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Lay Summary
MetaTrace FDG Solution for Injection 3000MBq/ml
[fludeoxyglucose, (18F)]
This is a summary of the public assessment report (PAR) for MetaTrace FDG Solution for
Injection 3000MBq/ml (PL 21750/0001; UK/H/2656/001/MR). MetaTrace FDG Solution for
Injection 3000MBq/ml will be referred to as MetaTrace FDG Injection throughout this PAR,
for ease of reading. The PAR explains how MetaTrace FDG Injection was assessed and its
authorisation recommended, as well as its conditions of use. It is not intended to provide
practical advice on how to use MetaTrace FDG Injection.
For practical information about using MetaTrace FDG Injection, patients should read the
package leaflet or contact their doctor or pharmacist.
What is MetaTrace FDG Injection and what is it used for?
MetaTrace FDG Injection is a medicine with a ‘well-established use’. This means that the
medicinal use of the active substance of MetaTrace FDG Injection is well established in the
European Union for at least ten years, with recognised efficacy and an acceptable level of
safety.
MetaTrace FDG Injection is a radiopharmaceutical product that is used with an imaging
technique called Positron Emission Tomography (PET) in patients undergoing diagnostic
procedures where enhanced glucose influx of specific organs or tissues is the diagnostic test.
MetaTrace FDG Injection is used in diagnostic procedures for oncology (tumours),
cardiology (the heart) and neurology (the nervous system) and infectious or inflammatory
diseases.
How does MetaTrace FDG Injection work?
Once a small amount of MetaTrace FDG Injection has been injected, medical images that are
obtained with a special camera will enable the physician to capture images and to see where
your illness is or how it is progressing.
How is MetaTrace FDG Injection used?
MetaTrace FDG Injection will only be used in a hospital and will be handled and given to the
patient by a person who is trained and qualified to use this product safely. MetaTrace FDG
Injection is given to a patient by injection (intravenous administration) about 45-60 minutes
before the imaging procedure begins. One injection is sufficient to conduct the test that the
physician needs. After injection, the patient will be offered a drink and asked to urinate
immediately preceding the test. During the test, the patient will need to be completely at rest,
lying down comfortably, without reading or talking.
Please read Section 3 of the package leaflet for detailed information on dosing
recommendations, the route of administration, and the duration of treatment.
The recommended quantity of this product that is be given to an adult ranges from 100 to 400
MBq (depending on the patient’s body mass, the type of camera used for imaging and the
acquisition mode). Mega Becquerel (MBq) is a metric measurement unit of radioactivity.
The medicine can only be obtained with a prescription.
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What benefits of MetaTrace FDG Injection have been shown in studies?
As fludeoxyglucose (18F) is a well-known substance, and its use in PET diagnostic imaging
in the indications sought (oncology, cardiology, neurology and infectious or inflammatory
diseases) is well established, the applicant presented data from the scientific literature. The
literature provided confirmed the efficacy and safety of PET diagnostic imaging with
fludeoxyglucose (18F) in the indications sought.
What are the possible side-effects from MetaTrace FDG Injection?
Like all medicines, this medicine can cause side effects although not everybody gets them.
For information about side-effects that may occur with using MetaTrace FDG Injection,
please refer to the package leaflet or the Summary of Product Characteristics (SmPC)
available on the Medicines and Healthcare products Regulatory Agency website.
Why is MetaTrace FDG Injection approved?
The MHRA decided that the benefits of MetaTrace FDG Injection outweigh the identified
risks and it was recommended that this product be approved for use.
What measures are being taken to ensure the safe and effective use of MetaTrace FDG
Injection?
Known side effects are continuously monitored. Furthermore, new safety signals reported by
patients and healthcare professionals will be monitored and reviewed continuously as well.
Other information about MetaTrace FDG Injection
The UK granted a marketing authorisation for MetaTrace FDG Injection to PETNET
Solutions Limited on 16 March 2007 (PL 25936/0001) but subsequently underwent a change
of ownership procedure to Siemens PLC on 19 July 2007. Following an outgoing Mutual
Recognition (MR) procedure (UK/H/2656/001/MR), France, Portugal and Spain agreed to
grant a licence for this product on 06 October 2009. Marketing authorisations have since
been withdrawn from Spain and Portugal.
The full PAR for MetaTrace FDG Injection follows this summary.
For more information about treatment with MetaTrace FDG Injection, read the package
leaflet or contact your doctor or pharmacist.
This summary was last updated in June 2015.
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Introduction

Based on the review of the data on quality, safety and efficacy, the UK granted a marketing
authorisation for the medicinal product MetaTrace FDG Injection 3000mBq/ml (PL
25936/0001) on 16th March 2007. A change of ownership was carried out and the original
marketing authorisation was cancelled on 19 July 2007 and a new marketing authorisation,
PL 21750/0001, granted to Siemens PLC on 19 July 2007.
The product is a sterile pyrogen free aqueous solution intended for intravenous administration
for use a diagnostic radiopharmaceutical in Positron Emission Tomography (PET).
MetaTrace FDG Injection is indicated for imaging in patients undergoing oncologic
diagnostic procedures describing function or diseases where enhanced glucose influx of
specific organs or tissues is the diagnostic target.
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MetaTrace FDG Injection is formulated as a clear, colourless or slightly yellow solution for
injection.

II.2

Drug Substance

Fludeoxyglucose (18F)
rINN:
Chemical name:

Molecular formula:
Molecular weight:
Appearance:
[18F]t1/2:

Fludeoxyglucose (18F)
2-[18F]fluoro-2-deoxy-D-glucopyranose (2-[18F]fluoro-2-deoxy-Dglucose)

C6H1118FO5
181.15 g.mol-1
Clear, colourless and slightly yellow solution.

109.8 min

A satisfactory description of the manufacture of the drug substance has been provided. An
appropriate specification based on the European Pharmacopoeia has been provided.
Analytical methods have been appropriately validated and are satisfactory for ensuring
compliance with the relevant specifications.
Satisfactory specifications and certificates of analysis are provided for all raw materials and
equipment.
The drug substance is not isolated and the drug substance per se is not evaluated.

II.3

Medicinal Product

Other Ingredients
The other ingredients of MetaTrace FDG Injection are ethanol and water for injections. All
the excipients are controlled to Ph Eur monographs.
Each vial will contain a volume up to 10ml that is determined for each vial based on the
number of patients involved, on the time of administration, on the diagnostic dose and on the
permitted radioactivity to be transported.
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Manufacture
A satisfactory description of the manufacturing process was provided. Satisfactory media fill
studies for three batches of five vials are provided. No bacterial growth is observed.
Satisfactory certificates of analysis are provided.
Finished product specification
The finished product specification is satisfactory. Acceptance limits have been justified with
respect to conventional pharmaceutical requirements and, where appropriate, safety. Test
methods have been described and have been adequately validated, as appropriate. Batch data
have been provided and comply with the release specification. Certificates of analysis have
been provided for any working standards used.
Container closure system
The product is intended to be packaged in a 10ml sterile and pyrogen free type 1 glass vial
closed with a grey butyl rubber septum and sealed with an aluminium crimp ring seal.
Satisfactory specifications and certificates of analysis of the closure container system are
provided.
Stability
Finished product stability studies have been conducted in accordance with current guidelines.

II.4

Discussion on chemical, pharmaceutical and biological aspects

The grant of a marketing authorisation is recommended for this application.

III Non-clinical aspects
III.1 Introduction
PETNET Solutions Limited is seeking a marketing authorisation for MetaTrace FDG. This is
a fludeoxyglucose (FDG) solution radiolabelled with a fluorine 18 ([18F] FDG) injectable
formulation indicated for diagnostic imaging using positron emission tomography. The
proposed product is stated to be similar to another one which was first marketed in France
in1998.
The drug substance is described in the Pharmacopoeia as 2-[18F]-fluoro-2-deoxy-D-glucose,
the chemical name is [18F]-2-fluoro-2-desoxy-ß-D-glucopyranose more commonly named
[18F] FDG.
It is indicated for oncology, cardiology and neurology.
Oncology - (from the SPC): “MetaTrace FDG is indicated for imaging in patients undergoing
oncologic diagnostic procedures describing function or diseases where enhanced glucose
influx of specific organs or tissues is the diagnostic target.” The complete list of indications is
given in the SPC.
Cardiology – (from the SPC): “Evaluation of myocardial viability in patients with severe
impaired left ventricular function who are candidates for revascularisation when conventional
imaging modalities are not contributive.”
Neurology – (from the SPC): “Localisation of epileptogenic foci in the presurgical evaluation
of partial temporal epilepsy.”
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The radioactive concentration is 3000 MBq/ml at the date and time indicated on the label.
The only other non-active ingredients are ethanol and water for injections. The recommended
activity for adults is 100 to 400 MBq (depending on the body weight of the patient and type
of camera used), administered by direct intravenous injection.
The non-clinical dossier submitted under article 10.1 (a) iii of Directive 2001/83/CE
comprised of a bibliographic review of the published literature and two GLP-compliant
single dose toxicity studies conducted by the Company.
GLP aspects
The two single dose toxicity studies conducted by the Company were GLP-compliant.

III.2 Pharmacology
Primary pharmacodynamics
[18F] FDG is taken up by cells in part by glucose transporters and is then phosphorylated by
hexokinase into [18F] FDG-6 phosphate which cannot be metabolised and is consequently
stored in the cell. The very low doses used for diagnostic purposes (about 30ng/kg) do not
affect glucidic metabolism. The tumour cell has glucose hyperconsumption to the detriment
of the oxidative pathway. This property allows using [18F] FDG as a metabolic marker for
these cells.
Secondary pharmacodynamics
Not applicable.
Safety pharmacology
Not applicable
Pharmacodynamic drug interactions
The company’s expert stated that no non-clinical studies were found in the literature. Section
4.5 of the SPC states that all medicinal products that modify blood glucose levels can affect
the sensitivity of the examination (e.g. corticosteroids, valpoate, carbamazepine, phenytoin,
Phenobarbital and catecholamines).
Assessor’s overall conclusion on the pharmacology
FDG, like glucose, enters the cell by facilitated diffusion and is then phosphorylated at the
position 6 by hexokinase, to form fluoro-2-deoxyglucose-6-phosphate. This phosphorylated
form is not further metabolised and remains trapped in the cell, thereby allowing the tissue to
be detected by scintigraphy.

III.3 Pharmacokinetics
Absorption
Not applicable.
Distribution
After intravenous administration, [18F] FDG is eliminated according to a triphasic curve.
Most of the dose is rapidly distributed throughout the body with a plasma half-life of 0.2-0.3
minutes and the volume of distribution is large. The product is then cleared from the blood
compartment with a half-life of 11.5 minutes. It accumulates in the heart (3-4% in mice), 2.84.1% at 1hour in dogs and the brain (2-3% in mice and 2.1 -3.5% at 2 hours in the dog.)
In cancer cells, [18F] FDG is transported via the cell membrane in a similar manner to
glucose, but only undergoes the first step of gycolysis resulting in formation of [18F]
fludeoxyglucose -6-phosphate, which remains trapped within the tumour cells.
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Metabolism
[18F] FDG is transported via the cell membrane in a similar manner to glucose. It has a
distribution time of 1 minute and elimination time of approximately 12 minutes without
being metabolised.
Excretion
In the dog, after intravenous administration, approximately 16% is excreted during the first
hour and 50% after 2 hours. In humans approximately 20% of the injected dose is excreted in
urine during the first 2 hours.
Pharmacokinetic drug interactions
No non-clinical studies
Assessor’s overall conclusions on the pharmacokinetics
The non-clinical pharmacokinetics appears to be poorly documented.
Following i.v. administration the pharmacokinetic profile of [18F] FDG in the vascular
compartment is biexponential. It has a distribution half-life of 1 minute and an elimination
half-life of approximately 12 minutes. [18F] FDG is distributed mainly to the brain and heart.
Elimination is mainly renal.
In view of the clinical experience with this compound, further non-clinical studies are not
justified.

III.4 Toxicology
Single dose toxicity studies
Literature review
The overview refers to several studies in the published literature data.
A critical analysis of the toxicity of [18F] FDG was conducted by Ruhlman et al. 1998. This
study was based on [18F] FDG obtained by a slightly different method (acidic hydrolysis).
However, the active principle is stated to be identical. The authors’ conclusions were that
[18F] FDG does not represent any particular toxicity or side effect.
A study reported by Bressel et al. (1973) determined that the LD50 i.v. of FDG in the rat was
approximately 600 mg/kg.
Studies conducted by the applicant
There were two studies conducted by the applicant in order to demonstrate that 2-Fluoro-2deoxy-D-glucose caused no apparent toxicity after single administration by the i.v. route of
administration in the Swiss mouse and the Sprague Dawley rat. These studies were GLPcompliant. The studies were conducted in 2005. In both species groups of 10 animals (5
males and 5 females) were dosed at 0.2μg/kg (10ml/kg and 25ml/kg in rats and mice
respectively) as a solution in the vehicle. The dose was selected on the basis of the diagnostic
dose in humans i.e. 0.12 μg/kg of nonradioactive FDG (2-[19F]Fluoro-2-deoxy-d-glucose) in
a human of about 70 kg. The dose administered represents a dose about 165 and 100 times
the human dose in mice and rats respectively. There was a control group treated with the
vehicle (0.9% sodium chloride solution) in each study. Animals were monitored for two
weeks. There were no deaths and no treatment related effects on body weight, food and water
consumption. At gross pathological examination there were no treatment related effects on
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the organs examined (liver, spleen, kidneys, stomach, intestines, gonads/reproductive tract,
lungs, heart and injection site). Histopathological examination was not conducted.
Repeated dose toxicity studies
In a study reported by Som P. et al (1980) the subacute toxicity of nonradioactive FDG was
evaluated. Mice were dosed by intraperitoneal injection at 14.3 mg/kg once per week for 3
weeks whilst dogs were dosed by i.v. injection at 0.72mg/kg per week for 3 weeks. There
were no treatment related overt signs of toxicity. There were no treatment related effect on
clinical chemistry in the blood, urine or cerebrospinal fluid nor on gross and histopathology
in the brain, heart, spleen, liver, kidneys, lungs, ovaries and testes.
Reproductive and developmental toxicity
There are no non-clinical studies reported. There is no data concerning the use of this product
during pregnancy or lactation in women. There is advice concerning the use of radioactive
medicinal products in section 4.6 of the SPC.
Genotoxicity
There are no studies. In view of the structure of the compound and the fact that it is intended
for single use, this is not an impediment to the grant of a marketing authorisation.
Carcinogenicity
There are no studies. These studies are not required for this product.
Local tolerance
There is no non-clinical data. FDG is not irritant when administered i.v. in humans.

III.5 Environmental Risk Assessment
The relevant guideline states that carbohydrates are exempted from the requirements for ERA
because they are unlikely to result in significant risk to the environment. The risk assessment
only addressed the radioisotopic label. The entry of 18F to the environment from the
administration to patients will be very small and is not of immediate risk to the environment.
The half-life of 110 minutes means that there will be no cumulative effect on the
environment.

III.6 Discussion on the non-clinical aspects
The single dose toxicity has been documented in the literature and evaluated in two species in
modern day studies conducted by the applicant. There were few repeated dose toxicity
studies in the literature and these were stated to be not GLP-compliant. However since the
product is intended for single use only further non-clinical studies are not required. There
were no local tolerance studies but no local intolerance has been reported in humans.
In conclusion, in view of the extensive clinical experience, the safety in use in clinical use
has been established and further non-clinical studies are not warranted.
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IV Clinical aspects
IV.1 Introduction

Fludeoxyglucose radiolabelled with [18F]fluorine ([18F] FDG) is the most widely used
positron emission tomography (PET) radiotracer. Like any other radiotracer [18F] FDG has
two basic components: a molecule (FDG) carrying a radioactive isotope (18F). FDG will be
responsible for the characteristic distribution pattern after administration while the 18F will
allow visualisation of this patter using suitable equipment (ideally a PET camera). As 18F
decays to stable Oxygen (by emitting a positron) FDG is converted into glucose.
[18F] FDG originated from the development of [14C]-2-deoxyglucose (DG) imaging with
autoradiography in animals. Nonradioactive FDG is formed by substituting F for H in the 2
position of DG. Both DG and FDG were originally developed as drugs to block accelerated
rates of glycolysis in tumours because at pharmacological doses FDG (DG)-6-PO4 builds up
in cells and shuts down further phosphorylation of glucose by binding to hexokinase.
Although FDG was successful in this, side effects in the central nervous system prevented it
from being successfully developed as an anti-tumour drug; at these very high masses FDG
also shut down glycolysis of the brain which cannot switch to other substrates in the adult.
Nevertheless, at tracer doses [18F] FDG has been used more and more widely since the 70’s,
jumping from the research academic centres into the clinical arena in the 90’s. This is due to
several factors, most notably:
• Development of simple yet adequate kinetic models to interpret its patterns of distribution
over time
• Development of newer, better more cost-effective PET cameras
• Technical improvements in computers (analysis and display workstation, storage of digital
data and digital networks)
• Development of central radio pharmacies with distribution networks (so the PET centres did
not have to rely on having a cyclotron on-site to produce the doses)
• Acceptance by third party payers of its role in management of different disease (most
notably neurology, cardiology and oncology), leading to increased reimbursement.
As with any other radiotracer, [18F] FDG must be used in conjunction with suitable
equipment and the final outcome of the tests will depend greatly on the equipment used,
patient preparation, and image acquisition, processing and analysis techniques. It is then
important to isolate the technical component when analysing the results of the clinical studies
published since a great source of heterogeneity will be the different equipment used in these
investigations.
Indications
[18F] FDG is for diagnostic use only. The applicant proposes the following indications:
Oncology:
Diagnosis:
• Characterisation of solitary pulmonary nodule
• Detection of a primary cancer of unknown origin revealed for example by cervical
adenopathy, liver or bones metastases
• Characterisation of a pancreatic mass.
Staging:
• Head and neck cancers including assistance in guiding biopsy
• Primary lung cancer
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• Locally advanced breast cancer
• Oesophageal cancer
• Carcinoma of the pancreas
• Colorectal cancer particularly in restaging recurrences
• Malignant lymphoma
• Malignant melanoma, Breslow >1.5 mm or lymph node metastasis at first diagnosis
Monitoring of therapeutic response:
• Head and neck cancers
• Malignant lymphoma
Detection in case of reasonable suspicion of recurrences:
•Glioma with high grade of malignancy (III or IV)
• Head and neck cancers
•Thyroid cancer (non-medullary): in patients with increased thyroglobulin serum levels
and negative radioactive [131I] iodine whole body scintigraphy
• Primary lung cancer
• Breast cancer
• Carcinoma of the pancreas
• Colorectal cancer
• Ovarian cancer
• Malignant lymphoma
• Malignant melanoma.
Cardiology:
• Evaluation of myocardial viability in patients with severe impaired left ventricular function
who are candidates for revascularisation when conventional imaging modalities are not
contributive.
Neurology:
• Localisation of epileptogenic foci in the presurgical evaluation of partial temporal epilepsy.

These indications are in line with the core SmPC released by the MRFG in March 2005.

Expert Report
A satisfactory clinical expert report was provided by a suitably qualified person.
Bioequivalence
No bioequivalence study is required for this application since this is an intravenous aqueous
formulation.

IV.2 Pharmacokinetics
Introduction and overview
[18F] FDG is a glucose analogue which is accumulated in all cells using glucose as primary
energy source. [18F] FDG is accumulated in tumours with a high glucose turnover.
Following intravenous injection, the pharmacokinetic profile of [18F] FDG in the vascular
compartment is biexponential. It has a distribution time of 1 minute and an elimination time
of approximately 12 minutes.
The cellular uptake is performed by tissue-specific carrier systems which are partly insulindependent and, thus, can be influenced by eating, nutritional condition and the existence of
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diabetes mellitus. In patients with diabetes mellitus a reduced uptake of [18F] FDG into the
cells occurs due to a changed tissue distribution and glucose metabolism.
[18F] FDG is transported via the cell membrane in similar fashion to glucose, but only
undergoes the first step of glycolysis resulting in formation of fludeoxyglucose [18F] -6phosphate which remains trapped within the tumour cells and is not further metabolised.
Since the following dephosphorylation by intracellular phosphatases is slow, fludeoxyglucose
[18F]-6-phosphate is retained in the tissue over several hours (trapping-mechanism).
In healthy subjects, [18F] FDG is widely distributed throughout the body, particularly in the
brain and heart, and to a lesser degree in the lungs and liver. Elimination is mainly renal, with
20 % of activity being excreted in urine in the 2 hours following injection.
Binding to renal parenchyma is weak, but because of renal elimination of [18F] FDG, the
entire urinary system, particularly the bladder, exhibits marked activity.
[18F] FDG passes the blood-brain barrier. Approximately 7 % of the injected dose is
accumulated in the brain within 80-100 minutes after injection. Epileptogenic foci exhibit a
reduced glucose metabolism in the seizure free phases.
Approximately 3 % of the injected activity is taken-up by the myocardium within 40 minutes.
The distribution of [18F] FDG in normal heart is mainly homogenous; however, regional
differences of up to 15 % are described for the interventricular septum. During and after a
reversible myocardial ischemia, an increased glucose uptake occurs into the myocardial cell.
Approximately 0.3 % and 0.9 - 2.4 % of the injected activity is accumulated in pancreas and
lung respectively.
[18F] FDG is also bound to a lesser extent to ocular muscle, pharynx and intestine. Binding to
muscle may be seen following recent exertion and in the event of muscular effort during the
examination.
Assessor’s overall conclusions on pharmacokinetics
The pharmacokinetics of [18F] FDG have been well characterised in the past. There are no
particular concerns for this type of application.

IV.3 Pharmacodynamics

At the quantities administered for diagnostic studies, [18F] FDG does not have any
pharmacodynamic effects. The images obtained after administration are formed by detecting
the particles emitted (hence the name PET). Interestingly, PET is in fact a misnomer. The
images are formed by detecting photons produced when the positrons emitted by the 18F
atoms collide with their antiparticle. As a result of this collision, two high energy photons
(511 KeV) are generated leaving in opposite directions. It is these photons and not the
positrons themselves which are collected to generate images. Consequently PET is in fact a
form of ART (Annihilation Radiation Tomography).
Assessor’s overall conclusions on Pharmacodynamics
Since the carrier molecule (Fludeoxyglucose) is administered at tracer quantities, there are no
specific concerns with the pharmacodynamic of this product.

IV.4 Clinical efficacy
The applicant presents a comprehensive summary of clinical efficacy in the indications
sought. This summary is based mainly on several pivotal publications:
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• The 3rd German Consensus Conference (Reske 2001)
• The French Standard Options and Recommendations (Bourguet et al 2003)
• The Core SPC approved in March 2005 by the MRFG.
• Supplement of Journal of Nuclear Medicine in June 2001 (Gambhir, 2001).
The latter is perhaps the most comprehensive review of the literature published dealing with
the clinical indications of [18F] FDG, and has been used in the past in during a regulatory
submission in the US.
Assessors’ overall conclusions on clinical efficacy
The clinical efficacy of PET imaging with [18F] FDG in the indications sought (oncology,
cardiology and neurology) are well supported. Most recently, they were also ratified by the
MRFG in their Core SPC (March 2005).

IV.5 Clinical safety

The applicant presents a summarised discussion of the clinical safety aspects of [18F] FDG.
As with any other diagnostic radiopharmaceutical, safety should be divided in two aspects:
• The safety pharmacology aspects of the carrier molecule (Fludeoxyglucose)
• The safety aspects related to the administration of ionising radiation (the 18F positron
emitter).
The quantity of Fludeoxyglucose administered with each injection is at the tracer level and
does not elicit any pharmacologic effects. This has been studied in the past when surveys of
drug-related adverse events in PET clinics in North America revealed no safety concerns
(Silberstein 1998).
Radiation exposure to the patient derived from administering [18F] FDG is well within the
limits of other radiological and nuclear medicine diagnostic procedures. As with any test
involving ionising radiation, [18F] FDG should only be administered when the expected
benefit (diagnostic yield) outweighs the risk. To this effect the safety information provided in
the SPC is adequate.
Assessor’s overall conclusions on clinical safety
The safety aspects of [18F] FDG in clinical use have been well characterised in the past.
There are no particular concerns for this application.

IV.6 Risk Management Plan (RMP)
This application was submitted, and approved, before implementation of the
Pharmacovigilance legislation on 21 July 2012 and, therefore, preceded the mandatory
requirement of an RMP for a new marketing authorisation.

V

User consultation

The package leaflet has been evaluated via a user consultation study in accordance with the
requirements of Articles 59(3) and 61(1) of Directive 2001/83/EC. The language used for the
purpose of user testing the PIL was English.
The results show that the package leaflet meets the criteria for readability as set out in the
Guideline on the readability of the label and package leaflet of medicinal products for human
use.
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VI Overall conclusion, benefit/risk assessment and
recommendation
Quality
The important quality characteristics of MetaTrace FDG Solution for Injection are well
defined and controlled. There are no outstanding quality issues that would have a negative
impact on the benefit/risk balance.

Non-Clinical
In view of the extensive clinical experience, the safety in use in clinical use has been
established and further non-clinical studies are not warranted.

Clinical

The clinical efficacy of PET imaging with [18F] FDG in the indications sought (oncology,
cardiology and neurology) are well supported. Most recently, they were also ratified by the
MRFG in their Core SPC (March 2005).
The safety aspects of [18F] FDG in clinical use have been well characterised in the past.
There are no particular concerns for this application.

Risk/Benefit Assessment
The quality of the product is acceptable and no new preclinical or clinical safety concerns
have been identified. The risk benefit is, therefore, considered to be positive.

The Summary of Product Characteristics (SmPC), PIL and labelling are satisfactory and in
line with current guidelines. In accordance with Directive 2012/84/EU, the current approved
UK versions of the SmPC and PIL for this product is available on the Medicines and
Healthcare products Regulatory Agency website.
The currently approved labels are listed below:
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Table of content of the PAR update for MRP
Steps taken after the initial procedure with an influence on the Public Assessment Report
(Type II variations, PSURs, commitments)
Scope

Procedure
number

Product
information
affected

Date of
start of the
procedure

Date of
end of
procedure

Approval
/ non
approval

To update section
4.1 of the SmPC
to harmonise the
product
information with
the core product
information
(EMA/CHMP/44
8228/2012).

UK/H/2656
/001/IB/01
1

Yes

25 March
2015

20 May
2015

Approval

Assessment
report
attached
Y/N
(version)
Y
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Annex I
Reference:
Product:
Marketing Authorisation Holder:
Active Ingredients:

PL 21750/0001 - 0029
MetaTrace FDG Solution for Injection 3000 MBq/ml
Siemens Plc
Fludeoxyglucose (18F)

Reason:
To update section 4.1 (Therapeutic indications) of the SmPC and the PIL to harmonise the
product information with the core product information (EMA/CHMP/448228/2012).
Supporting Evidence
Section 4.1 of the SmPC was updated in line with the core SmPC for fludeoxyglucose.
The PIL was updated to remove reference to the Portugal and Spain, due to the withdrawal of
Marketing Authorisations in these CMSs.
Evaluation
The RMS requested complete harmonisation of section 4.1 of the SmPC to the text under
“Infectious or inflammatory diseases” in the core SmPC for better readability. A subsequent
revision of Section 4.1 of the SmPC was considered acceptable.
The current approved UK versions of the SmPC and package leaflet for this product are
available on the Medicines and Healthcare products Regulatory Agency website.

Decision Date -

Granted
20 May 2015
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