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An automated radiosynthesis of carbon-11 positron emission tomography

radiotracer [11C]UCB-J for imaging the synaptic density biomarker synaptic

vesicle glycoprotein SV2A was established using Synthra RNPlus synthesizer.

Commercially available trifluoroborate UCB-J analogue was used as a radio-

labelling precursor, and the desired radiolabelled product was isolated in 11 ±

2% (n = 7) nondecay corrected radiochemical yield and formulated as a 10%

EtOH solution in saline with molar activities of 20 to 100 GBq/μmol. The

method was based upon the palladium(0)-mediated Suzuki cross-coupling

reaction and [11C]CH3I as a radiolabelling synthon. The isolated product was

cGMP compliant as demonstrated by the results of quality control analysis.
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1 | INTRODUCTION

Synapses are specialized structures in the brain, which
mediate a functional interaction between two neurons
or between a neuron and another cell type.1 They are

involved in processes of higher brain functions such
as information processing (eg, thinking) or changes
with experience (eg, learning). As such, synapses
are targets of many psychoactive drugs and can
become defective in neurological diseases as well as
psychiatric disorders.2-6 While the synaptic density
can be used as a quantitative biomarker of synaptic
pathology, in human subjects, this can only be deter-
mined through a post mortem autopsy or surgical
resection.7

Abbreviations: PET, positron emission tomography; SV2A, synaptic
vesicle glycoprotein 2A; LCMS, liquid chromatography mass
spectrometry; HPLC, high-pressure liquid chromatography; TLC, thin-
layer chromatography.
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Recently developed is a noninvasive alternative
using positron emission tomography (PET), which for
the first time enables the quantification of synaptic
density in vivo. This is achieved by radiotracers selec-
tive to synaptic vesicle glycoprotein SV2A, a trans-
membrane protein expressed ubiquitously in secretory
vesicles in all brain areas.8 Arising from several struc-
tural scaffolds related to the antiepileptic drug
levetiracetam (LEV, 1; Figure 1)9 the carbon-11 radio-
labelled UCB-J analogue ([11C]2; Figure 1) has been
shown to have excellent in vitro and in vivo properties
for imaging SV2A from both preclinical and clinical
studies.7,10

Therefore, to undertake clinical SV2A PET studies at
our centre, our objective was to establish a manufactur-
ing method for [11C]UCB-J for which a radiosynthesis
method has been developed.7,10,11 Herein, we report
development of the fully automated and cGMP compliant
radiosynthesis of [11C]UCB-J using Synthra RNPlus auto-
mated radiosynthesizer.

2 | MATERIALS AND METHOD

2.1 | General techniques

All anhydrous solvents were purchased from Aldrich,
Alfa Aesar, or Acros and used as received unless oth-
erwise noted. Water for injection was purchased from
Braun and sodium chloride 0.9% w/v injection BP
from Kent Pharmaceuticals. Water for cleaning of the
synthesizer was Millipore (18.2 MΩ), and water used
for the radiosynthesis was BP grade. The radiolabelling
precursor and the reference material were obtained
from UCB, Belgium. The Sep-Pak Classic C18 car-
tridges were purchased from Waters and the empty
3-mL SPE columns with frits Chromabond from
Macherey-Nagel. Ethanol for injection was purchased
from Merck.

Radiochemical yields for the product were based on
[11C]CH3I and decay corrected unless otherwise stated.

2.2 | Radiosynthesis of [11C]UCB-J on
Synthra RNPlus

Prior to each production, the automated synthesizer was
cleaned using H2O and absolute EtOH and acetone. The
[11C]CH3I delivery line was tested for flow and leak tight-
ness. The GE MeI module was preconditioned (heating
followed by the cooling of the Ni- and porapak ovens)
using automated PREPARATION stage of the module.

The automated Synthra RNPlus set up was as follows
(see Figure 2):

A3: 0.3 mL DMF:H2O 8:1 v/v
B3: 1.6 mL 1M aq HCl
C1: 13 mL NaCl 0.9% BP
C2: 1.4 mL absolute EtOH
C3: 15 mL H2O for injection
SPE: 50 mL H2O for injection
C18: Classic cartridge, conditioned with 5 mL EtOH,
10 mL H2O, then 2 mL air
Filter frit: filled with 3.2 mL HPLC eluent, placed
between V47 and V25
HPLC: Semipreparative column Gemini-NX C18
250x10 mm, 5 μm, 100 Å, eluting with 65% 100 mM
ammonium formate pH 9.2 and 35% MeCN; flow
8 mL/min, λ = 254 nm
REACTOR 1: 1.6-1.7 mg (R)-trifluoro(4-((2-oxo-4-(3,-
4,5-trifluorophenyl)pyrrolidin-1-yl)methyl)pyridin-1-ium-
3-yl)borate (UCB-J precursor) in 54 μL MeOH and 22 μL
1M aq HCl
REACTOR 2: 28 μL potassium carbonate aqueous
solution (4-5 mg in 280 μL H2O), 244 μL bis
(dibenzylideneacetone)palladium(0) solution in anhy-
drous DMF (1.0-1.5 mg Pd (dba)2 in 488 μL DMF), 200
μL tris(o-tolyl)phosphine solution in anhydrous DMF
(2.0-2.5 mg P(o-Tol)3 in 500 μL DMF), and 500 μL anhy-
drous DMF
PRECURSOR ACTIVATION: Precursor activation is a
step that commences at the same time as the cyclotron
target bombardment starts and precedes the oxidative
insertion of Pd to carbon-halide bond. The activation of
the precursor is achieved by placing the precursor into
the reactor 1, adding MeOH and HCl, and stirring the
mixture over 30 minutes at ambient temperature. The
mixture is then dried in the stream of He and under vac-
uum and finally only vacuum after which it is redissolved
in DMF:H2O (0.3 mL, 8:1 v/v) and transferred from reac-
tor 1 to reactor 2.

[11C]CO2 is produced via the nuclear reaction 14N
(p,α)11C using GE PETtrace cyclotron from 0.5% O2

enriched N2. Typically bombardment was performed at
35 μAh over 40 to 45 minutes. The produced [11C]CO2

FIGURE 1 Positron emission tomography radiotracers for

imaging SV2A, a biomarker of synaptic density and the

radiosynthetic strategy used for preparation of [11C]UCB-J
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was then converted to [11C]CH3I using a GE MeI module
via reduction to [11C]CH4 using a Shimalite nickel cat-
alyst/column followed by condensation reaction of [11C]
CH4 with I2 at 720�C during the recirculation after which
[11C]CH3I is trapped on the Porapak and released upon
heating. The produced [11C]CH3I was received in the
reactor 2 of the Synthra RNPlus automated module and
bubbled through the mixture containing base, ligand,
and catalyst solution and DMF (see REACTOR 2) at –
15�C for 4 to 7 minutes during the number of counts per
second in the reactor 2 peaked. The reaction mixture was
then heated to 30�C for 3 minutes to allow for oxidative
insertion of Pd to carbon-halogen bond to occur. The
activated precursor was then added (see PRECURSOR
ACTIVATION) as DMF:H2O solution, and the reaction
mixture was allowed to heat to 100�C over 5 minutes.
After this time, the reaction mixture is allowed to cool to
30�C and then quenched with HCl from B3 and loaded
onto the high-pressure liquid chromatography (HPLC)
loop via the syringe and by passing the mixture through
the SPE column with frit containing eluent. The semi-
preparative purification finally yields desired [11C]UCB-J,
which is collected in the SPE flask containing H2O and
then trapped on the C18 Classic cartridge. The product is
washed with H2O and then eluted with EtOH and formu-
lated as a saline solution and dispensed in the grade A
isolator by passing the mixture through the sterile filter.

2.3 | QC analysis

Prerelease QC of [11C]UCB-J took approximately
30 minutes and was performed as described previously.12

Release criteria and the results of three typical produc-
tion experiments are summarized in Table 2. The pH of
the product was determined using Seven Excellence pH
meter, and the visual check was performed behind a
lead-shielded window. Chemical and radiochemical iden-
tity and purity were analysed by analytical radio-HPLC
on the ThermoFisher Ultimate 3000 HPLC system using
Waters XBridge C18 reverse phase column (3.5 μm,
100×3.0 mm) eluting with 30% MeCN in 10 mM sodium
phosphate at 0.8 mL/min. The HPLC system was
equipped with an UV detector (λ = 258 nm) and EG&G
Ortec Amplifier 0.70 kV radioactivity detector. The radio-
chemical purity was determined as the percentage of the
[11C]UCB-J peak on the radio-chromatogram. Radio-
chemical identity was confirmed and assessed by compar-
ison of the retention time of the [11C]UCB-J radioactive
peak to that of the UCB-J reference standard peak in the
coinjection sample. The chemical amount of [11C]UCB-J
and cold impurities was determined by quantification
and relative comparison of the corresponding UV absor-
bance peaks of the QC sample and reference standards of
known concentration. The acceptance limit of 10 μg for
UCB-J in the injection dose was established based on the
selected animal toxicity study taking into account guide-
line on setting permitted daily exposure by European
Medical Agency. The maximal allowable injection vol-
ume (Vmax) of radiotracers produced at the Wolfson Brain
Imaging Centre (WBIC) is by default limited to 10 mL
and was calculated based on the chemical amount of
[11C]UCB-J and cold impurities relative to their specifica-
tion Vmax = 10 μg/specification of [11C]UCB-J found in a
QC sample (μg/mL). Molar activity (Am) was calculated

FIGURE 2 Automated radiosynthesizer Synthra RNPlus as the platform for the radiosynthesis of [11C]UCB-J
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as the ratio of radioactivity in GBq and the amount of
UCB-J (μmol) at the time of anticipated application
(20 min after the EOS). The integrity of the Acrodisc
Supor Membrane filter (0.2 μm, 25 mm) was tested using
the filter integrity (ie, bubble point) test. Sterility, bacte-
rial endotoxins, radionuclidic identity, and residual sol-
vent analyses of the product were assessed as the
postrelease tests. Endotoxin content in [11C]UCB-J doses
was measured with the Charles River Laboratories Endo-
safe Portable Test System. Residual solvent analysis was
performed on Thermo Focus Gas Chromatograph
equipped with the Thermo column (60×1.80×0.8500) and a
flame ionization detector. Radionuclidic identity was
determined by measuring [11C]UCB-J activities in tripli-
cate at different time points (5-min intervals) using

Veenstra VDC-505 radioisotope dose calibrator, and the
half-life was calculated as per the following: t1/2 = –ln2�
((t2 – t1)/ln(A2/A1)), whereby t1 and t2 are two different
times and A1 and A2 are radioactivity measured at times
t1 and t2, respectively.

3 | RESULTS AND DISCUSSION

The radiosynthesis of [11C]UCB-J is based on the applica-
tion of the palladium(0)-mediated Suzuki cross-coupling
reaction between the carbon-11 methyliodide ([11C]CH3I)
and trifluoroborate precursor 3 (Figure 1).7,10,11,13,14 Ini-
tially explored method employed a more common Suzuki
reacting partner, ie, the corresponding boronic acid15 (eg,
4 in Scheme 1) as a radiolabelling precursor; however,
the boronic acid precursor 4 proved to be unstable upon
storage resulting in poor reproducibility and unreliable
radiochemical yields. Further investigation indicated that
while trifluoroborate 3 can be used as a radiolabelling
precursor for [11C]UCB-J, the actual reacting specie is the
boronic acid, thus necessitating a need for a mixture of
trifluoroborate 3 and 3-10% of the boronic acid 4 to be
present in the reaction vessel.11,14

While the application of the mixture improved repro-
ducibility of the method, it made it non-GMP compliant
for which reason Onega and coworkers11 developed an
improved protocol whereby the boronic acid was formed
in situ by treatment of trifluoroborate 3 with 1M HCl
(Scheme 1).

In our hands, in situ preparation of boronic acid
worked sluggishly (Table 1 and Table S1). Based on the
method developed by Onega et al,11,14 hydrochloric acid

SCHEME 1 Radiosyntheses of [11C]UCB-J via direct Suzuki

cross-coupling of borate precursor 3 or via the boronic acid

intermediate

TABLE 1 Various conditions for the in situ preparation of boronic acid precursor 4

Entry Conditions Concentration, mg 3 in HCl: MeOH Time, min LCMS Conversion, %

1 HCl in dioxane 2 mg in 0.25:2 mL 40 0

2 HCl in MeOH 3 mg in 0.5:3 mL 40 24

3 HCl in H2O 1.9 mg in 0.5:2 mL 190 39a

4 HCl in H2O 1.8 mg in 22:54 μL 32 0

5 HCl in H2O 1.8 mg in 0.2:0.5 mL 37 38b

aAq. HCl added in 2×0.25 mL portions.
bReaction performed with the crude material.
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was employed and reaction progress monitored by the
liquid chromatography-mass spectrometry (LCMS) using
HCl in different solvents. The application of HCl in diox-
ane gave none of the desired boronic acid 4 (entry 1). In
methanolic HCl, a 24% conversion by LCMS was
achieved after 40 minutes (entry 2). Using the aqueous
solution of HCl (c=1 M) afforded desired 4 in maximum
39% LCMS conversion after repeated addition of the acid
and extended reaction time. We speculated that it was
the concentration of the reaction mixture, which deter-
mined the conversion to the desired boronic acid 4. To
test this, the aqueous HCl used by Onega et al11 was
employed at 63 and 6.3 mM total reaction concentrations
to afford 0% and 38% LCMS conversion over the same
period of time, respectively. This suggested that complete
conversion to boronic acid was not essential; however,
the mixture of unreacted trifluoroborate 3 and boronic
acid 4 was required to be free from MeOH/HCl prior to
Suzuki cross-coupling reaction. The smaller volume of
solvents (MeOH/HCl) would be quicker to remove; thus,
we set out to use 63 mM concentration and perform the
radiochemical step next. To implement an automated

method for [11C]UCB-J manufacture, we decided to use a
Synthra RNPlus module (Figure 2).

While the main disadvantage of using Synthra
RNPlus module, which is intended for radioactive fluori-
nations, was a requirement for the external source of
[11C]CH3I, the module presented several advantages par-
ticular to the case of [11C]UCB-J as follows: (a) two reac-
tors that are ideal for the in situ preparation of the
reacting precursor 3/4 and subsequent Pd-mediated
Suzuki coupling; (b) size of the reactors which allows for
larger volumes particularly for the injection of crude
reaction mixture onto semipreparative HPLC column;
spare valves that allow for introduction of external gases,
eg, [11C]CH3I; (d) spare connection points for the filter
frit and the SPE cartridge to allow filtration of the crude
mixture and product formulation; and (e) easily replace-
able HPLC injection loop and corresponding injection
syringe to allow for 5-mL injection volumes.

The availability of two reactors proved beneficial for
two reasons. It was quickly determined that the
activation/hydrolysis of precursor 3 cannot be per-
formed in the same reactor as the subsequent coupling,
presumably due to the deactivation of Pd-phosphine
complex in the presence of acid. Furthermore, consider-
ing the mechanism of classical Suzuki cross-coupling
reaction (Scheme 2), Pd-complex insertion into the
carbon-halide bond of [11C]CH3I (I to II), ie, oxidative
addition, must precede transmetallation (III to IV) for
which reason the activated precursor 3/4 is added once
the [11C]CH3I trapping is complete and reactants
allowed time for oxidative insertion. Allowing the oxi-
dative insertion step to occur ahead of the addition of
boron analogue enabled the successful conversion to
the product as has been demonstrated previously for
other Suzuki transformations.16

In an initial radiosynthesis attempt, 35% of the [11C]
CH3I was converted to [11C]UCB-J as assessed by radio-
HPLC using the following setup: reactor 1 was charged
with the precursor 3/4, MeOH and 1M aq HCl; reactor
2 was charged with Pd(0)-catalyst, (o-Tol)3P and the base
K2CO3 (Figure 2). After 30 minutes of acid-promoted
hydrolysis of 3, the activated precursor 3/4 was dried in
the stream of He over 10 minutes. At the same time,
freshly produced [11C]CH3I was trapped in the mixture
of catalyst, ligand, and base in total volume of 0.5 mL
and then heated to 30 �C over 3 minutes after which
time activated 3/4 in DMSO was added and reaction
proceeded at 130�C. In a repeated follow-up attempt, 0%
conversion to [11C]UCB-J was observed. This discrep-
ancy in the observed conversion to the product led to
the detailed investigation of reaction parameters and
helped identify critical aspects of the radiosynthesis
(Table 2).

TABLE 2 Critical parameters in the radiosynthesis of [11C]

UCB-J as determined through repeated experiments (n = 54)

Entry Parameter/Step

Improvements in
Reproducibility Achieved
When

1 Drying activated
precursor

Drying performed with
vacuum in the stream of
He

2 Reaction solvent
DMF

Dried over molecular sieves.
Bottle replaced every 2
weeks

3 Trapping of [11C]
CH3I

Reaction volume in reactor 2
increased to 1.1 mL and
reactor 2 pressurised
before trapping

4 Semi-prep HPLC
purification

Using 5 mL injection loop
and diluting the reaction
mixture with eluent and
filtering prior to injection

5 Quality of [11C]CH3I Using [11C]CH3I with high
molar activity
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The most important factor determining the success of
the reaction proved to be efficient removal of HCl/MeOH
from the activated precursor 3/4. Thus, solvent removal
using a stream of helium only gave variable results for
which reason solvent removal under vacuum in the
stream of helium was employed. Using the material
activated following this method warranted reliable results
in the subsequent cross-coupling step. DMF is a hygro-
scopic solvent, and reliable radiosynthesis of [11C]UCB-J
was achieved if the bottle was replaced every 2 weeks.
While the exact reasons for this requirement remain
unclear, it was proposed that the moisture from the DMF
could affect the reaction success. Next important
parameter, which improved the trapping efficiency, was
the volume of the reaction mixture. Having a large
10-mL reactor required the total volume of the reaction
mixture to be increased to 1.1 mL (from 0.5 mL
previously reported by others). The reliable radio-
synthesis was achieved however, only if the reactor was

pressurized immediately after the [11C]CH3I trapping,
significantly limiting the radioactivity losses (Table 2).
Another varying factor was reliable loading of the crude
reaction mixture onto the HPLC loop. The crude reaction
mixture due to some Pd particles present was filtered
prior to injection onto the semipreparative HPLC
column. Several different filters (eg, membrane frits)
were employed for this purpose but resulted in blocking.
To overcome complications caused by small filter pores,
filter frit in a syringe (empty SPE column with frit) used
by Onega and coworkers11 was applied. While this
eliminated the majority of Pd-particles present in the
reaction mixture, it led to varying amounts of air in the
lines between V47/V25 and the HPLC syringe. To avoid
this, the SPE column with frit was prefilled with the elu-
ent and the loading onto HPLC loop achieved in two
stages: firstly, half of the eluent was withdrawn and dis-
carded, which was followed by the insertion of the reac-
tor needle back into the reaction solution and second

FIGURE 3 Ultraviolet and

radio traces for the optimized

radiosynthesis of [11C]UCB-J on

Synthra RNPlus module. Note

that for clarity, Ultraviolet (UV)

trace is increased by threefold

magnitude

SCHEME 2 Proposed mechanism of Pd-mediated Suzuki cross-coupling reaction to obtain [11C]UCB-J
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withdrawal of both the crude mixture and the remaining
eluent.

Following closely these requirements, conversions of
up to 90% were reproducibly achieved. The
radiosynthesis was successfully programmed, and typi-
cal automated profile is depicted in Figure 3. The total
synthesis time from the end of [11C]CH3I production
was ~35 minutes. The irradiation and the [11C]CH3I
typically required ~55 minutes. Typically starting
between 10 and 16 GBq of [11C]CH3I, between 0.8 and
1.4 GBq of [11C]UCB-J was produced in the customer
vial as a 10% EtOH solution in saline and with molar
activities of 20 to 100 GBq/μmol. The nondecay
corrected radiochemical yield was 11 ± 1% (n = 7) and
if decay corrected 35 ± 4% (n = 7). The QC analysis of
the produced [11C]UCB-J indicated that the product
conforms to cGMP conditions as demonstrated by the
summarized QC data in Table 3.

4 | CONCLUSIONS

In summary, reproducible radiosynthesis of [11C]UCB-J
using the Synthra RNPlus automated synthesizer has
been achieved with RCY at end of synthesis comparable
to that reported and in compliance with the cGMP regu-
lations. Several modifications to both the reaction condi-
tions (eg, preactivation of the precursor) and the Synthra
RNPlus module (eg, external delivery of [11C]CH3I) were
required to allow for a reliable production protocol and
led to identification of critical reaction parameters. This
in turn allows for the implementation of the described
production protocol in other clinical PET centres for rou-
tine manufacturing of [11C]UCB-J.

ACKNOWLEDGEMENT
The authors would like to acknowledge technical support
of the Synthra GmbH team. Mr. Alexander Jeremies

TABLE 3 Summary of the specifications used for the cGMP radiosynthesis of [11C]UCB-J for multi dose vials

QC Test (Parameter/Method) Release Criteria
Production
1

Production
2

Production
3

Appearance Clear colourless solution Confronts Confronts Confronts

pH 4.5-8.5 6.4 6.1 6.1

HPLC system suitability test Retention time difference less than 8 s in two
injections of reference solution

pass pass pass

Radiochemical identity Retention time of [11C]UCB-J corresponds to
that of reference UCB-J standard, corrected
for the dead-volume between UV and
radio-detector

pass pass pass

Chemical amount of UCB-J ≤10 μg/dose 8.8 8.6 6.8

Chemical amount of desmethyl
UCB-J

≤1.5 μg/dose 0.97 0.59 0.6

Chemical amount of unidentified
impurity

≤1.5 μg/dose 1.44 1.38 1.00

Total unidentified impurity ≤3.0 μg/dose 2.40 2.29 2.00

Radiochemical purity of [11C]UCB-J ≥95% 100 100 100

Molar activity (GBq/μmol) N/A 33.0 23.4 32.1

Strength (MBq in 0.1 mL) N/A 9.1 6.3 6.8

Bacetiral endotoxins (postrelease
test)

≤175 EU/dose (≤17.5 EU/mL) ≤2.5 EU/mL ≤2.5 EU/mL ≤2.5 EU/mL

Filter integrity (postrelease test) Bubble point ≥46 psi (3.17 bar) 3.8 bar 3.7 bar 3.8 bar

Sterility (postrelease test) Pass test pass pass pass

Residual solvent DMF (postrelease
test)

≤0.88 μg/day (≤880 ppm) ND ND 1.5

Formulation solvent EtOH
(postrelease test)

≤10% 7.7% 9.8% 10%

Note. The limits are per injected dose. The desmethyl UCB-J competes with UCB-J for the binding site for which reason the specification for desmethyl UCB-J
is stringent. The unidentified impurities include all impurities in the final formulated product, and they were calculated using 258 nm wavelength absorbance
response.

MILICEVIC SEPHTON ET AL. 157



(Synthra GmbH) is acknowledged for the improvements
of the automated program for the [11C]UCB-J radio-
synthesis. Mr. Ranjit Choolun (WBIC) is acknowledged
for technical assistance with analytical HPLC analysis
and setup. Mr. Paul Burke and Dr. Roberto Canales
(WBIC) are acknowledged for their assistance with run-
ning the cyclotron. Mr. Richard Squire (WBIC) is
acknowledged for technical assistance with running the
GEMeI synthesizer. Dr. Steven Kealey (MICL), Dr. Mayca
Onega (Invicro), and Ms. Rita Tembo (WBIC) are
acknowledged for many helpful discussions.

FUNDING SOURCES
Funding from National Institute for Health Research
(NIHR) Cambridge Biomedical Research Centre, Medical
Research Council grant MR/K02308X/1 is acknowledged.

AUTHOR CONTRIBUTIONS
The manuscript was written through contributions of all
authors. All authors have given approval to the final ver-
sion of the manuscript.

BRIEFS
An automated radiosynthesis of [11C]UCB-J using the
Synthra RNPlus platform is described.

SYNOPSIS
The radiosynthesis of [11C]UCB-J on an automated syn-
thesizer Synthra RNPlus has been described starting from
the trifluoroborate precursor and using carbon-11
labelled CH3I as radiolabelling synthon.

ORCID
Selena Milicevic Sephton https://orcid.org/0000-0002-
1105-6726

REFERENCES
1. Hormuzdi SG, Filippov MA, Mitropoulou G, Monyer H,

Bruzzone R. Electrical synapses: a dynamic signaling system
that shapes the activity of neuronal networks. Biochim Biophys
Acta - Biomembr. 1662;2004:113-137.

2. Proper EA, Oestreicher AB, Jansen GH, et al. Immunohisto-
chemical characterization of mossy fibre sprouting in the hip-
pocampus of patients with pharmaco-resistant temporal lobe
epilepsy. Brain. 2000;123:19-30.

3. Robinson JL, Molina-Porcel L, Corrada MM, et al. Perforant
path synaptic loss correlates with cognitive impairment and
Alzheimer's disease in the oldest-old. Brain. 2014;137:2578-
2587.

4. Glantz LA, Lewis DA. Decreased dendritic spine density on
prefrontal cortical pyramidal neurons in schizophrenia. Arch
Gen Psychiatry. 2000;57:65-73.

5. Tang G, Gudsnuk K, Kuo S-H, et al. Loss of mTOR-dependent
macroautophagy causes autistic-like synaptic pruning deficits.
Neuron. 2014;83(5):1131-1143.

6. Kang HJ, Voleti B, Hajszan T, et al. Decreased expression of
synapse-related genes and loss of synapses in major depressive
disorder. Nat Med. 2012;18:1413-1417.

7. Finnema SJ, Nabulsi NB, Eid T, et al. Imaging synaptic density
in the living human brain. Sci Transl Med. 2016;8(348):1-
9.348ra96.

8. Bajjalieh SM, Frantz GD, Weimann JM, McConnell SK,
Scheller RH. Differential expression of synaptic vesicle protein
2 (SV2) isoforms. J Neurosci. 1994;14:5223-5235.

9. Gillard M, Chatelain P, Fuks B. Binding characteristics of
levetiracetam to synaptic vesicle protein 2A (SV2A) in human
brain and in CHO cells expressing the human recombinant
protein. Eur J Pharmacol. 2006;536:102-108.

10. Nabulsi NB, Mercier J, Holden D, et al. Synthesis and preclini-
cal evaluation of 11C-UCB-J as a PET tracer for imaging the
synaptic vesicle glycoprotein 2A in the Brain. J Nucl Med. 2016;
57(5):777-784.

11. Onega M, Ching H, Roble A, et al. Highly improved and GMP
compliant synthesis of [11C]UCB-J: in situ generation of
boronic acid precursor. Eur J Nucl Med Mol Imaging. 2017;44:
S528.

12. Riss PJ, Rafiqu W, Aigbirhio FI. Radiochemical syntheses, radio-
pharmaceuticals for positron emission tomography. Hoboken
(NJ): John Wiley & Sons; 2011:117.

13. Rokka J, Schlein E, Eriksson J. Improved synthesis of SV2A
targeting radiotracer [11C]UCB-J. EJNMMI Radiopharm Chem.
2019;4:30.

14. Bertoglio D, Verhaeghe J, Miranda A, et al. Validation and
noninvasive kinetic modeling of [11C]UCB-J PET imaging in
mice. J Cereb Blood Flow Metab. 2019;40:1-10. https://doi.org/
10.1177/0271678X19864081. Accessed date July 15, 2019.

15. Pagett AB, Lloyd-Jones GC. Suzuki–Miyaura cross-coupling.
Organic Reactions. Wiley; 2019:547-620.

16. Milicevic Sephton S, Vetterli PT, Pedani V, et al. Synthesis and
biological evaluation of quinoxaline derivatives for PET imag-
ing of the NMDA receptor. Helv Chim Acta. 2017;100:1-17.
e1700204.

SUPPORTING INFORMATION
Additional supporting information may be found online
in the Supporting Information section at the end of this
article.

How to cite this article: Milicevic Sephton S,
Miklovicz T, Russell JJ, et al. Automated
radiosynthesis of [11C]UCB-J for imaging synaptic
density by positron emission tomography. J Label
Compd Radiopharm. 2020;63:151–158. https://doi.
org/10.1002/jlcr.3828

158 MILICEVIC SEPHTON ET AL.

https://orcid.org/0000-0002-1105-6726
https://orcid.org/0000-0002-1105-6726
https://orcid.org/0000-0002-1105-6726
https://doi.org/10.1177/0271678X19864081
https://doi.org/10.1177/0271678X19864081
https://doi.org/10.1002/jlcr.3828
https://doi.org/10.1002/jlcr.3828

	Automated radiosynthesis of [11C]UCB-J for imaging synaptic density by positron emission tomography
	1  INTRODUCTION
	2  MATERIALS AND METHOD
	2.1  General techniques
	2.2  Radiosynthesis of [11C]UCB-J on Synthra RNPlus
	2.3  QC analysis

	3  RESULTS AND DISCUSSION
	4  CONCLUSIONS
	ACKNOWLEDGEMENT
	  FUNDING SOURCES
	  AUTHOR CONTRIBUTIONS
	  BRIEFS
	  SYNOPSIS
	REFERENCES



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles false
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends false
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2001
  ]
  /PDFX1aCheck true
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (Euroscale Coated v2)
  /PDFXOutputConditionIdentifier (FOGRA1)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <>
    /CHT <>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF che devono essere conformi o verificati in base a PDF/X-1a:2001, uno standard ISO per lo scambio di contenuto grafico. Per ulteriori informazioni sulla creazione di documenti PDF compatibili con PDF/X-1a, consultare la Guida dell'utente di Acrobat. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 4.0 e versioni successive.)
    /JPN <>
    /KOR <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die moeten worden gecontroleerd of moeten voldoen aan PDF/X-1a:2001, een ISO-standaard voor het uitwisselen van grafische gegevens. Raadpleeg de gebruikershandleiding van Acrobat voor meer informatie over het maken van PDF-documenten die compatibel zijn met PDF/X-1a. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 4.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENG (Modified PDFX1a settings for Blackwell publications)
    /ENU (Use these settings to create Adobe PDF documents that are to be checked or must conform to PDF/X-1a:2001, an ISO standard for graphic content exchange.  For more information on creating PDF/X-1a compliant PDF documents, please refer to the Acrobat User Guide.  Created PDF documents can be opened with Acrobat and Adobe Reader 4.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /HighResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


