor to correct for physical decay
of radium-223 between reference date and eventual appli-
cation date. A table of DC factors is provided with each
vial as part of the SmPC leaflet.

* The total volume to be administered to a patient is calcu-
lated as follows V (ml) = %:

* The amount of radioactivity in the dispensed volume shall
be confirmed by measurement in a properly calibrated
activity or dose calibrator (radium-223 standard reference
material can be requested from Bayer Healthcare for cal-
ibration purposes).

* Adjustment of the activity to administer:

* No overall differences in safety or efficacy were observed
between elderly (aged >65 years) and younger patients
(aged <65 years) in the phase III study. No adjustment of
the activity to administer is considered necessary in elderly
patients.

» Safety and efficacy of radium-223 have not been studied
in patients with hepatic impairment. Since it is neither
metabolised by the liver nor eliminated via the bile, hepat-
ic impairment is not expected to affect the pharmacokinet-
ics of radium-223. Based on subgroup analyses in the
phase III clinical trial, adjustment of the activity to admin-
ister is not needed in patients with mild hepatic impair-
ment. No adjustment of the activity to administer can be
recommended for patients with moderate or severe hepatic
impairment due to lack of clinical data.

* No dedicated renal impairment trial for radium-223 has
been conducted. In subgroup analyses of the phase III
clinical study, no relevant differences in safety or effi-
cacy were observed between patients with mild renal
impairment (creatinine clearance [CLCR]: 50 to
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80 mL/min) and normal renal function. Limited data
are available on patients with moderate (CLCR: 30 to
50 mL/min) renal impairment. No data are available on
patients with severe (CLCR <30 mL/min) renal impair-
ment or end-stage renal disease. However, since excre-
tion in urine is minimal and the major route of elimi-
nation is via the faeces, renal impairment is not expect-
ed to affect the pharmacokinetics of radium-223. No
adjustment of the activity to administer is considered
necessary in patients with renal impairment. There is
no experience with regard to efficacy or safety of treat-
ment with radium-223 in patients undergoing
haemodialysis. Wherever possible, dialysis should be
performed no earlier than approximately 24 h after ad-
ministration of radium-223 as less than 1% of the ad-
ministered activity should remain in the blood at this
time. For reasons of radiation safety, dialysis should be
managed in close liaison of the nephrologist and the
nuclear medicine specialist responsible for the treat-
ment with radium-223. Depending on the interval

between radionuclide administration and need for dial-
ysis, the procedure may be performed in a nuclear med-
icine facility featuring a decay tank system.

Dosimetry

Absorbed radiation doses for Xofigo®, considering its ob-
served biodistribution and specific characteristics (according
to the SmPC [2]) are presented in Table 5. For radium-223, as
primarily an alpha emitter, additional assumptions were made
for the intestine, red marrow and bone/osteogenic cells, to
provide the best possible absorbed dose calculations for
Xofigo®. The absorbed radiation dose calculation was per-
formed based on clinical biodistribution data. Calculations
of absorbed doses were performed using OLINDA/EXM
(Organ Level Internal Dose Assessment/Exponential
Modelling) based on the Medical Internal Radiation Dose
(MIRD) algorithm. However, Chittenden et al. demonstrate
a wide range of absorbed doses delivered to normal organs

Table 5 Absorbed radiation doses for Xofigo®, considering its observed biodistribution and specific characteristics (according to the SmPC [2])
Target organ Alpha emission” Beta emission Gamma emission Total dose Coefficient of
[Gy/MBq] [Gy/MBq] [Gy/MBq] [Gy/MBq] variation” (%)

Adrenals 0 0.00002 0.00009 0.00012 56

Brain 0 0.00002 0.00008 0.0001 80
Breasts 0 0.00002 0.00003 0.00005 120
Gallbladder wall 0 0.00002 0.00021 0.00023 14
Lower large intestine wall 0 0.0456 0.00085 0.04645 83

Small large intestine wall 0.00319 0.0036 0.00047 0.00726 45
Stomach wall 0 0.00002 0.00012 0.00014 22
Upper large intestine wall 0 0.0315 0.00082 0.03232 50

Heart wall 0.00161 0.00007 0.00005 0.00173 42
Kidneys 0.00299 0.00011 0.00011 0.0032 36

Liver 0.00279 0.0001 0.00008 0.00298 36

Lungs 0 0.00002 0.00005 0.00007 90
Muscle 0 0.00002 0.0001 0.00012 41
Pancreas 0 0.00002 0.00009 0.00011 43

Red marrow 0.132 0.00642 0.0002 0.13879 41
Osteogenic cells 1.14 0.0149 0.0003 1.15206 41

Skin 0 0.00002 0.00005 0.00007 79
Spleen 0 0.00002 0.00007 0.00009 54

Testes 0 0.00002 0.00006 0.00008 59
Thymus 0 0.00002 0.00003 0.00006 109
Thyroid 0 0.00002 0.00005 0.00007 96
Urinary bladder wall 0.00371 0.00016 0.00016 0.00403 63
Whole body 0.0222 0.00081 0.00012 0.02311 16

SmPC: summary of product characteristics

* As there was no uptake of radium-223 in most of the soft tissues observed, the alpha contribution to the total organ dose was set to zero for these organs

#Referring to the population in whom the biodistribution was assessed
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[23]. There is a growing body of literature on this complex
topic [24-28]. The values have to be interpreted with cau-
tion as these absorbed dose values cannot be directly com-
pared with those for beta emitters as there are well-known
differences in therapeutic efficacy between alpha and beta
emitters.

Handling and preparation of the radiopharmaceutical,
storage, quality control

Preparation/dispensing

* Radium-223 is a ready-to-use solution and should not be
diluted or mixed with any other solution. Each vial is for
single use only. Shelf life is 28 days.

* Radium-223 has to be dispensed according to the most
recent SmPC [2].

+ Storage should be in accordance with national regulation
on radioactive materials. Store in the original container or
equivalent radiation shielding. Store at room temperature,
below 40 °C.

¢ Radium-223 needs to be received, handled and administered
only in facilities authorised for performing this treatment.
The facilities requirements will depend on national legisla-
tion and regulations for the handling of alpha emitters (see
section on facility and personnel requirements). Radium-223
needs to be handled by the user in a manner that satisfies both
radiation safety (see section on administration) and pharma-
ceutical quality requirements. Appropriate aseptic precau-
tions should be taken.

» The syringe should be prepared in a fume hood as a small
amount of radon-219 (Rn-219) in gaseous form will be pres-
ent in the vial.

* Adequate shielding of syringes is recommended.
Shielding material may contain acrylic glass, tungsten,
or lead.

* Gripping devices such as tongs and tweezers are sug-
gested, but it must be taken into account that if they are
not properly used they may increase the risk of dropping
syringes or vials.

Quality control The vial/solution should be visually inspected
before use. Radium-223 is a clear, colourless solution and should
not be used in case of discolouration, the occurrence of particu-
late matter or a defective container.

Activity measurement The gamma radiation associated with the
decay of radium-223 allows for the radioactivity measurement
with standard instruments. Nevertheless, activity measurements
have to be performed in properly calibrated activity calibrators
(radium-223 standard reference material can be requested from

Bayer Healthcare for calibration purposes) accounting for mea-
sured volume and geometry.

Waste disposal Any unused product or materials used in con-
nection with the preparation or administration are to be treated as
radioactive waste and should be collected separately from waste
related to other radionuclides and disposed of in accordance with
local regulations. Xofigo® may contain traces of long-lived im-
purities such as thorium-227 (Th-227) (half-life = 18.7 days) and
actinium-227 (Ac-227) (half-life=21.8 years), which could
cause specific waste disposal even at relatively low activities of
the latter radionuclides (maximum activity of actinium-227 in
every delivered batch is provided by Bayer Healthcare on a
regular basis and has to be considered in waste management).

Documentation and discharge letter
Documentation of biodistribution

Whole body scans may be performed to visualise biodistribution
following therapy. Acquisition may be performed approximately
6 days after administration to minimise interfering intestinal ac-
tivity. Imaging should then be performed in multiple energy win-
dows. Radium-223 emits ten photons with a probability of emis-
sion greater than 1% with energies ranging from 12 to 338 keV
[29]. The photons emitted at 81 and 84 keV have the highest
probability of emission [29]. Further photon energies with high
probabilities of emission and within the energy interval suitable
for gamma camera imaging are 95 keV, 154 keV and 270 keV
[29]. An energy window set at 82 keV with a 20% width to
encompass counts from the 81-keV and the 84-keV emissions
seems useful [23]. A medium energy collimator is recommended
[29]. Count statistics are usually very poor due to both the low
photon yield and the low remaining activity. Acquisition times
should be adjusted appropriately. Thus, whole-body or spot
views may need to be acquired for approximately 30 min [23].

Discharge letter

The report should contain relevant patient data, date of therapy,
activity of radium-223, number of cycles, and details on neces-
sary aftercare/follow-up (see section on monitoring, visits be-
tween cycles and intermediate- and longterm follow-up).

Quality control

* Institutional quality management programs are
recommended.

* A close liaison of the health care professionals involved in
the treatment of the patient is recommended with regard to
documentation and evaluation of the outcome of the treat-
ment, as well as adverse effects and results from aftercare /
follow-up.
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Therapy prerequisites (see sections on indications, contra-
indications, and therapy prerequisites, data required) must
be checked at baseline and prior to every dose of radium-
223.

Sources of error

Miscalculation of therapy activity. Miscalculation can result
in over- or undertreatment of the patient. The accurate mea-
surement of radium-223 activity is assured by calibration of
the dose calibrators using a NIST-traceable reference stan-
dard, which is provided by Bayer Healthcare to the end user.
Paravascular placement of the venous access with consecu-
tive extravasation. Proper placement and patency of the
cannula/venous access must be confirmed directly before
and monitored during injection (see section on
administration).

Monitoring, visits, aftercare, follow-up

Monitoring, visits, aftercare and follow-up may be delegated to
physicians involved in the care of the patient (preferably uro-
oncologists or oncologists, depending on national legislation
and regulations). Forwarding of relevant data to the nuclear med-
icine specialist who is responsible for the therapy is mandatory.
Regular meetings with discussion of the clinical course are en-
couraged in this setting.

Monitoring, visits between cycles

A single complete blood count within 10 days prior to the
next cycle of radium-223 seems sufficient in the majority of
cases. However, a complete blood count may be performed 2
to 3 weeks after the last cycle (most often representing the
nadir) depending on the initial blood count and the condition
of the patient (e.g. compromised bone marrow function).
Blood count may be performed more frequently if clinically
necessary. In the case of cell counts below the limits specified
in section on relative contraindications the administration of
radium-223 has to be delayed depending on the degree of
decrease of the cell count. A treatment should be performed
according to the standard of care. If there is no recovery to
reasonable values within 6 to 8 weeks after the last adminis-
tration of radium-223, the treatment should be continued
only after a careful benefit-risk assessment (see section on
patient preparation and data required). Nonetheless, further
treatment results in non-conformity with the approved dose
regimen (see section on interruption of therapy, delay of
treatment cycles).

Patient condition.

@ Springer

Currently, there are no well-defined markers of response to
radium-223 treatment and treatment should not be
discontinued on the basis of individual bone scans, PSA or
ALP levels, or pain responses [18], as the most important
aim of the treatment is prolonging survival. Variability or
lack of evidence makes these markers of response unreliable:

(a) PSA levels may vary in patients during radium-223
treatment; however, this is not considered a reliable mark-
er of response or non-response, and the decision to con-
tinue or withdraw treatment should not be based on this
marker alone [18].

(b) Improvements in pain are often rapid and marked;
however, pain relief is not experienced by every patient
and cannot be considered a reliable indicator of treatment
response and survival benefit [18].

(c) Patients receiving radium-223 may show a decrease in
ALP levels, suggesting a meaningful treatment effect [30];
however, there is currently no solid evidence for the use of
ALP as a biomarker to alter the recommended dosing
schedule [18].

Until more robust markers of response to radium-223
treatment are identified, nuclear medicine centres should
strive to maintain the recommended dosing schedule and
complete all six treatment cycles in order to optimise out-
comes [18]. Thus, to avoid uncertainties, checking of bio-
markers or imaging should only be initiated if deemed
necessary.

In the case of a significant deterioration of the general con-
dition of the patient (reduction of the Karnofsky score to
<50% or increase of ECOG performance status to >2) imag-
ing (e.g. bone scan, PET/CT, CT, MRI, see also section on
therapy prerequisites, data required) and checking of bio-
markers are recommended. In the case of unequivocal pro-
gression (e.g. appearance of new metastases not attributable
to flare reaction (interpretation criteria see Scher et al. [31])
the treatment should be continued only after a careful benefit-
risk assessment.

Appropriate biomarkers (e.g. PSA, LDH, CRP, ALP) may
be checked during the course of the treatment if deemed
necessary. A “mid-treatment” check prior to the forth cycle
of radium-223 might be a reasonable time point. However,
fluctuation of biomarkers is common in the course of the
treatment (see above). Increasing values do not necessarily
indicate an insufficient response to therapy. In case of strik-
ingly increasing biomarkers, imaging (e.g. bone scan, PET/
CT, CT, MR, see also section on therapy prerequisites, data
required) seems reasonable. In the case of unequivocal pro-
gression (e.g. appearance of new metastases not attributable
to flare reaction; interpretation criteria see Scher et al. [31])
the treatment should be continued only after a careful benefit-
risk assessment.



Eur J Nucl Med Mol Imaging

pauodar [o)/3urpuny
payodar sisAjeue dnoi3qns
10J $)S9) ONSIJE)S UO UOHBULIOJUT
Ajojeredas
panodar sdnoi3qns [9xe)200p 10
sonsujoereyd Juened :A[feuonippe
+1 (8€91 AIJY) €10T 4R d 998

snoraaid yym syuoned ur uowrod
a1our §/¢ opeid eruadojLoowony)
:uorssarddnsopoAw
/€ opeId Jo 20uapIoul MOJ,,
[9XB}000p
snoraaxd JnoyIM 9,4G Ul pue Ypm
syuaned 95,79 UT SJUOAD /¢ OPBID)
‘dnoi3qns [oxejoo0p snoraard
UI SJUDAD ISIOAPE JO S0UPIOUT IOy
:K)101X03-
210=460'1-05°0
1D %S6) ¥L°0 ¥H ‘puowt
(09208[d) S'61 "SA (€zg-wnIpey)
0°L1 :dnoi3 [oxe)p00p snoradid ou
6000'0=4 (Z8'0-9%0
1D %$6) 290 gH ‘puow
(0q20e]d) 8L "SA (£Zz-WnIpey)
G ¢ :dnoid joxeivoop snoraard
TS IS 0) owm-
100=4(26'0-¢S°0
1D %$6) 69°0 gH “Wuow
(0g29e[d) G'T1 'SA (gzg-wnipey])
191 :dnoi3 [oxe)e00p snoiadid ou
200°0=4(88'0-95°0
1D %56) 0L°0 IH ‘puowt
(0g20e[d) €11 'SA (gzg-wnipey)
$'41 :dnoid [oxejeoop snoradrd
SO UeIpaW-
[oxe)200p snotadxd Jnoyim
syuoned ur 10130q JuBOYIUSIS
10U YS 151 03 A ssyurodpuo
AIepuooas jsowr pue SO
10} paurejurew ¢Zz-WnIper Jo Jo9Lo
QW00
(Joxejo00p snoraard
noyym dnoi3 ur 1oysy) oFe pue
(1oxe1000p snoraaxd pim dnoid ur
10yS1Y) VS durjoseq woij yede
‘padue[eq-[[oM SONSLId)ORIRYD Judned
INOYIIM % ¢t [9XBII0D
snoraaxd ynm syuoned 94/ 6 111
:Ade1oy) [oxe)a00p
1sod/a1d sasAteue dnoi3qns
payroadsaxd uo ejep ‘A[jeuonippe
(8€9T AIJY) £10T 1R d 998

uonoafur |
15B9] 18 YNM sjuaned
I1e :sdnoi3qns
10 sIsAJeue Kjoyes
uonendod
L1I :sdnoi3qns
10J SisAJeue A9ed1jjo
IOAOSSOIO
210J2q ‘yeap
87S Ioye oseqejep
[ewn pajepdn uo
paseq sisAeue dnoi3qns
(8€91 (8€91
(8€91 AIFY) €10T 13ed 995 I3 £10C 1%4ed 938 144 £10T 1o%ed 2938

Y696£rST/pawqnd/ao3
YIUwuIqouwmmm /7 dpy

L1300 10T qndg

"LYLyOLEDSYOT-0LY1S/9101

"01/810"10p//:sdny

"90t—L6E1:(TDSTAON #10T

"109UQ 3o0ueT [eld VOJNASTY

¢ oseyd ‘purfq-ajqnop

‘pasiwopuel ay) woly

sisAreue dnoi3qns poyroadsard

B :9SN [2XL}000p snoiadid

INOTIIM IO T)IM ‘SOSE)SLIOUW

ouoq onewoydwiAs pue

100ued 9)e)s01d JU)SISAI-UONEI)SEI

i syuoned ur opLIo[yoIp

¢gg-wniper Jo Kjofes pue

Koeorgg "D 1ovTRd SV SQUSYY

SN equeA ¢ Sue, (N Suez[oSop

‘S Uoss[IN ‘[ Aequopnog ‘f

on3oT IS 9[[OH D UessauuLyof
AL UBAHINS,O ‘O 10MES 1 UBISOH

(NOIS wouy paydepe)
L)IpIfeA [ed130[0poyIIUX

qo71
NOIS

S)nsax

ugisap Apmys UONUIAI)UT uonendod

PN ‘saoyine

SO[qe) QOUSPIAT 9 d|qe]

pringer

Qs


https://doi.org/10.1016/S1470-2045(14)70474-7
https://doi.org/10.1016/S1470-2045(14)70474-7
http://www.ncbi.nlm.nih.gov/pubmed/25439694
http://www.ncbi.nlm.nih.gov/pubmed/25439694

Eur J Nucl Med Mol Imaging

pawodor jop/Burpuny
sisAfeue [.11
(3ss ‘swjowered-gTv)
s10jowered jutodpus jo uonruyap
$)$9) OISIIE)S UO UOHBULIOFUT
weierp posuodno doip
panuodar sonsujoeIeyd Judned
(s1sATeue wiLuI SUIMO[[Of
papurjqun Aprys) payodar Surpurjq
PayIodar JUSW[BIOUOD
+] UOIOO[[B ‘UOHEZIWIOPUET

ogaoeld yum syuaned
911 30 (%9t) €S 'sA ¢Tz-ed
i syuaned 70z Jo (% 19) €8
ISS Tentur
J3ye 4SS aﬁ@BUOmm_:m qum muﬂoﬁmm
(1000°0>d :Z8°0-LS0
IO %56 *69°0 MH) 0qaderd

SYIUOW 4°9 SA £7Z-BY SYIUOW ()6

(ASS Moy syiesp +4SS)

[BAIAINS 221J-gSS :SIsA[eue o0y 1sod

(10000>d
6L°0-0S°0 ‘1D %S6 €9°0 “UH)
0qooe[d sypuowt °g “SA €7Z-8Y

SyIuowW /'] :(POpnoul SJudAd

[euonippe /1) sIsA[eue A)IADISUDS

ooy jsod — gSS IsI1y 0} oy
9/ Syuour 9

35113 oy Sunmp 4SS judadid 0} INN

(%¢¢) ured ouoq 10§

I¥gd 0] pasu :HSS UOWOD 1Soul
(Anus Apms 1e asn deuoydsoydsiq

‘d'TV aurdseq ‘asn
[oxe00p snoraaid) sdnoigqns

payroadsard [[e ur 1omOo[ YSS JO su
(L£000°0=4€8°0-TS"0 ‘ID %S6
£99°0 “YH) 0geoe[d sypuouwr §°¢ "SA
gcoy puont 9°¢ 1 :gSS 1sHy 03 aum

0qooe[d 95,8¢ "sA
€278 %EE ASS 1< Pim sjuoned
(yurodpud
A1epuoods) sisAJeue (gSS) JUdAD
[e1019ys onewoydwiAs :Ajeuonippe
(8€9T AIFW) £10T 1R d 998
oqaoeyd
pue ¢zz-wnipel joq %81
:dno13qns [oxe)a00p snosiadid
ou ‘0qaoeld pue ¢zz-wniper
110q 997 :dnoi3qns [oxee00p
snoraaid :suorsnjsuer} poojq
sdnoi3qns-joxejeoop
ungm oqaoeyd
pue ¢ZZ-WunIpel uddm}oq Je[Ius
/¢ opeis eruadonnou pue eruoBUR
(%€) 0qooe[d Y uey)
(%6) £TT-WNIPeI I [9X2100p

(8€91 (8€91
(€91 AIFY) €107 1o31ed 998 (AI49Y) £10T I0Hed 908 I-JY) €10T 1HIed 998

€L79¢8tr/powqnd/a03
YU Igoummm//:dnyg
€1 KB\ $10T qndH “p-€810L
(#1SPOT-0LPIS/9101°01/510
“1opy/:sdny 98¢ L: (L) T-ung
10T "10dUQ 3e0ue]
‘e pasiopuel ‘pulfq-a|qnop
‘¢ oseyd e woIy $)[NSaI :sasLISLIAW
Juoq pue 120ued Aeysoid
JUe)SISAI-UonENsed yum syuoned
ul SJURA [e)[ays onewoydwiAs uo
OPHO[YOIP gTg-WunIpel 3O 3109139
"D 1o%Ied ‘SO pue[nig { UBYS
‘D)) Iea] -uekig, O (N SuezpSop
] SNYIPUAS ¢V S10q]0S (N souref
‘d UDJSOH D uassauueyof
SV SHBWPIAL ¢f N30T ‘J OUYOAA
V DPepoy) ‘ds Bssod JNL
UBAINS.O “IS S[IPH *d YoHUI_H
S UOSS[IN ¥ UeWd[0)) () Ioues

q071
NOIS

(NOIS woxy padepe)
&y1piea rearsojopoyyow

S)nsax

u3isap Apmys UONUIAI)UI uonemdod

apy ‘sioyne

(ponunuod) 9 Jqqe,

pringer

Qs


https://doi.org/10.1016/S1470-2045(14)70183-4
https://doi.org/10.1016/S1470-2045(14)70183-4
https://doi.org/10.1016/S1470-2045(14)70183-4
http://www.ncbi.nlm.nih.gov/pubmed/24836273
http://www.ncbi.nlm.nih.gov/pubmed/24836273

Eur J Nucl Med Mol Imaging

passnosip no-dorp o3 anp
seIq Jo ysu1 payiodar wieigerp 0suod
panodar sonsujoeIRyd Jusned
(paviodar jou Suipuriq) purfq-ajqnop
payiodar jou JuLUITEIOUO0O
+1 UONLIO[[E ‘UONBZIUOPURI

payodar jo)/Burpuny
sisAfeue [.11
S]S9) O1ISIIB)S UO UONBULIOJUT
(xipuadde) weiderp posuosno doip
pauodar sonsuLioeIeyd Juaned
sisAjeue
wiLdul ULMO][0) papurjqun
Apmys {(xipuadde) payrodar Surpurjq
(xipuadde) pajrodar jusweadouod

xopur ured

syuoned g :sypuowt 7
syuoned ¢ spuowr-g [

tsyuoned g/ :dn-mo[[o} 91-yoom

(g6 = u) uonendod
dd ‘(001 = u) uonendod [ 11

(%S1
"SA 95 $T) BOOYLIBID PUE (%] "SA
%) eruadonnau (%9 "SA %)
eruadojAdoquioayy pey dnoid
czz-ey oy ur syuoned a1ow :Ajoes -
(Lis=u)
/N 027> d TV pis syuened
10J pue (8¢ = u) sasejsejouwt
9> ynm sjuoned 1oy ‘(sjuoned
811 =) 72 DOOH ynm syuoned
10} £7Z-Y 10J 1Joudq Juedruss
ou :sasA[eue dnoi3qns K1ojerodxo -
(200 =) 0qooerd
BT "SA €TT-BY %ST (01<
J0O 21098 Jo asearour J-1DVA) 100 -
(1000 >d “€8°0-2$°0 ‘IO %S6
‘990 YH) 0qa0e|d syyuowr 8°6
'SA €ZT-RY Spuowt 9°GT (Jg6=u
‘sasATeue pajepdn) gSS 1811y 03 dwi -
(Log/s6)
%Y9 SA (F19/€€E) %S Sypeap
(100°0>d “€8°0-85°0 ‘IO %S6
‘0L°0 gH) 0qeoed stuowr ¢ 1|
'SA £7T-RY spuowt 61 (176 =U
‘sisATeue pajepdn) SO ueIpaw -
(89z/€21) 0ga0e[d %19
SA (17S/161) €TT-BY %SE Sypeap
(200'0=2 ‘88°0-55°0 ‘IO %S6
‘0L°0 MH) 0qoded syyuow g'[]
"SA €TT-BY SYUOW 01 (608 = U
‘sIsA[eue WLOMI) SO URIPOW -
(Sunodar 700

:uoIsnjoul
€l
b 001 "SA G SA GT A S
Apmys Suiduer-asop
‘pasTuOpueI ‘puI[q-o[qnop
(OINQ) 2anwuwo)) SuLIOYIUON
©JR( AQ POPUSWILLIOIT
se Aoeo1jJo 10J sasAjeur
weul 1oy paddols Apmg -
(d-1OV4) 100 ‘uorssaigoid
VSd 01 oW ‘UOHESI[EULIoun
dTV [8303 “ISS 3814 03 dwin
‘asuodsar JTV €10} ‘uorssardord
JdTV 01 oum :syurodpud
Arepuooes ‘g urodpud Arewnid-
(‘Te 39) uorssardwos p1oo [eurds
PAYSI[qLISS JO JUSUIWILUI ‘SYOIM
snoradid urnpim Adesoyjowdyo
(SOSBISE)OU [RIOOSIA ‘SYOIM T
urpim syeonnaoeueydorper
‘L4 gd Apoq-1way Joud :uoIsnjoxyg-
onfea
9ouaI9Ja1 snorAdId o) IOAO SaneA
VSd JO SoseaIoul 9ANOISUOd
T WM TU/Su 62 VSd
ourjeseq ‘yruowr 9< Aouejoadxo
I °T> DODY ‘saseiserowt
Qu0q 0M} SB[ Je ‘(UoNeZILIOpURI
QI0J0q SYoOM T ISE[ O} UIPIM
1dgd 1o ured pajejor-100ued
10} SUOTEOIPAU OISaS[eUR JO osn
Ien3ar) onewoydwAs :uorsnjouy -
‘(ou SA S2K) [9XE100p
Joud ‘(ou sa sak) seyeuoydsoydsiq
Joasn (/N 0TT sA
TN 07T>) dTV [10) :uoneOyIeng -
(L0g =) DSd +0qooeld
SA (y19 =) DS + £7z-wunipey
(1:7) uoneziwopuey| -
Apmys

ggg-umipel

Sybad 001
10 (G ‘ST ‘S Jo asop

AT Q18u1s ggz-wnipey

9[0ZEU00}3Y

‘aunsnurensd
‘suofonso
‘suadoipuenue
‘SPI0I9)SOOILI0D
‘ga

apnjout p[nod DS

0sd + (yuow 9
x Mpb

JusuIEdN)
doueuLUTEW SULIND
10 AW0309110J0

[e391e[1q Joge DdYD

i syuened 001

1102/20—800¢/90

JUSWI[[OIUD
(1ze=u)

U
QourUAUTRW SULIND
10 AW0}0214210
[e1o)e[1q JoyE
DD onewoydwAs
aarssardoxd

Jo Apms |1 aseyd 1oyusonnur

asu0dsa1-asop ‘pasiuopuel

V 'SO pue[nig ) UossIopuy

‘S UBYIUBSBA ‘f [LNJJeIS

£V Sunyjoddid IIAIQ T Udzuel
SV sousyy ¢ Sueng S UoSS[IN

pringer

Qs

050€98¢7/pawqnd/A08

YU Igoummm//:dny
"SSLETTIRONIAN/9SOT 01/310
‘1op//:sdny €z 17(€)69€ 81 1nf
€10T "PON [ [SUH N 109uEd
9eysoxd oneISeIdW Ul [BAIAINS
pue ¢Zz-wniper R nydmp O
Joyes ‘SO puenig A ueys
‘[ se1eA-e1oren) ¢ Ioyoepne)s
‘DD Jea] -uekig, O ‘(N SuezjpSop
o uewv[o)) ] udzuerj
SN OLBO. [ S Touryoog S
[OPAAN * WUOWIY [ SWYIPUAS ‘Y
S10q[0S ‘N seuwre[ ‘(] Adoqwonog
‘d UD[SOH :D(J Uassauueyo[:y
SIRWPIA SN 930S ‘f on3o]
*d OUYIIIA 1V BJoEpOYD ‘ds
BSSO] ‘A UBAINS, O ‘IS AI1PH

++1 uonedo[[e ‘uoneziwopuel o yed) papodor jou ejep gorar ured  [[[-oseyd pur[g-o[qnop pastwiopuer AT 3Y/bay 0S) czz-ed i syuoned {( YOUUIOH S UOSS[IN ‘D) JoyIed
(6€000'0 =4 :€8°0-150 1D %56
£59°0 ¥H) 0qaoerd guow 0]
'SA £77-2Y [UOW §'9[ SISS
JUSLINOAI USOM)Q SWIT} UBIPOUT
qH01 (NOIS woy paydepe)
NOIS AyIpIfeA [ed130[0poyoux S)msax uSisap Apms UONUIAIINUT uopemdod apn ‘sioyine

(ponunuod) 9 Jqqe,


https://doi.org/10.1056/NEJMoa1213755
https://doi.org/10.1056/NEJMoa1213755
http://www.ncbi.nlm.nih.gov/pubmed/23863050
http://www.ncbi.nlm.nih.gov/pubmed/23863050

Eur J Nucl Med Mol Imaging

payodar jo)/Surpuny
sisA[eue (d4) [000301d 1d pue [ 11
paunap-[jom asuodsar ured

(1dd ‘SVA)
s1ojowered jurodpus jo uonruyop
payiodar s3s9) ONSNE)S UO UOTRULIOFUT

:Kjoyes
sdnoi3 asop
U9OMIOq IIUIPIP OU ‘(O] [—€
93uer) syeaMm (S :SO UeIpowT
eISoS[euE
ur sasea1our paimbar (33/bgy 001
pue (g) sdnoi3-asop 1oysiy
ur  syuaned 1omay,, ‘g doam 03 dn
asn o1sa3[eue
(3891 yuex
PauSIs UOX0J[IAN “T0"0 PUE ‘2000
‘10°0 ‘0°0 = d) A19An0adsax
‘sdnoig-asop 3y/bgy 001 pue 0S
‘STS AP UL ['[- pUB [T 81—
‘9" ]— POSLAIOIP AI00S g JOIM
XOPUI 00ULISJIONI [eUonounj [Jgq
(1593 yuex paugis
UoX0dIAN “9000" PUB 200" ‘100"
‘50" =4)
Kpanoadsar ‘sdnoi3 3x/bgy 001
pue 0§ ST °G oy Ul §°[— pue
61— ‘17— ‘9" ]— Pasea1oddp 2100S
18 Joom ‘xapur AjuaAss ured 149
05BIOAR UO W 7] PISeaIoop
dnoi3 uorssaidoxd ured ur
{pagueypoun dnoid osuodsar ojqess
ur {(sisAJeue ooy 3sod) (10000 > d
pue ‘2000 =4 ‘50000 =4
800" 0 = d) Ajoanoadsar ‘wru g7
pue LT ‘T¢ ‘0€ Jo ueow e £q
Paseardap s1opuodsar ur :ured YA
Kjoanoadsar (g
xapur ured) osuodsar ured payrew
10 (1 xopur ured) 9301dwod (9,76)
1Z/11 pue (%ib) 81/8 (%)
61/8 “(%0¢€) 0¢/9 :s1opuodsar jo
Kjoanoadsar ‘sdnoid
SbEA 001 PUe 05 ‘ST S AP
ul (= xopur ured) s1opuodsar ured
%1L PU® %9S ‘%EY ‘%0 8 oM
Kpanoadsar ‘sdnoid
SYbEA ST pue gy ut skep ¢
pue gz ‘sdnoi3 3y/bgy 001
pUE ()G O} UI SABp 1} UBSW :UOTRIND
(€0 =d) T yoom

uonoafur Apnys 1oye
SYOIM 9 PuB 7T ‘g ‘p ‘C SHUSWISSIsse
UMBIPYIM 9q P[NOd uonaafur
Ioye syeam § Iapuodsar-uou
‘s1e0A 7 03 dn :dn-moyjoy
Te1© vSd d1vV
‘SHY ‘SVA Jorjer uted jo uonemp
‘SO ‘o3ueyo xopur AJLIOAJS
ured 149 :syutodpus A1epu0dds
aurjaseq
woyj xopur ured ;jurodpus Arewd
Ie9A jse] uryim Aderoyjorper
orw)sAs oud syeam 4 snoraaxd
unim sSnIp [euonesnsoAur
10 1999 ‘Aderaypounuuwur
‘Adexoypowoyd Joud
1UOISN[OXd
(Tw/Bu ¢ <vSd
[eUlJ U M SISBAIOUI SJ
JATINJASUOD 7) ASeASIP dAIss1Zoxd
9SBASIP
o1Se[qOo)ISO [edojnnwW ‘(1d9)

Je 9suodsar 9sop JuedyIuSIS Jasuo  AxoyudAur ured jorq oy uo ured suoq

2l pue
‘Qouel,] ‘Aueurion)

‘UOPOMS UI SOTUAD 9

L00T/T1-5002/S0
JUOWI[OIUD

€661¥¢£77/powqnd/a03

YU Igoummm//:dny
ST 994 T10T qndg
"€20TI 110z e 9101°01/510
10p//:5dNY *98-8L9:(S)8H BN
Z10T "doue)) [ Iny I90ued
9)es01d JUBISISAI-UONBNSED
Jum muﬁou.mm Ul sasejsejotl
auoq [nyured jo uonerjred
al) 10J OPLIOJYO €ZZ-wnIpel

e} (NOIS woy padepe)
NOIS &y1piea rearsojopoyyow

S)nsax

ugIsap Apmys

UONUIAIUT uopemdod

apy ‘sioyne

(ponunuod) 9 Jqqe,

pringer

Qs


https://doi.org/10.1016/j.ejca.2011.12.023
https://doi.org/10.1016/j.ejca.2011.12.023
http://www.ncbi.nlm.nih.gov/pubmed/22341993
http://www.ncbi.nlm.nih.gov/pubmed/22341993

Eur J Nucl Med Mol Imaging

(9]qe[IeAR JOU) passasse jou xipuadde
panodar jo)/Surpuny
(uonoafun ¢zz-ey duo
1SB9] J& PAAI0AI oYM sjudnjed [[e)
uonendod Koyes oy pasn ‘porrad
dn-mof[oj oy woxy eyep [[e Jo se
[ToM SE ‘ejep AJojes pue [BAIAINS JO
sosATeuy ‘uonendod Jq oy pasn
T oM 0} epep uo pauuiograd
SosATeue A9BIIJJ9 [[e ‘[eAIAINS
10§ 1dooxa :sisA[eue 44 + L1I
(xoput ured ‘FyS)
s1jowered jurodpus jo uonuap ou
pawodar s)s9) J1SIE)S UO UOTRULIOJUT
panodar weiderp posuodno doip
Padsue[eq [[om SONSLIAOEIeYO Juaned
payodar jou s[reop Surpurq
panodar Jou JUAW[BIIUOD

([3s91 ensdia] -o109yyouo(]
1000°0 > d) sdnoi3 usomioq
asuodsar 9sop JUeIJIUSIS PIMOYS
M 7 UI uononpaI JTV duoq
906 pim syuaned uonerndod Jq
([3s91 ensdia] -a109yyouo(]
L6T0°0=4) "M
¥ 18 BYbE 08 Sula10a1 (%€ 1)
siwaped ¢/ pue SY/be 05
Fura10001 (9,9) syuoned
9€/C ‘BbEA ST BuIA1031 (90)
syuoned / ¢/0 ur asuodsar VSd %05<
:Koeo1pyo
K1pAnoadsan
‘sdnois osop 33/bgy-08
pue *-0g “-¢7 dyp ul syusned 6¢
pue ‘o¢ ‘¢ =u ‘pa| Aq poreredos
SsjusWAINSEIW S surjoseqysod
QIOW IO 0M} PEY PUE P
01 49 JO [eAIoUul Ue Je suondafur
€778y QIOW JO OM] POAISIAT
oym spuaned e ([ =u)
uoperndod (4d) j0o0301d 1od
suonoafur ¢zz-ey
QIOW JO QUO PIAIdIAI spudred
11e «(zz1 = u) uonendod Koyes
sdnoi3-as0p UM SIIUAILJIP
ou ‘(95 G1) 9SeaI03p UIqO[ToweYy
(9 11) erworue (%01<)
sV TeorSojojewoey juenbaij jsow
sdnoi3-osop 3soy3y
omy oy ur sprgdonnou pue sjunoo
1199 Poo[q Y ‘Spunod jo[ered
ur  suononpai 131ea1d Apysis
‘P AJ[RISUDS,, ANOTX0)0JRIIAY
91 oom
0) ourjeseq woy ‘sdnoi3-asop
[Te Ul poseaIoul :S[OA9] VSd
*(1359} YueI pouSIS UOXOO[IAN
*L900" =d pue 1000  >d) § pue §
syoam Je dnoi3-asop 3x/bgy 001
A ur AJuo JuedlIuSIS AJ[eonsners
ourjeseq woiy sagueyd :JTV-ouoq
SJUOAd pajtodax
JO SSOUSNOLIDS JO dINjeu Ioquunu
ur 9sop SuIseaIour YIIMm pusl} ou

ured {gYS ISy 0} oW TV
aU0q UO $103JJ9 :surodpud ATepu0dds
%0S<
9sBa109p Y Sd Sutodpus Arewd
(I3oureIp
SIXE JI0YS WD | =) JUSWA[OAUT
opou ydwiA| o1ajad;jeuruopqe
SOSB)SBIOW [BISOSIA
180K 1 unpm Adesoyjorper
onuesAs Jord (syjoom  snoraard
unym sSnIp [euoneInsoAur
10 199 ‘Adesoyjounuuuur
‘Adesoypowoyo toud
UOISN[OXd
€78y 210J2q SoM 9
OpIuIeIN[EoIq PUE ‘SHOIM
9)1008 2U012)01dAd 10 ‘OprureIn|IU
‘oprureinyy jo dojs ssypuout 9<
Koueypoadxa 9J11 ‘7—0 DODA
(S9SBAIOUT DATINOASUOD 7)
sonfea ySd Suisur Ajoarssaigoid
s Jw/Su 0] VSd oulfeseq
uoIsnyour
€l
Jo sa3esop dary :uostedwoo

srqnday] yoez)

pue ‘douel] ‘puejod
‘uredg

SN Y} Ul SaNud [7
8007 Aew :0)ep
uonodwod 4z yoom

9007 Aew ue)s Apnys
Adexayy uone|qe
ud3oipue 1opun

10 AW0309MDI0 IoYe

(¢p=u) 3ybgy 08 (@
(6€=u) 3/bgy 05 (q
(1 =u) 3ybgy ¢z (e

880000¢¢/pouiqnd/A08

YU WU Igoummmy//:dny
"¢1 dog 210z qndg "800
"60°C10T 0mmo /9 101°01/310
‘1op//:sdny “L6-681:(2)€9:924
€10T 101 Iny “100UBd
eysoxd JUB)SISAI-UOTIBNSBO
pue sasejsejow duoq Ym syuaned
ur (€2 ®y) 9pHOYo wniper
Jo Apmys g aseyd ‘rojuednnu
“Burpuy-osop ‘put|q-ojqnop
‘pastwopuel 7 J URSOH
‘1 JopreH ‘DD Iea-uekig.O
N[ WD) N[ UBAT[[NS, O

1V Djoepoy) S 200sed D)) IoyIieq

)1 UOIJBIO[[B SUOHBZIIOPURI
q01 (NOIS wouy paydepe)
NOIS Ayipirea [esrSofopoyyow

S)nsax

ugIsap Apmys

(€x m9b) (zzi=uw
£gg-mnipey siwaned DD
UONUIAIUT uopemdod

Py ‘saoyine

(ponunuod) 9 Jqqe,

pringer

Qs


https://doi.org/10.1016/j.eururo.2012.09.008
https://doi.org/10.1016/j.eururo.2012.09.008
https://doi.org/10.1016/j.eururo.2012.09.008
http://www.ncbi.nlm.nih.gov/pubmed/23000088
http://www.ncbi.nlm.nih.gov/pubmed/23000088

Eur J Nucl Med Mol Imaging

1n0-doIp UO UOTRULIOJUT PO[TE)Op OU
payodar
Apood sonsuoereyo juoned
pauodar jou Surpurq
PAqLIOSIP JOU JUSW[BIIUOD

€61 :dno13 Aderaypowayd
{000=4) 11 :dnois
68-1S oM ¢ Je Aysuoyur ured
(dno13
Kdesoyjowayd) ¢z 'sa (dnoid
68-1S) 87 :Ansuoyur ured ourjoseq
¥ puowt
0} PaseaIdop urqojdowdey AJuo
{SOOM 1, 1B QUI[OSEq 0] PAINII
sanjeA uerpaw :sdnoig asop
U99M19q IQJJIP JOU PIp s1ojowered
K1pAnoadsar
‘sdnoi3 asop 33/bg3-08 pue “-0g
‘-Gz oy ur ¢ pue °g ‘] :uIqojsowdey
KoAnoadsax
‘sdnoig osop 33/bg-08 pue
-0S -z oy ur [ pue ‘T ‘T :spejererd
KpoAnoadsax
‘sdnoi3 asop 33/bg3-08 pue “-0g
“-gz oy ur | pue ° ‘0 :srydonnou
Kaanoadsar ‘sdnoid
asop 3y/bg-08 pue -g -5 o
Ul ¢ Pue ‘g 0 :3Unod [[99 poo[q AYM
‘(RIUIORUR SB PAIJISSB[O
‘b/¢ opeId sgV) ANorxojoeway
(hsa
Nue1-30[] 0 = d) Ajoanoadsax
‘sdnois esop 33/bg-08 pue
-0 *-GT o Ul SKBD 09 PUe ‘69<
‘8§G 2I0M [[JBAP 0] SAWI) UBIPAW :SO
Apueoyruis
jou Jnq ‘sdnoi3 osop om} IO
ap ur ueyy dnoi3 asop 3y/bgy-05
oy ur 1oySiy s1opuodsax
ured jo uoniodoid :uonendod
dd oy ur (%.L) swdned
T11/98 10 2[qe[reA. ejep :xopur ured
sdnoi3 ueomiaq SIS
JO Joquinu 10 dINJeu Ul SOUIJIP
a]qejou ou - (%11) L4dd (%81)
asearoul uondwnsuod J1sag[eue
“(9¢€1) asearour ured 47 Jyoom
pue uonoa[ur £7z-ey I1SIJ Usam1aq
SHYS 210w 10 | Pey (%SY)
siuoned uonendod dd 11/0S :HYUS

D UIoAwou pue
‘uorsnpour < wySu (o uoiqniido

(o104 1) (LT =) w/BW 0gL
Aderoypowato sA (31 =) 68-IS NA-$=Wad)
Aprys Adeiaypowayo

11 aseyd pastwopue: purq-o[qnop 1o (AT b 051) 68-18

SYOIM {7 IOy papuljqun

Apms guounean-jsod meb
SJUQWISSISSE SYIUOUW {7 :dn-mof[oy

TR

SO ‘An1qeId[o) ‘Aioyes ‘asuodsar

Jo andsop ured
QUOq pUB JUAURLAI}
QoueuUSUIEW SULIND
10 AW0}021410
[eIdJE[Iq YR
SISEJSE)OW QUOq pue
OddD wim suened g¢

[ “Apms | oseyd pasrwopuer
‘6g-wnnuoxns pue Adersyiowayod
Fursn 100ued ayeysoxd ur ured suoq
JO uoner[[ed "Hf UIPSIM TN
Jowy[ey (A S109KY ‘g WOnSPION
SN UQISpH Y UUBWLIOWIWIZ

£ uewuIn) ¢J Sueng ¢S UOSS[IN

)1 UONBOO[[B ‘UONRZIWOPURT
q071 (NOIS woy paydepe)
NOIS Ayipifea [edrofopoyour

S)nsax

ugIsap Apmys UOHUIAI)UT

uonendod

apy ‘sioyne

(ponunuod) 9 Jqqe,

pringer

Qs



Eur J Nucl Med Mol Imaging

pauodai jou J0)/Surpuny

payodar Ajxood Aoyes
(ured)

s1ojowrered jurodpuo jo uonrugop
pajodar

$1S9) OTISIIE]S UO UOTBULIOUI OISEq
uonsonb-Q)Id oy Jo ed jou

K101X0) JO 9SNBIAq
pasiendsoy (Aderoyjowayo)
syuoned / ‘sA (68-1S) syuaned g

(500>a)
dnoi3 Aderoyrowayd ur 103p30
QIOAQS + P[IW oW APuBdIuSIS

dnoi3
68-IS Ul prur AJ[e1ouas s)o9jo opIs
:K105es
sdnoi3 uoamioq
SOOUQIQYIP OU :XIPUI ASJoutes]
sdnoI3 ueamiaq SURIIP ou
:(UO1ONPAI JO ISBAIOUI) dSh JIsdF[eue
A1oanadsar ‘71 pue
6 °9 3PeM I8 S0°0 PUB ‘8000 =d
200°0 > d :Aderoygiowoyo
SA6€0°0 PU® ‘7100 ‘910°0 =d *68-1S
Tl
Sy09M Je paonpar :Aouonboy ured
(15L°0=d ‘sdnoi3
U22M12q 20URIYIP) (6£0°0 =)
€61 :dno1g Adeiayowayd
(060°0=4a) ¢1°C :dno1d
68-1S :syeam 7T e Aysudur ured
(S99 =d ‘sdnoi3

ured

Jo uorssaioid [nun 10 syeam 7|
10y m¢b :juowssasse/dn-mojjoy

Kouanbayy
pue Aysudur ured :syurodpuo

uonouny

Teuasr pamedun Apueoyiudis
‘Kderayyowoyd 10 6g-1g Joud
UOISN[OXd

SyIuow £<

Koueyoadxa 9J11 Sjuounean

(sKep 2A1INOASUOD

8€LLS8S1/peuuqnd/a03
YU Igoummm //:dny
LesEw6rIdy

st Aderoyggowoyd ypim uostedwo)  udamidq duIPIp) (100°0 > d) o1s93eue adsop ured Junsisiod € uo AT 3y/8w 170 so1soF eue 500z "Seury woydwAs ureg
q071 (NOIS woy paydepe)
NOIS Aypifea [ed13ojopoyjaux S)nsax ugisop Apmys UONUIAI)UT uonendod PN ‘saoyine

(ponunuod) 9 Jqqe,

pringer

Qs


http://www.ncbi.nlm.nih.gov/pubmed/15857738
http://www.ncbi.nlm.nih.gov/pubmed/15857738

Eur J Nucl Med Mol Imaging

Intermediate and long-term follow-up

Intermediate and long-term follow-up should be decided and
personalised by the treating physician based on each particular
case and on the patient’s following treatments. Taking this into
account, some general recommendations are:

* A complete blood count may be performed every 3 months
for 1 year and then every 6 months. However, blood count
may be performed more frequently if clinically necessary.

» Imaging (e.g. bone scan, PET/CT, CT, MRI, see also section
on therapy prerequisites, data required) should be performed
periodically depending on clinical symptoms, duration of dis-
ease, tumour biology, and previous course of the disease, but
no later than 3 months after the last cycle of radium-223.
Imaging is commonly repeated in semi-annual or annual
intervals.

*  Monitoring of appropriate biomarkers (e.g. PSA, LDH, CRP,
ALP) should be performed periodically depending on clinical
symptoms, duration of disease, tumour biology, and previous
course of the disease. Common are 3- to 6-month intervals in
the beginning and annual intervals in the long-term.

*  Clinical follow-up should be performed periodically depend-
ing on clinical symptoms, duration of disease, tumour biolo-
gy, and previous course of the disease. Common are 3- to 6-
month intervals in the beginning and annual intervals in the
long-term. Special attention should be paid to the possible
development of adverse effects in the long-term, in particular
to bone marrow suppression.

Evidence tables

No systematic review explicitly addressing prostate cancer and
radium-223 was identified, but there were three randomised con-
trolled trials done with radium-223 and another randomised con-
trolled trial done with strontium-89 (Table 6).

Issues requiring further clarification

» Safety and efficacy of radium-223 in predominantly
osteolytic bone metastases.

» Effect of concurrent use of calcium, phosphates or vitamin
D on safety and efficacy of radium-223.

» Effect of concurrent use of other life prolonging drugs
(e.g. abiraterone, enzalutamide, chemotherapy) on safety
and efficacy of radium-223.

*  Optimal therapeutic sequence of radium-223 and other life
prolonging drugs (e.g. abiraterone, enzalutamide,
chemotherapy).

@ Springer

» Safety and efficacy of radium-223 in patients with blood
cell counts below the limits specified in the section on
relative contraindications. Reasonability to increase
values before treatment, e.g. by red blood cell transfusion
or treatment with colony-stimulating factors.

+ Efficacy of radium-223 using an incomplete number of
cycles or a dosing delay exceeding 4 weeks (see section
on interruption of therapy, delay of treatment cycles).

+ Interim determination of non-responders in whom contin-
uation of treatment would be futile.

» Safety and efficacy of re-treatment with radium-223 in
patients who had received full six cycles.

* Role of radium-223 imaging and patient specific dosime-
try for treatment planning and verification.

Disclaimer

The EANM has written and approved guidelines to promote
the cost-effective use of high-quality nuclear medicine thera-
peutic procedures. These generic recommendations cannot be
rigidly applied to all patients in all practice settings. The
guidelines should not be deemed inclusive of all proper pro-
cedures or exclusive of other procedures reasonably directed
to obtaining the same results. Advances in medicine occur at a
rapid rate. The date of a guideline should always be consid-
ered in determining its current applicability. The recommen-
dations should be taken in the context of good practice of
nuclear medicine and do not substitute for national and inter-
national legal or regulatory provisions.
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