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ORIGINAL RESEARCH Open Access

Radiation dosimetry of 18F-AzaFol: A first in-
human use of a folate receptor PET tracer
Silvano Gnesin1, Joachim Müller2, Irene A. Burger3,4, Alexander Meisel3,5,6, Marco Siano7, Martin Früh7,8,
Matthias Choschzick9, Cristina Müller5,10, Roger Schibli5,10, Simon M. Ametamey5, Philipp A. Kaufmann3,
Valerie Treyer3, John O. Prior11* and Niklaus Schaefer11

Abstract

Background: The folate receptor alpha (FRα) is an interesting target for imaging and therapy of different cancers.
We present the first in-human radiation dosimetry and radiation safety results acquired within a prospective, multicentric
trial (NCT03242993) evaluating the 18F-AzaFol (3′-aza-2′-[18F]fluorofolic acid) as the first clinically assessed PET tracer
targeting the FRα.
Material and methods: Six eligible patients presented a histologically confirmed adenocarcinoma of the lung with
measurable lesions (≥ 10mm according to RECIST 1.1). TOF-PET images were acquired at 3, 11, 18, 30, 40, 50, and 60
min after the intravenous injection of 327 MBq (range 299–399 MBq) of 18F-AzaFol to establish dosimetry. Organ
absorbed doses (AD), tumor AD, and patient effective doses (E) were assessed using the OLINDA/EXM v.2.0 software
and compared with pre-clinical results.

Results: No serious related adverse events were observed. The highest AD were in the liver, the kidneys, the urinary
bladder, and the spleen (51.9, 45.8, 39.1, and 35.4 μGy/MBq, respectively). Estimated patient and gender-averaged E
were 18.0 ± 2.6 and 19.7 ± 1.4 μSv/MBq, respectively. E in-human exceeded the value of 14.0 μSv/MBq extrapolated
from pre-clinical data. Average tumor AD was 34.8 μGy/MBq (range 13.6–60.5 μGy/MBq).

Conclusions: 18F-Azafol is a PET agent with favorable dosimetric properties and a reasonable radiation dose burden for
patients which merits further evaluation to assess its performance.

Trial registration: ClinicalTrial.gov, NCT03242993, posted on August 8, 2017

Keywords: Folate receptor, FOLR1, FRalpha, FRα, 18F-Azafol, Imaging, Positron emission tomography (PET), OLINDA/
EXM, Dosimetry, Lung cancer, Choroid plexuses

Background
The folate receptor-alpha (FRα) is a transmembrane recep-
tor overexpressed in multiple tumor types and has been
explored as a novel target for cancer treatments [1–3].
However, recent trials evaluating FRα-directed antibodies
or drug conjugates, such as farletuzumab and vintafolide,

did not show any benefit in ovarian cancer patients in phase
III studies [4, 5]. The reasons for these negative results were
certainly multiple but may be partially explained by
heterogenous antigen expression in the cancer tissue and
possible off-target binding.
To better predict the FR-related accumulation of a

possible FRα-ligand, molecular imaging is a valuable op-
tion, which has the advantage to provide a spatial distri-
bution of the disease burden. Pre-treatment imaging is
able to evaluate the target distribution regarding homo-
geneity and if any unforeseen binding (sink effect) might
influence the uptake of the targeted agent [6]. A number
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of FRα-targeting imaging agents have been evaluated to
address this issue. Etarfolatide, a 99mTc complexed folic
acid conjugate has been tested clinically to enable selec-
tion of patients prior to Vintafolide treatment [7, 8].
However, Etarfolatide is a single-photon emission tom-
ography (SPECT) tracer with limited imaging resolution
and inferior quantification compared to positron emis-
sion tomography (PET). In pre-clinical studies, folate-
derived 68Ga-based PET probe has shown slightly super-
ior in vivo performance in comparison to Etarfolide [9].
This compound is to the best of our knowledge under
investigation in humans in an inflammatory indication
(NCT03494114) and currently not published in a peer-
reviewed journal. At the Center for Radiopharmaceutical
Sciences (Villigen-PSI, Switzerland), a series of 18F-based
folate tracers have been developed over the past decade
[10], which resulted recently in a so-called “integrated”
approach where the 18F-label was directly introduced in
the folic acid backbone [11]. Promising pre-clinical re-
sults led to a further optimization and development of
an 18F-based folic acid tracer, 3′-aza-2′-[18F]fluorofolic
acid (herein referred to as 18F-AzaFol), which can be
synthesized in an easy-to-perform one-step labeling ap-
proach suitable for an automated synthesis module [12].
Here, we present the first publication of a human dos-

imetry study of 18F-AzaFol and overall the first clinical
results of a PET radiotracer for FR-imaging in onco-
logical patients.

Materials and methods
Study design
The present study was designed to establish the 18F-Aza-
Fol PET/CT dosimetry as a radiation safety cohort in pa-
tients with adenocarcinoma of the lung. It is part of a
larger, prospective, multi-centric study conducted in
three Swiss hospitals. The study was approved by the re-
spective institutions’ ethics committee, the national
health authorities, centrally monitored by a dedicated,
independent Contract Research Organization and listed
in the trial list of the National Institute of Health Trial
database (NCT03242993).

Patients
Eligible patients had a histologically confirmed non-
small cell lung carcinoma of the lung with measurable le-
sions (≥ 10mm according to RECIST 1.1 [13]) and were
staged by standard of care imaging with an indication for
systemic treatment. The last systemic treatment should
not have been applied within 3 weeks before performing
the study exam. Male and female patients needed to be
18 years or older as well as voluntarily sign the informed
consent form. Exclusion criteria were, in brief, any contra-
indications to the class of drugs under study, pregnancy or
breast-feeding, clinically significant concomitant disease

states (e.g., renal failure, hepatic dysfunction, or cardiovas-
cular disease) and poor performance status (ECOG > 2).
Patients were asked to discontinue taking vitamin supple-
ments containing folic acid 48 h prior to the PET/CT. Due
to pre-clinical results established by our group, all patients
received a single bolus injection of 1mg of folic acid be-
fore tracer administration [12].

Radiochemistry
The precursor (protected 3′-aza-2′-chloro-folate) was
synthesized by an external manufacturer (Merck & Cie,
Schaffhausen, Switzerland). Radiolabeling and subse-
quent global deprotection of the protected 3′-aza-2′-
chloro-folate precursor resulted in 3′-aza-2′-[18F]fluoro-
folic acid herein referred to as 18F-AzaFol. Radiolabeling
of the folate precursor was achieved within 17min at
150 °C in dimethyl sulfoxide (≥ 99.7%, over molecular
sieve, Acros Organics) and the protective groups were
subsequently cleaved under acidic conditions (4M
hydrochloric acid, Merck EMPROVE®) at 60 °C. The
product was purified over two solid-phase extraction
cartridges (30 mg mixed-mode cation exchange sorbent
for bases, particle size 30 μm (MCX), Oasis) and subse-
quently eluted with 50mM phosphate buffer containing
10% methanol (pH 7.4). The desired compound was then
isolated by isocratic HPLC (eluent, 20 mM phosphate
buffer containing 7% methanol pH 7.4; column, Luna
5 μm PFP(2) 100 Å, 250 × 10 mm, Phenomenex; flow
rate, 4 mL/min.; retention time, 11 to 12min). After fur-
ther purification over a third MCX cartridge, formula-
tion was achieved by eluting the product from the MCX
cartridge with 5 mL of 50 mM phosphate buffer contain-
ing 10% ethanol (pH 7.4) into the bulk vial, which was
prefilled with 9mL of saline. The bulk product was then
aseptically dispensed through a sterile filter (Millex-GV,
0.22 μm, PVDF, diameter 33 mm, Millipore) to yield the
final, sterile, and non-pyrogenic product with a total ac-
tivity of approximately 2 GBq in 6 mL plus samples for
quality control, including sterility testing and a retained
sample. Radiochemical purity was ≥ 95% and molar ac-
tivity ≥ 100 GBq/μmol. The analytical HPLC was run
with an isocratic method (column, XSelect HSS PFP XP,
100 Å, 2.5 μm, 4.6 mm × 150mm (Waters); eluent, 10
mM ammonium acetate buffer, pH 6.2 containing 5%
methanol; flow rate, 1 mL/min; UV, 280 nm; radio de-
tector, 2 × 2″ NaI (Tl) crystal). The retention time of
18F-AzaFol was 7.8 min.

PET/CT acquisition protocol
Seven PET images (from the top of the skull to the mid
femora, 1 min/bed position, six bed positions, total scan
length was 6 min) were acquired on a Discovery MI
time-of-flight (TOF) PET/CT (GE Healthcare, Wauke-
sha, WI, USA) at the University Hospital Zurich. All

Gnesin et al. EJNMMI Research           (2020) 10:32 Page 2 of 12



pertinent corrections (normalization, dead-time, physical
decay correction at the start of the PET scan, random
coincidence, attenuation, and scatter correction) were
applied. PET field-of-view width was 70 cm with 256 ×
256 image discretization. The voxel size in the axial dir-
ection and transverse plane were, respectively, 2.79 mm
and 2.73 mm. Each patient underwent a low-dose (120
kVp, 15 mA/s, spiral pitch = 0.98, 40 mm beam collima-
tion, CTDIvol = 1.3 mGy) whole-body CT for attenuation
correction prior to the first PET acquisition.
PET data were reconstructed using a proprietary three-

dimensional ordered subset expectation-maximization al-
gorithm (3 iterations × 16 subsets) with TOF information
and PSF recovery correction (VPFXs, vendor-based recon-
struction algorithm) with 6.4-FWHM Gaussian post-
reconstruction filtering.
Patients were instructed to void the urinary bladder

after the 1 h scan period.

Organ segmentation
Co-registered PET and CT data were loaded using PMOD
3.9 (PMOD Technologies, Zurich, Switzerland). Volumes of
interest (VOI) were manually drawn slice-by-slice on the
axial plane of the CT part of each PET/CT study using the
polygonal segmentation tool of PMOD by two operators in
consensus (SG, NS) for the following body regions: brain,
thyroid, lungs, heart, liver, spleen, stomach, kidneys, prostate
(in men), red marrow, intestines, and whole-body. Tumors
with increased folate receptor expression were manually
segmented on CT data using the combined information of
PET/CT and prior standard of care clinical imaging.
The urinary bladder was manually segmented on the

emission PET data to account for possible changes of vol-
ume due to bladder filling between PET/CT acquisitions.
Specific biological uptake was found in the choroid plex-

uses. This small vascular structure was segmented by
emission-based threshold segmentation to avoid import-
ant PET signal spill-out. We adopted a threshold of 5% of
the maximum signal intensity to delineate the choroids
VOI. This relatively low threshold level was possible con-
sidering the negligible tracer uptake of the surrounding
cerebral tissue. An example of source organ VOI segmen-
tation is provided in Supplemental Data 1 (Figure S1).

Absorbed dose (AD) estimations
The total activity contained in each considered source
organ was obtained by multiplying the average activity
concentration (expressed in Bq/mL) by the organ volume
expressed in milliliters and normalized to the adminis-
tered patient activity at each time point. For all source
organs, normalized time-activity curves (nTAC) were
obtained assuming an initial constant uptake (Aorgan (t) =
Aorgan (t = 3min) for 0 min ≤ t < 3min) and thus using a
bi-exponential fit of experimental data extended from t =

3min and the last measured data point (60min post-
administration). Exponential fit parameters were obtained
using the kinetic module of OLINDA/EXM v.2.1. Beyond,
in absence of late measured data, a simple mono-
exponential physical decay was assumed to derive time-
integrated activity coefficients (TIACs) by analytical time
integration of source organ time-activity curves using
MATLAB software (release 2017a; The MathWorks, Inc.,
Natick, MA, USA).
Bone marrow dosimetry was estimated by combining

information from different VOIs as previously reported
[14]. In brief, the red marrow time-integrated activity co-
efficient (TIAC) was obtained from nTAC in which the
red marrow activity concentration (Bq/mL) was sampled
in VOIs drawn in the humeral bone, the heads of fem-
ora, and lumbar vertebrae (L3–L4). The total activity in
the red bone marrow was obtained by multiplying the
average activity concentration measured in the sampled
VOIs by the total red marrow mass of ICRP-89 adult
male/female reference phantoms [15], which was re-
peated for each patient and at each acquired time point.
To estimate the colon AD, the total number of colonic

disintegrations was partitioned to its components (right
colon, left colon, and rectum) proportionally to their re-
spective masses of the ICRP-89 male and female refer-
ence phantoms [15].
The total amount of radioactivity excreted from the

body through the urine was not quantitatively assessed
as no urine samples were collected in this study. We es-
timated the total amount of radioactivity present in the
urinary bladder at 1 h after administration (latest quanti-
tative PET acquisition available). This amount of radio-
activity was assumed to be completely voided just after
the last PET acquisition, when the patient was allowed
voiding at the toilet. To obtain the TIAC for the urinary
bladder, the excreted fraction (the voided activity at 1 h di-
vided by the patient-administered activity) was used in in-
put to the special kinetic module of OLINDA/EXM 2.1
for the urinary bladder voiding using a voiding period of
1 h. We adopted this methodology in the absence of urine
samples and PET acquisition for t > 60min.
The TIAC for the rest of the body was obtained by

subtracting the sum of the source organ TIACs from the
whole-body TIAC.
TIACs were used in input to the OLINDA/EXM® 2.0

code (HERMES Medical Solution AB, Stockholm,
Sweden) [15] that provided organ AD and effective dose
(E) per unit of administered activity in μGy/MBq and μSv/
MBq, respectively, using the NURBS voxel-based phan-
toms [16] adjusted to the ICRP-89 organ masses [17] and
ICRP103 tissue weighting factors (wT) [18]. According to
publication ICRP 103, E is calculated as the weighted aver-
age of organ/tissue equivalent doses, summing equivalent
doses multiplied by tissue weighting factors (wT), which
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provide a simplified representation of fractional contribu-
tions to total stochastic detriment from cancer and herit-
able effects. While exposures may relate to individuals or
population groups, E is calculated for reference persons.
For a general population, ICRP recommends to average E
computed for a reference male and a reference female
phantom. We will call this quantity “gender-averaged E.” In
this paper, we will also compute E for specific patients,
which we will refer as “patient E” using the reference organ
masses of OLINDA/EXM 2.0, thus adopting a methodo-
logical approach typical of radiation protection, where the
dosimetry of a reference adult subject is the focus.
A specific dose assessment was performed for the choroid

plexuses and tumors, which do not appear in the list of
available source/target organs in OLINDA. Trapezoidal
time integration of the normalized time-activity curve, for 0
≤ t ≤ 60min, was performed using MATLAB software (re-
lease 2017a; The MathWorks, Inc., Natick, MA, USA), ana-
lytical integration assuming mono-exponential physical
decay was applied beyond. To account for loss of signal due
to partial volume effects (PVE), tumor TIACs were cor-
rected using recovery coefficients (RC) obtained in a
NEMA/IEC NU2 phantom experiment using the same clin-
ical acquisition and reconstruction parameters used for the
patient study as reported in Supplemental material (Supple-
mental Data 2). TIACs for the choroid and tumors were
used as input in the OLINDA sphere model. For the cho-
roids, we also applied a more realistic AD estimation using
the Monte Carlo-derived analytical approach proposed by
Amato et al. [19] in which the complex geometry of this
organ was approximated using a set of simple geometrical
structures such as (cylinders and parallelepipeds). The mass
of the choroids was estimated to be 2.76 g and 1.81 g for
male and female as previously reported in [20].
We performed an additional analysis to investigate the in-

fluence of the nTAC extrapolation to infinity on source organ
TIACs. At this scope, in addition to the assumption of pure
physical decay from t > 60min, we also computed mean
source organ TIACs (obtained from the time integration of
averaged nTACs across the six patients) by assuming mono-
and bi-exponential prolongation to infinity of the nTACs.
Coefficients of determination (R2) were computed to

evaluate the goodness of both mono-exponential and bi-
exponential nTAC fits for source organs exhibiting a
monotonic decreasing uptake or decreasing activity
accumulation with time (all considered source organs
except the urinary bladder).

Tumor contrast
We characterized the tumor to background contrast as a
function of the time elapsed after radiotracer administra-
tion; with this aim, we computed for each acquired PET
the tumor to lung ratio (T/L) by dividing the average activ-
ity concentration measured in lung tumor VOIs by the

average activity concentration measured in the lung VOI.
We report the average ± SD of T/L obtained for nine
tumors.

Results
Patients
Six patients with non-small cell lung cancer were in-
cluded in this dosimetric study (2 women, 4 men; aver-
age age 72 ± 10 years, average body mass 73 ± 15 kg and
average height 1.67 ± 0.07 m). Participant demography
and injection data are reported in Supplemental Data 3.
Each patient underwent 7 consecutive whole-body TOF
PET/CT acquisitions at 3 ± 1, 11 ± 1, 18 ± 1, 30 ± 3, 40
± 3, 50 ± 1, and 60 ± 3min after the intravenous admin-
istration of 327 ± 37MBq (range 299–399MBq) of 18F-
AzaFol. All injections were well tolerated. No immediate
symptoms or modification of vital signs were observed.

Imaging
A typical biodistribution of 18F-AzaFol is shown in Fig. 1
(MIP images at 60 min for the six patents are shown in
Figure S4 of Supplemental Data 4). The main way of
biological excretion of the radiopharmaceutical from the
body was through the urine. Prominent kidney uptake
was visible in the early phase followed by rapid renal
wash-out. Significant urinary bladder activity accumula-
tion was seen as early as 10 min after injection. A signifi-
cant uptake was observed in the choroid plexuses from
the early time point images (Fig. 2).

Absorbed dose estimations of 18F-AzaFol in humans
Bio-kinetic data (percent of injected activity normalized by
the source organ mass at different measured time points),
for relevant source organs, the choroid plexuses and the
tumors, corrected for 18F physical decay are shown in Fig.
3. nTAC data for the six patients considered in this study
were reported as supplemental material (Supplemental
Data 5). Figure 4 shows, for each considered source organ,
mean normalize activity (nA) ± SD (average values and
SD evaluated across all six patients), mono-, and bi-
exponential fits, in addition to the tail representing pure
physical decay to infinity for t > 60min. Table 1 reported
the R2 values of mono- and bi-exponential nTAC fits. In
most source organs, higher R2 values were obtained
adopting a bi-exponential fit of experimental data.
Computed source organ TIACs are reported in Table

2. Organ AD, patient E, as well as the extrapolated E for
the reference person, are reported in Table 3. The organ
receiving the highest AD (mean ± SD) was the liver
(51.9 ± 16.4 μGy/MBq), followed by the kidneys, the
urinary bladder wall, and the spleen (45.8 ± 8.3, 39.1 ±
16.8 and 35.4 ± 39.7 μGy/MBq respectively). Using a 1-h
urinary voiding cycle, we obtained an averaged E of 18.0
± 2.6 μSv/MBq in our patient cohort. The corresponding
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E for the reference person was 19.7 ± 1.4 μSv/MBq. AD
in tumor was 34.8 ± 17 μGy/MBq (range 13.6-60.5 μGy/
MBq). The estimated AD in the choroid plexuses, for
the two dosimetry approaches used (OLINDA spherical
model and Monte Carlo-derived analytical calculation),
are reported in Table 4.

Tumor uptake and contrast
We analyzed nine lung tumors across the six patient popu-
lation. The average tumor uptake in terms of percentage-

injected activity per gram (%IA/g) corrected for 18F physical
decay is indicated in Fig. 3. Averaged %IA/g monotonically
increased over time, nearly reaching a plateau within the
60min after radiopharmaceutical administration. Individual
tumor TACs and %IA/g are shown in supplemental mater-
ial Figure S6 (Supplemental Data 6).
We measured the T/L on nine lung tumors. As shown

in Table 5, the average T/L varied between 3.5 at the
time of the first PET acquisition and remains between
4.8 and 5 for PET acquisition time ≥ 40min where the

Fig. 1 Example of maximum intensity projections 3, 11, 18, 30, 40, and 60min post-tracer administration (p.a) showing in-patient 18F-Azafol
activity distribution

Fig. 2 Typical 18F-AzaFol uptake pattern in the choroid plexuses (lateral ventricles) for a representative patient at 30 min post-administration
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Fig. 3 Biological organ kinetic of 18F-AzaFol corrected for 18F physical decay. Color bars represent the average percent of injected activity per
gram of tissue (%IA/g) ± 1SD, for each time point

Fig. 4 Mean nA ± SD (average values and SD evaluated across the 6 patients), for considered source organs. Mono- and bi-exponential fits of
experimental data are displayed in addition to the tail according to pure physical decay to infinity for t > 60min. For sake of visibility, the time
base in each source organ graph was restricted to three times the physical half-life of 18F
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T/L reach a plateau. Based on these results, we estimate
an optimal acquisition PET time between 40min and 1 h
post-administration.

Discussion
To the best of our knowledge, this is the first clinical
study publication describing a FR-targeting PET agent.
Our data show the liver to be the most irradiated

organ in 18F-AzaFol PET imaging, followed by the kid-
neys, the urinary bladder wall, and the spleen, with a
mean E of 18.0 ± 2.6 μSv/MBq corresponding to an ef-
fective dose of 5.9 ± 0.8 mSv (range 5.4–7.2 mSv). The
reference person E was 19.7 ± 1.4 μSv/MBq, which is
comparable to the radiation burden of 19.0 μSv/MBq for
18F-FDG PET imaging [21, 22].
Measured PET data were obtained during the first

hour after radiopharmaceutical administration and the
source organ TIACs were obtained by performing ana-
lytical time integration of nTAC bi-exponential fits for 3
min ≤ t ≤ 60 min. In this time interval, in fact, the bi-
exponential fits were characterized by a (slightly) higher
R2 compared to the mono-exponential fits. In the ab-
sence of information for 0 ≤ t < 3min, we decided to as-
sume a constant organ uptake with a pure mono-
exponential physical decay (with the characteristic 18F
half-life of 110min) for t > 60min. This approach has
been adopted when lacking later PET acquisitions and
potentially leads to conservative (over-) estimates of the
actual organ AD and E. As reported in Fig. 4, for some
source organs, the bi-exponential fits exhibited a late

Table 1 Goodness of fit expressed by the coefficient of
determination R2 for considered source organs average nA
values fitted with mono- and bi-exponential functions (averaged
nA and fits are visible in Fig. 1). The average nA were computed
from experimental data collected across the six-patient dataset

Source organ R2 bi-exp R2 mono-exp

Brain 0.994 0.932

Thyroid 0.962 0.881

Lungs 0.962 0.962

Heart contents 1.000 0.861

Liver 0.856 0.856

Stomach contents 1.000 1.000

Spleen 0.997 0.982

Kidneys 1.000 0.949

Small intestine 0.999 0.946

Left colon 0.996 0.945

Right colon 0.996 0.943

Rectum 0.999 0.945

Prostate (in men) 0.968 0.961

Red marrow 0.662 0.662

Rest of the body 0.999 0.999

Whole body 1.000 1.000

Table 2 Time-integrated activity coefficients (TIAC in units of MBq h/MBq) for source organs considered in the dosimetry study. Two
male patients had surgical prostate resection before inclusion in this study

Source organ/patient (gender) 1 (F) 2 (M) 3 (F) 4 (M) 5 (M) 6 (M) Average SD

Brain 1.30E− 02 6.60E− 03 1.15E− 02 7.20E− 03 6.30E− 03 6.60E− 03 8.53E− 03 2.93E− 03

Thyroid 3.00E− 04 8.00E− 04 4.00E− 04 8.00E− 04 2.50E− 03 5.00E− 04 8.83E− 04 8.18E− 04

Lungs 1.11E− 01 1.09E− 01 7.88E− 02 1.58E− 01 1.13E− 01 7.04E− 02 1.07E− 01 3.08E− 02

Heart 2.02E− 02 2.31E− 02 2.33E− 02 1.60E− 02 1.45E− 02 1.89E− 02 1.93E− 02 3.61E− 03

Liver 4.73E− 01 2.72E− 01 2.63E− 01 2.98E− 01 2.58E− 01 3.70E− 01 3.22E− 01 8.48E− 02

Stomach 3.54E− 02 7.70E− 03 1.82E− 02 2.19E− 02 8.50E− 03 1.78E− 02 1.83E− 02 1.01E− 02

Spleen 1.09E− 02 6.60E− 03 8.60E− 03 6.50E− 03 7.80E− 03 9.09E− 02 2.19E− 02 3.38E− 02

Kidneys 5.02E− 02 5.10E− 02 7.68E− 02 4.97E− 02 6.96E− 02 5.37E− 02 5.85E− 02 1.17E− 02

Small Intestine 6.66E− 02 4.96E− 02 3.00E− 02 5.38E− 02 4.94E− 02 7.89E− 02 5.47E− 02 1.67E− 02

Left colon 1.42E− 02 1.06E− 02 6.50E− 03 1.15E− 02 1.06E− 02 1.69E− 02 1.17E− 02 3.54E− 03

Right colon 2.85E− 02 2.12E− 02 1.29E− 02 2.31E− 02 2.12E− 02 3.38E− 02 2.35E− 02 7.13E− 03

Rectum 1.42E− 02 1.06E− 02 6.50E− 03 1.15E− 02 1.06E− 02 1.69E− 02 1.17E− 02 3.54E− 03

Prostate (in men) – 2.20E− 03 – – 1.10E− 03 – 1.65E− 03 7.78E− 04

Red marrow 1.31E− 02 2.42E− 02 3.38E− 02 2.03E− 02 1.33E− 01 2.86E− 02 4.22E− 02 4.50E− 02

Urinary bladder 8.12E− 02 5.49E− 02 8.82E− 02 4.76E− 02 5.08E− 02 5.74E− 03 5.47E− 02 2.93E− 02

Rest of the body 1.46E+ 00 1.82E+ 00 1.72E+ 00 1.77E+ 00 1.71E+ 00 1.81E+ 00 1.71E+ 00 1.33E− 01

M male, F female
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Table 3 Average organ AD and E according to OLINDA/EXM 2.0 for a 1-h urinary voiding cycle. Reference organ masses for the
adult male (M) and adult female (F) Reference phantoms of OLINDA/EXM 2.0 were used

Organ AD in mGy/MBq

Organs/patient 1 (F) 2 (M) 3 (F) 4 (M) 5 (M) 6 (M) Average SD

Adrenals 2.61E− 02 1.93E− 02 2.27E− 02 2.00E− 02 2.06E− 02 2.52E− 02 2.23E− 02 2.84E− 03

Brain 4.67E− 03 3.26E− 03 4.80E− 03 3.32E− 03 3.36E− 03 3.27E− 03 3.78E− 03 7.42E− 04

Breasts 9.68E− 03 – 1.01E− 02 – – – 9.89E− 03 2.97E− 04

Esophagus 1.63E− 02 1.29E− 02 1.45E− 02 1.37E− 02 1.25E− 02 1.37E− 02 1.39E− 02 1.35E− 03

Eyes 7.77E− 03 7.76E− 03 9.04E− 03 7.58E− 03 7.57E− 03 7.73E− 03 7.91E− 03 5.61E− 04

Gallbladder wall 2.33E− 02 2.05E− 02 1.97E− 02 2.15E− 02 2.00E− 02 2.47E− 02 2.16E− 02 1.99E− 03

Left colon 2.89E− 02 2.45E− 02 2.15E− 02 2.56E− 02 2.46E− 02 3.32E− 02 2.64E− 02 4.10E− 03

Small intestine 3.44E− 02 2.54E− 02 2.32E− 02 2.64E− 02 2.53E− 02 3.37E− 02 2.81E− 02 4.76E− 03

Stomach wall 3.05E− 02 1.57E− 02 2.23E− 02 2.19E− 02 1.57E− 02 2.22E− 02 2.14E− 02 5.47E− 03

Right colon 3.09E− 02 2.62E− 02 2.19E− 02 2.74E− 02 2.60E− 02 3.50E− 02 2.79E− 02 4.52E− 03

Rectum 3.05E− 02 2.42E− 02 2.39E− 02 2.48E− 02 2.41E− 02 3.06E− 02 2.64E− 02 3.27E− 03

Heart wall 2.04E− 02 1.78E− 02 2.06E− 02 1.72E− 02 1.57E− 02 1.78E− 02 1.83E− 02 1.91E− 03

Kidneys 4.54E− 02 3.85E− 02 6.01E− 02 3.80E− 02 4.96E− 02 4.31E− 02 4.58E− 02 8.25E− 03

Liver 8.34E− 02 4.08E− 02 4.95E− 02 4.45E− 02 3.92E− 02 5.38E− 02 5.19E− 02 1.64E− 02

Lungs 2.84E− 02 2.19E− 02 2.19E− 02 2.89E− 02 2.25E− 02 1.77E− 02 2.36E− 02 4.31E− 03

Ovaries 1.46E− 02 – 1.56E− 02 – – – 1.51E− 02 7.07E− 04

Pancreas 2.30E− 02 1.55E− 02 1.94E− 02 1.65E− 02 1.53E− 02 1.87E− 02 1.81E− 02 2.94E− 03

Prostate – 2.98E− 02 – 1.30E− 02 1.93E− 02 1.95E− 02 2.04E− 02 6.96E− 03

Salivary glands 8.62E− 03 9.16E− 03 9.91E− 03 8.99E− 03 8.88E− 03 9.13E− 03 9.12E− 03 4.36E− 04

Red marrow 1.26E− 02 1.17E− 02 1.47E− 02 1.15E− 02 1.89E− 02 1.23E− 02 1.36E− 02 2.83E− 03

Osteogenic cells 9.65E− 03 9.61E− 03 1.11E− 02 9.44E− 03 1.36E− 02 1.01E− 02 1.06E− 02 1.60E− 03

Spleen 2.56E− 02 1.55E− 02 2.22E− 02 1.58E− 02 1.73E− 02 1.16E− 01 3.54E− 02 3.97E− 02

Testes – 9.50E− 03 – 9.20E− 03 9.04E− 03 9.14E− 03 9.22E− 03 1.98E− 04

Thymus 1.35E− 02 1.16E− 02 1.36E− 02 1.19E− 02 1.11E− 02 1.14E− 02 1.22E− 02 1.09E− 03

Thyroid 9.26E− 03 1.28E− 02 1.02E− 02 1.32E− 02 2.56E− 02 1.03E− 02 1.36E− 02 6.10E− 03

Urinary bladder wall 5.54E− 02 3.72E− 02 6.00E− 02 3.34E− 02 3.48E− 02 1.36E− 02 3.91E− 02 1.68E− 02

Uterus 1.77E− 02 – 1.83E− 02 – – – 1.80E− 02 4.24E− 04

Total body 1.39E− 02 1.11E− 02 1.37E− 02 1.11E− 02 1.11E− 02 1.16E− 02 1.21E− 02 1.35E− 03

Patient E (wT ICRP-103) mSv/MBq 2.28E− 02 1.53E− 02 1.91E− 02 1.70E− 02 1.67E− 02 1.73E− 02 1.80E− 02 2.62E− 03

Reference person E
(wT ICRP-103) mSv/MBq

2.16E− 02 1.82E− 02 1.80E− 02 2.01E− 02 1.98E− 02 2.05E− 02 1.97E− 02 1.38E− 03

Table 4 Dosimetry assessment in choroid plexuses. The average TIAC value was used in input to the OLINDA/EXM sphere model
and to the Monte Carlo-derived analytical model [17]

Choroid plexuses TIAC (MBq h/MBq)

Average Min Max SD

4.62E− 04 3.72E− 04 5.15E− 04 5.81E− 05

Choroid plexuses AD (μGy/MBq)

OLINDA sphere model, M (2.76 g) OLINDA sphere model, F (1.81 g) M-C Analytic, M (2.76 g) M-C Analytic, F (1.81 g)

2.47E− 02 3.69E− 02 2.25E− 02 3.22E− 02
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effective half-life higher than the 18F physical half-life,
thus resulting in unrealistic TIAC (and AD) extrapola-
tions when the time integration was extended to infinity.
Another possible option would be consisted in adopting
a mono-exponential extension to infinity of source organ
nTACs. This approach would result in an average of
20% lower TIACs, but, because of the lack of experimen-
tal data for t > 60 min, we preferred to keep a conserva-
tive approach by adopting the physical decay to infinity.
Tumors and choroidal plexuses showed an initially

growing uptake followed by a late decrease; this fact mo-
tivated our adoption of a trapezoidal numerical integra-
tion for t ≤ 60 min.
We derived RCs from a NEMA/IEC phantom experi-

ment (provided in Supplemental Data 2) and used them to
correct tumor TIACs to compensate for PVE. Among con-
sidered source organs, only the thyroid had a size (male
thyroid ICRP-89 volume = 20, mL, RC (20mL) = 0.77) that
would motivate the use of PVE compensation. This com-
pensation was not applied. Nevertheless, the thyroid exhib-
ited very little (and unspecific) radiotracer uptake with
consequent minor impact on E determination (3% of E).
In a phase-I study using 99mTc-Etarfolatide, (22)

Yamada et al [23], reported an E of 8.9 μSv/MBq, trans-
lating into an E of 6.6 mSv for a standard administration
of 740MBq. This E is therefore comparable to the E we
reported for our PET tracer.
We computed doses according to OLINDA/EXM 2.0

reference-phantom organ masses. This approach is ap-
plied in the low-dose range typical of radiopharmaceuti-
cals used for diagnostic purposes in which the patient’s
radiation protection is the main concern, considering
the fact that E is a metric used for assessing stochastic
risks in a population.
It is known that folic acid plays a prominent role in the

development, function, and repair of the central nervous

system [24]. Choroid plexuses, a vascular structure local-
ized in the brain ventricles and responsible for producing
the cerebrospinal fluid, is involved in maintaining the fol-
ate concentration gradient in that fluid. Specific folate up-
take by choroidal plexuses epithelial cells was already
reported in rat’s models [25, 26] and folate receptors in tu-
mors of the choroid plexus were proposed as potential tar-
gets for radiation therapy in mice [27]. 18F-AzaFol showed
a specific biological uptake in choroid plexuses. Notably,
choroid plexuses appear to still be in the biological uptake
phase at the end of the acquisition time (Fig. 3). Estimated
TIAC for the choroid plexuses with 18F-AzaFol (4.62E−
04MBq h/MBq) is higher than TIAC previously reported
in [20] where a 68Ga-RGD compound was used (3.08E−
04MBq h/MBq). Nevertheless, when considering the
same organ mass and geometry (with OLINDA sphere
model and a mass of 2.76 g) used for the AD calculation,
the AD estimate to the choroid plexuses for the 18F-Aza-
Fol (2.47E− 02 μGy/MBq) was lower than the dose esti-
mated of the 68Ga-RGD compound (3.96E− 02 μGy/MBq).
This fact can be explained by the lower average energy of
the β+-emission of 18F compared to 68Ga (0.25 vs. 0.83
MeV). Although there are no specific dose constraints for
the choroid plexuses in external beam radiotherapy for in-
stance, in our opinion, the relatively high doses delivered
to these structures warrants further consideration, espe-
cially in case of any therapeutic applications of folate-
based radioconjugates.
In our dose extrapolation from previously published pre-

clinical data [12], the kidneys followed by the liver were the
organs with the highest exposure. This is the opposite of
what was obtained in the direct human dosimetry. Al-
though, as reported elsewhere [28], the order of the most
irradiated organs can differ between human-measured dos-
imetry and its extrapolation from murine bio-kinetic data.
The E extrapolated from pre-clinical data was predicted

to be 14.0 μSv/MBq, which did underestimate the measured
human E of 19.7 μSv/MBq by 29%. Such large discrepancies
are not uncommon [29, 30]. The underestimation could be
explained by a generally slower metabolism and elimination
of the radiation carrier substance in humans compared to
mice [31]. In addition, available mice bio-kinetic data
missed of dosimetric information for some source organ,
such as the urinary bladder, which also contributed signifi-
cantly to the overall E. Also, note that the mice data used
to extrapolate the human absorbed dose were collected at
only three time points that differed from the human data
points (30, 60 and 90min vs. 3, 11, 18, 30, 40, 50 and 60
after injection respectively). These methodological differ-
ences could partly contribute to the aforementioned
absorbed dose differences, a reality which highlights the im-
portance of performing dedicated in-human dosimetry
studies to complement pre-clinical results prior to any clin-
ical use of radiopharmaceuticals.

Table 5 T/L measured for nine lung tumors as a function of the
time elapsed after radiopharmaceutical administration. In
bracket, we indicated the patient identifier

Time (min post-admin) 3 11 18 30 40 50 60

T1 (P1) 2.22 2.32 2.42 2.37 2.49 2.35 2.39

T2 (P3) 2.58 3.04 3.43 3.03 3.71 3.65 3.39

T3 (P3) 2.67 3.88 4.44 4.14 4.86 5.06 4.65

T4 (P4) 4.60 5.72 5.89 6.19 6.75 6.62 6.59

T5 (P4) 4.90 6.04 6.23 6.65 7.21 7.08 7.08

T6 (P5) 1.74 2.42 2.67 2.93 2.75 2.77 2.71

T7 (P5) 5.79 8.41 9.27 9.21 8.90 8.90 8.87

T8 (P5) 1.78 2.00 2.09 2.06 2.14 2.07 2.00

T9 (P6) 5.32 5.06 4.89 5.22 5.17 5.89 5.65

Average 3.51 4.32 4.59 4.65 4.89 4.93 4.81

SD 1.62 2.15 2.30 2.38 2.35 2.38 2.39
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Recent developments in the field of FRα-based ther-
apies such as chimeric antigen receptor T (CAR-T)
cell therapy in acute myeloid leukemia [32], triple-
negative breast cancer [33], gastric cancer [34], or
ovarian cancer [35] are very promising. Pre-clinical
and clinical results suggest that besides careful clinical
patient selection, such therapies might benefit from
the application of the best possible FRα-based im-
aging agent to improve further patient selection [10].
18F-AzaFol is a ready-to-use diagnostic radiopharma-
ceutical, which could be integrated into many ongoing
clinical programs with antibody-drug conjugates (e.g.,
mirvetuximab-soravtansine) or CAR-T cells. Overall,
we believe our novel PET tracer 18F-AzaFol to be
very promising regarding a clinical application, where
it might serve as a companion diagnostic tool for
FRα-targeting anticancer drugs. Furthermore, our data
were obtained in a multicentric, prospective study
underlining the feasibility of larger trials.
However, it has to be critically acknowledged that

this dosimetric study has several limitations. First, it
has a small number of patients, which is however
comparable to other dosimetric studies and it is part
of a larger prospective trial being currently analyzed.
Secondly, we could not acquire data after 60 min be-
cause of total dose constraints imposed by the regu-
lating authorities. As discussed above, this most likely
leads to overestimated doses due to our conservative
approach of extrapolating the physical decay to infin-
ity. Furthermore, our untreated patient population
was symptomatic by pain and shortness of breath and
imaging > 60 min was very challenging and ethically
questionable. Third, our trial was open for lung
adenocarcinoma and ovarian cancer. This is due to a
known overexpression of these tumors in previously
published histology studies [36]. There are also re-
ported overexpression in other malignancies which
were not addressed in our trial due to a most
possible sound trial design and homogeneity of the
patient population. In this initial dosimetry study, we
only included lung cancer patients despite this trial
was open for lung cancer and ovarian cancer. This is
because of the need of urgent chemotherapy initiation
in patients with recurrent ovarian cancer.

Conclusions
In conclusion, our study showed that 18F-AzaFol is a
safe PET agent with good dosimetric properties with a
reasonable radiation dose burden for patients. Consider-
ing the large number of ongoing clinical trials evaluating
FRα-targeted cancer drugs, this imaging tracer merits
further investigation of its clinical potential as a predict-
ive biomarker.

Supplementary information
Supplementary information accompanies this paper at https://doi.org/10.
1186/s13550-020-00624-2.

Additional file 1: Figure S1. Segmented VOI obtained with PMOD
software co-registered on the CT of the patient represented in Figure 1.

Additional file 2: S2. Supplementary Material

Additional file 3: S3. Participants and injections data.

Additional file 4: Figure S4. Patient MIP images at 60 min using the
same SUV scale for all images (0–5 g/mL).

Additional file 5: S5. Supplementary Material

Additional file 6: Figure S6. Time-activity curves (TAC), %IA/g and %IA/
g corrected for 18F physical decay for all tumor analyzed (T#). In bracket,
we indicated the patient identifier (P#).

Abbreviations
PET: Positron emission tomography; FRα: Folate Receptor-alpha; TOF: Time-
of-flight; CT: Computed tomography; AD: Absorbed dose; E: Effective dose;
SPECT: Single-photon emission tomography; SD: Standard deviation;
nTAC: Normalized time-activity curve; nA: Normalize activity;
FDG: Fluorodeoxyglucose; TIAC: Time-integrated activity coefficient;
RC: Recovery coefficient; NEMA: National Electrical Manufacturers Association;
IEC: International Electrotechnical Commission; ICRP: International
Commission on Radiobiological Protection; PVE: Partial volume effect;
RGD: Arginine-glycine-aspartic acid; CAR: Chimeric antigen receptor;
HPLC: High-performance liquid chromatography; MCX: Mixed-mode cationic
exchange; FWHM: Full width at half maximum; CTDI: Computed tomography
dose index; VOI: Volume of interest; NURBS: Non-uniform rational B-spline;
wT: Weighting factor

Acknowledgements
We gratefully acknowledge the help provided by Ms. Susanne Geistlich and
Ms. Annette Krämer for the GMP synthesis of the 18F-Azafol, as well as Ms.
Simone Wijnands and Ms. Christine Geldhof for their help with the study
management. This research was supported by grants from the Swiss
Commission for Technology and Innovation (CTI-grant 13877.1 PFLS-LS), Per-
sonalized Health and Related Technology (PHRT) Initiative grant no. 512, and
the Foundation OPO Stiftung, Zurich, Switzerland.

Authors’ contributions
Silvano Gnesin: Dosimetric calculations, manuscript writing, and final version
approval. Joachim Müller: Patient recruitment, PET acquisition, and final
version approval. Irene Burger: Patient recruitment, PET acquisition, and final
version approval. Alexander Meisel: Patient recruitment, PET acquisition, and
final version approval. Marco Siano: Patient recruitment, Trial design, and
final version approval. Martin Früh: Patient recruitment, and final version
approval. Matthias Choschzick: Histology assessment, and final version
approval. Cristina Müller: Protocol writing, tracer development, acquisition of
pre-clinical data, and final version approval. Roger Schibli: Tracer develop-
ment and production, and final version approval. Simon M. Ametamey:
Tracer development, and final version approval. Philipp A. Kaufmann: Proto-
col writing, manuscript editing, and final version approval. Valerie Treyer:
Protocol writing, manuscript editing, and final version approval. John O. Prior:
Sponsor representative, manuscript editing, and final version approval. Nik-
laus Schaefer: Protocol writing, manuscript writing, eCRF design, and final
version approval.

Funding
The study was partially funded by the Swiss Commission for Technology and
Innovation (CTI-grant 13877.1 PFLS-LS), Personalized Health and Related
Technology (PHRT) Initiative grant no. 512, and the Foundation OPO Stiftung,
Zurich, Switzerland, as well the different institutions participating in this mul-
ticenter trial.

Availability of data and materials
The datasets used and/or analyzed during the current study are available
from the corresponding author on reasonable request.

Gnesin et al. EJNMMI Research           (2020) 10:32 Page 10 of 12

https://doi.org/10.1186/s13550-020-00624-2
https://doi.org/10.1186/s13550-020-00624-2


Ethics approval and consent to participate
All procedures performed in the study were in accordance with the
standards of the institutional ethical committee and with the 1964 Helsinki
Declaration and its later amendments or comparable ethical standards.
The study was authorized by the Ethics Committee Zurich (lead ethics
committee, reference #KEK 2013-0359, BASEC PB_2016-02225), Ethics Com-
mittee Eastern Switzerland EKOS (reference #BASEC PB_2016-02225), Ethics
Committee Vaud (reference #BASEC PB_2016-02225), Swissmedic (reference
#2015DR2018), and the Federal Office of Public Health (FOPH, reference
#KLE41) and registered on ClinicalTrial.gov with identifier NCT03242993 (first
posted: April 8, 2017, retrospectively registered, https://clinicaltrials.gov/ct2/
show/NCT03242993).
Informed consent for the dosimetric procedures and for results publication
was obtained from all individual participants included in the study. This
article does not contain any studies with animals performed by any of the
authors.

Consent for publication
All patients gave written informed consent for publication of their individual
data, if adequately anonymized.

Competing interests
PD Dr. Cristina Müller, Prof. Roger Schibli, and Prof. Simon M. Ametamey are
co-inventors of the patent no. WO2013167653 used in this study but had no
access to imaging data.

Author details
1Institute of Radiation Physics, Lausanne University Hospital and University of
Lausanne, Lausanne, Switzerland. 2Department of Radiology and Nuclear
Medicine, Cantonal Hospital St. Gallen, St. Gallen, Switzerland. 3Department
of Nuclear Medicine, University Hospital of Zurich, Zurich, Switzerland.
4Department of Nuclear Medicine, Kantonsspital Baden, Baden, Switzerland.
5Department of Chemistry and Applied Biosciences, ETH Zurich, Zurich,
Switzerland. 6Department of Internal Medicine—Hematology & Oncology,
Stadtspital Waid, Zurich, Switzerland. 7Department of Oncology and
Hematology, Cantonal Hospital St. Gallen, St. Gallen, Switzerland. 8University
of Bern, Bern, Switzerland. 9Institute for Pathology and Molecular Pathology,
University Hospital of Zurich, Zurich, Switzerland. 10Center for
Radiopharmaceutical Sciences ETH-PSI-USZ, Paul Scherrer Institute,
Villigen-PSI, Villigen, Switzerland. 11Department of Nuclear Medicine and
Molecular Imaging, Lausanne University Hospital and University of Lausanne,
Rue du Bugnon 46, CH-1011 Lausanne, Switzerland.

Received: 23 January 2020 Accepted: 27 March 2020

References
1. Assaraf YG, Leamon CP, Reddy JA. The folate receptor as a rational

therapeutic target for personalized cancer treatment. Drug Resist Updat.
2014;17:89–95. https://doi.org/10.1016/j.drup.2014.10.002.

2. Cheung A, Bax HJ, Josephs DH, Ilieva KM, Pellizzari G, Opzoomer J, et al.
Targeting folate receptor alpha for cancer treatment. Oncotarget. 2016;7:
52553–74. https://doi.org/10.18632/oncotarget.9651.

3. Teng L, Xie J, Teng L, Lee RJ. Clinical translation of folate receptor-targeted
therapeutics. Expert Opin Drug Deliv. 2012;9:901–8. https://doi.org/10.1517/
17425247.2012.694863.

4. Vergote I, Armstrong D, Scambia G, Teneriello M, Sehouli J, Schweizer C,
et al. A randomized, double-blind, placebo-controlled, phase III study to
assess efficacy and safety of weekly farletuzumab in combination with
carboplatin and taxane in patients with ovarian cancer in first platinum-
sensitive relapse. J Clin Oncol. 2016;34:2271–8. https://doi.org/10.1200/JCO.
2015.63.2596.

5. Oza AM, Vergote IB, Gilbert LG, Ghatage P, Lisyankaya A, et al. A
randomized double-blind phase III trial comparing vintafolide (EC145) and
pegylated liposomal doxorubicin (PLD/Doxil®/Caelyx®) in combination
versus PLD in participants with platinum-resistant ovarian cancer (PROCEED)
(NCT01170650). Gynecologic Oncology. 2015;137:5–6. https://doi.org/10.
1016/j.ygyno.2015.01.010.

6. Filss C, Heinzel A, Miiller B, Vogg ATJ, Langen KJ, Mottaghy FM. Relevant
tumor sink effect in prostate cancer patients receiving 177Lu-PSMA-617

radioligand therapy. Nuklearmedizin. 2018;57:19–25. https://doi.org/10.3413/
Nukmed-0937-17-10.

7. Fernandez M, Javaid F, Chudasama V. Advances in targeting the folate
receptor in the treatment/imaging of cancers. Chem Sci. 2018;9:790–810.
https://doi.org/10.1039/c7sc04004k.

8. Morris RT, Joyrich RN, Naumann RW, Shah NP, Maurer AH, Strauss HW, et al.
Phase II study of treatment of advanced ovarian cancer with folate-
receptor-targeted therapeutic (vintafolide) and companion SPECT-based
imaging agent (99mTc-etarfolatide). Ann Oncol. 2014;25:852–8. https://doi.
org/10.1093/annonc/mdu024.

9. Brand C, Longo VA, Groaning M, Weber WA, Reiner T. Development of a
new folate-derived Ga-68-based PET imaging agent. Mol Imaging Biol. 2017;
19:754–61. https://doi.org/10.1007/s11307-017-1049-y.

10. Muller C. Folate-based radiotracers for PET imaging--update and
perspectives. Molecules. 2013;18:5005–31. https://doi.org/10.3390/
molecules18055005.

11. Ross TL, Honer M, Muller C, Groehn V, Schibli R, Ametamey SM. A new 18F-
labeled folic acid derivative with improved properties for the PET imaging
of folate receptor-positive tumors. J Nucl Med. 2010;51:1756–62. https://doi.
org/10.2967/jnumed.110.079756.

12. Betzel T, Muller C, Groehn V, Muller A, Reber J, Fischer CR, et al.
Radiosynthesis and preclinical evaluation of 3'-Aza-2'-[(18)F]fluorofolic acid: a
novel PET radiotracer for folate receptor targeting. Bioconjug Chem. 2013;
24:205–14. https://doi.org/10.1021/bc300483a.

13. Nishino M, Jagannathan JP, Ramaiya NH, Van den Abbeele AD. Revised
RECIST guideline version 1.1: what oncologists want to know and what
radiologists need to know. AJR Am J Roentgenol. 2010;195:281–9. https://
doi.org/10.2214/AJR.09.4110.

14. Gnesin S, Cicone F, Mitsakis P, Van der Gucht A, Baechler S, Miralbell R, et al.
First in-human radiation dosimetry of the gastrin-releasing peptide (GRP)
receptor antagonist (68)Ga-NODAGA-MJ9. EJNMMI Res. 2018;8:108. https://
doi.org/10.1186/s13550-018-0462-9.

15. Stabin MG, Siegel JA. RADAR dose estimate report: a compendium of
radiopharmaceutical dose estimates based on OLINDA/EXM version 2.0. J
Nucl Med. 2018;59:154–60. https://doi.org/10.2967/jnumed.117.196261.

16. Segars JP. Development and application of the new dynamic NURBS-based
cardiac-torso (NCAT) phantom [dissertation] In: University of North Carolina; 2001.

17. Basic anatomical and physiological data for use in radiological protection:
reference values. A report of age- and gender-related differences in the
anatomical and physiological characteristics of reference individuals. ICRP
Publication 89. Ann ICRP. 2002;32:5-265.

18. The 2007 Recommendations of the International Commission on
Radiological Protection. ICRP publication 103. Ann ICRP. 2007;37:1-332. doi:
https://doi.org/10.1016/j.icrp.2007.10.003.

19. Amato E, Cicone F, Auditore L, Baldari S, Prior JO, Gnesin S. A Monte Carlo
model for the internal dosimetry of choroid plexuses in nuclear medicine
procedures. Phys Med. 2018;49:52–7. https://doi.org/10.1016/j.ejmp.2018.05.005.

20. Gnesin S, Mitsakis P, Cicone F, Deshayes E, Dunet V, Gallino AF, et al. First in-
human radiation dosimetry of (68)Ga-NODAGA-RGDyK. EJNMMI Res. 2017;7:
43. https://doi.org/10.1186/s13550-017-0288-x.

21. Huang B, Law MW, Khong PL. Whole-body PET/CT scanning: estimation of
radiation dose and cancer risk. Radiology. 2009;251:166–74. https://doi.org/
10.1148/radiol.2511081300.

22. Icrp. Radiation dose to patients from radiopharmaceuticals. Addendum 3 to ICRP
Publication 53. ICRP Publication 106. Approved by the Commission in October
2007. Ann ICRP. 2008;38:1–197. https://doi.org/10.1016/j.icrp.2008.08.003.

23. Yamada Y, Nakatani H, Yanaihara H, Omote M. Phase I clinical trial of
99mTc-etarfolatide, an imaging agent for folate receptor in healthy
Japanese adults. Ann Nucl Med. 2015;29:792–8. https://doi.org/10.1007/
s12149-015-1006-2.

24. Balashova OA, Visina O, Borodinsky LN. Folate action in nervous system
development and disease. Dev Neurobiol. 2018;78:391–402. https://doi.org/
10.1002/dneu.22579.

25. Wollack JB, Makori B, Ahlawat S, Koneru R, Picinich SC, Smith A, et al.
Characterization of folate uptake by choroid plexus epithelial cells in a rat
primary culture model. J Neurochem. 2008;104:1494–503. https://doi.org/10.
1111/j.1471-4159.2007.05095.x.

26. Grapp M, Wrede A, Schweizer M, Huwel S, Galla HJ, Snaidero N, et al.
Choroid plexus transcytosis and exosome shuttling deliver folate into brain
parenchyma. Nat Commun. 2013;4:2123. https://doi.org/10.1038/
ncomms3123.

Gnesin et al. EJNMMI Research           (2020) 10:32 Page 11 of 12

http://clinicaltrial.gov
https://clinicaltrials.gov/ct2/show/NCT03242993
https://clinicaltrials.gov/ct2/show/NCT03242993
https://doi.org/10.1016/j.drup.2014.10.002
https://doi.org/10.18632/oncotarget.9651
https://doi.org/10.1517/17425247.2012.694863
https://doi.org/10.1517/17425247.2012.694863
https://doi.org/10.1200/JCO.2015.63.2596
https://doi.org/10.1200/JCO.2015.63.2596
https://doi.org/10.1016/j.ygyno.2015.01.010
https://doi.org/10.1016/j.ygyno.2015.01.010
https://doi.org/10.3413/Nukmed-0937-17-10
https://doi.org/10.3413/Nukmed-0937-17-10
https://doi.org/10.1039/c7sc04004k
https://doi.org/10.1093/annonc/mdu024
https://doi.org/10.1093/annonc/mdu024
https://doi.org/10.1007/s11307-017-1049-y
https://doi.org/10.3390/molecules18055005
https://doi.org/10.3390/molecules18055005
https://doi.org/10.2967/jnumed.110.079756
https://doi.org/10.2967/jnumed.110.079756
https://doi.org/10.1021/bc300483a
https://doi.org/10.2214/AJR.09.4110
https://doi.org/10.2214/AJR.09.4110
https://doi.org/10.1186/s13550-018-0462-9
https://doi.org/10.1186/s13550-018-0462-9
https://doi.org/10.2967/jnumed.117.196261
https://doi.org/10.1016/j.icrp.2007.10.003
https://doi.org/10.1016/j.ejmp.2018.05.005
https://doi.org/10.1186/s13550-017-0288-x
https://doi.org/10.1148/radiol.2511081300
https://doi.org/10.1148/radiol.2511081300
https://doi.org/10.1016/j.icrp.2008.08.003
https://doi.org/10.1007/s12149-015-1006-2
https://doi.org/10.1007/s12149-015-1006-2
https://doi.org/10.1002/dneu.22579
https://doi.org/10.1002/dneu.22579
https://doi.org/10.1111/j.1471-4159.2007.05095.x
https://doi.org/10.1111/j.1471-4159.2007.05095.x
https://doi.org/10.1038/ncomms3123
https://doi.org/10.1038/ncomms3123


27. Patrick TA, Kranz DM, van Dyke TA, Roy EJ. Folate receptors as potential
therapeutic targets in choroid plexus tumors of SV40 transgenic mice. J
Neurooncol. 1997;32:111–23.

28. Sakata M, Oda K, Toyohara J, Ishii K, Nariai T, Ishiwata K. Direct comparison
of radiation dosimetry of six PET tracers using human whole-body imaging
and murine biodistribution studies. Ann Nucl Med. 2013;27:285–96. https://
doi.org/10.1007/s12149-013-0685-9.

29. Bencherif B, Endres CJ, Musachio JL, Villalobos A, Hilton J, Scheffel U, et al.
PET imaging of brain acetylcholinesterase using [11C]CP-126,998, a brain
selective enzyme inhibitor. Synapse. 2002;45:1–9. https://doi.org/10.1002/
syn.10072.

30. Tolvanen T, Yli-Kerttula T, Ujula T, Autio A, Lehikoinen P, Minn H, et al.
Biodistribution and radiation dosimetry of [(11)C]choline: a comparison
between rat and human data. Eur J Nucl Med Mol Imaging. 2010;37:874–83.
https://doi.org/10.1007/s00259-009-1346-z.

31. Lin JH. Species similarities and differences in pharmacokinetics. Drug Metab
Dispos. 1995;23:1008–21.

32. Lynn RC, Poussin M, Kalota A, Feng Y, Low PS, Dimitrov DS, et al. Targeting
of folate receptor beta on acute myeloid leukemia blasts with chimeric
antigen receptor-expressing T cells. Blood. 2015;125:3466–76. https://doi.
org/10.1182/blood-2014-11-612721.

33. Song DG, Ye Q, Poussin M, Chacon JA, Figini M, Powell DJ Jr. Effective
adoptive immunotherapy of triple-negative breast cancer by folate
receptor-alpha redirected CAR T cells is influenced by surface antigen
expression level. J Hematol Oncol. 2016;9:56. https://doi.org/10.1186/s13045-
016-0285-y.

34. Kim M, Pyo S, Kang CH, Lee CO, Lee HK, Choi SU, et al. Folate receptor 1
(FOLR1) targeted chimeric antigen receptor (CAR) T cells for the treatment
of gastric cancer. PLoS One. 2018;13:e0198347. https://doi.org/10.1371/
journal.pone.0198347.

35. Fan CA, Reader J, Roque DM. Review of immune therapies targeting ovarian
cancer. Curr Treat Options Oncol. 2018;19:74. https://doi.org/10.1007/
s11864-018-0584-3.

36. Parker N, Turk MJ, Westrick E, Lewis JD, Low PS, Leamon CP. Folate receptor
expression in carcinomas and normal tissues determined by a quantitative
radioligand binding assay. Anal Biochem. 2005;338:284–93. https://doi.org/
10.1016/j.ab.2004.12.026.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Gnesin et al. EJNMMI Research           (2020) 10:32 Page 12 of 12

https://doi.org/10.1007/s12149-013-0685-9
https://doi.org/10.1007/s12149-013-0685-9
https://doi.org/10.1002/syn.10072
https://doi.org/10.1002/syn.10072
https://doi.org/10.1007/s00259-009-1346-z
https://doi.org/10.1182/blood-2014-11-612721
https://doi.org/10.1182/blood-2014-11-612721
https://doi.org/10.1186/s13045-016-0285-y
https://doi.org/10.1186/s13045-016-0285-y
https://doi.org/10.1371/journal.pone.0198347
https://doi.org/10.1371/journal.pone.0198347
https://doi.org/10.1007/s11864-018-0584-3
https://doi.org/10.1007/s11864-018-0584-3
https://doi.org/10.1016/j.ab.2004.12.026
https://doi.org/10.1016/j.ab.2004.12.026

