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Abstract 

Background: There are only a handful of true theranostic matched pairs, and in par-
ticular the theranostic radiocopper trio 61Cu, 64Cu and 67Cu, for diagnosis and therapy 
respectively, is a very attractive candidate. In fact, the alternative of two imaging 
radionuclides with different half-lives is a clear advantage over other theranostic pairs, 
since it offers a better matching for the tracer biological and radionuclide physical 
half-lives. Due to the high availability of 64Cu, its translation into the clinic is being 
successfully carried out, giving the example of the FDA approved radiopharmaceutical 
Detectnet (copper Cu 64 dotatate injection). However, a shorter-lived PET radionuclide 
such as 61Cu may as well be beneficial.

Results: Proton irradiation of enriched 62Ni electrodeposited targets with a compact 
cyclotron produced the desired radionuclide via the 62Ni(p,2n)61Cu nuclear reac-
tion, leading to 61Cu activities of up to 20 GBq at end of bombardment and 8 GBq 
at end of purification. Furthermore, two purification methods are compared lead-
ing to comparable results regarding separation yield and product purity. Following 
the radiochemical separation, quality assessment of this product  [61Cu]CuCl2 solution 
proved radionuclidic purities (RNP) over 99.6% and apparent molar activities (AMA) 
of 260 GBq/µmol with the 1,4,8,11-tetraazacyclotetradecane-1,4,8,11-tetraacetic acid 
(TETA) chelator, end of purification corrected.

Conclusions: In the current article a comprehensive novel production method 
for the PET radionuclide 61Cu is presented, providing an alternative to the most popular 
production routes. Characterization of the  [61Cu]CuCl2 product showed both high RNP 
as well as high AMA, proving that the produced activity presented high quality regard-
ing radiolabeling up to 9 h after end of purification. Furthermore, production scalability 
could be easily achieved by increasing the irradiation time.
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Graphical abstract

Background
During the last decades, Positron Emission Tomography (PET) has gained impor-
tance in cancer diagnosis. This technique in combination with other imaging modali-
ties, i.e. computed tomography (PET/CT) and magnetic resonance imaging (PET/
MRI), have proven to be a powerful diagnostic tool for tumor detection (Cherry et al. 
2012; Schulthess and Schlemmer 2008). Although the most widely used radionu-
clide in PET is the non-metal 18F, e.g. as  [18F]FDG,  [18F]FDOPA, i.a. (Coenen et  al. 
2010), a radiometal can also be incorporated into a targeting vector. The radiometal 
ion can be complexed by a suitable chelator conjugated to a tracer molecule (Okoye 
et al. 2019). In particular this is the case of 68Ga-based radiopharmaceuticals, a pos-
itron-emitter with a half-life of approximately one hour. The high availability of this 
radionuclide due to its 68Ge/68 Ga generator-based production is of primordial impor-
tance (Velikyan 2014), however, with the advances in the accelerator-based produc-
tion of radiometals, other metallic radionuclides show a huge potential. On the one 
hand, radionuclides with half-lives of only a couple of hours and thus comparable to 
68Ga have been looked into. Some radionuclides from this group are 43/44Sc (half-lives 
3.89 h and 3.97 h) (Domnanich et al. 2017; Becker et al. 2023; Chaple and Lapi 2018), 
45Ti (3.08  h) (Chaple and Lapi 2018), 61Cu (3.34  h) (Szelecsényi et  al. 1993; McCa-
rthy et al. 1999; Thieme et al. 2013), and 132/133La (4.8 h and 3.91 h) (Aluicio-Sarduy 
et al. 2019; Nelson et al. 2022; Brühlmann et al. 2022), (properties presented in a com-
parative table in Additional file  1). On the other hand, radionuclides with half-lives 
between 9 and 20  h have been investigated, e.g. 55Co (17.53  h), 64Cu (12.7  h), 66Ga 
(9.3 h), 86Y (14.7 h), 90Nb (14.6 h), 152Tb (17.5 h) (Aluicio-Sarduy et al. 2018; Mikola-
jczak et al. 2019).

Only a couple of these β+-emitters have a therapeutic counterpart radionuclide 
forming a true theranostic matched pair. Such is the case of 86Y/90Y, 43/44Sc/47Sc, 
152Tb/149/161Tb and 61/64Cu/67Cu matched radionuclides. While 90Y and 161Tb pro-
duction is based on neutron reactions, i.e. nuclear reactors (Mikolajczak et al. 2019), 
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radioscandium and radiocopper pairs can be entirely produced with cyclotrons, i.a. 
via proton or deuteron irradiation, or photonuclear reactions. Moreover, in the last 
couple of years 64Cu radiochemistry and radiopharmaceuticals have been well estab-
lished (IAEA 2023), even with the FDA approved radiopharmaceutical Detectnet 
(copper Cu 64 dotatate injection) (Torre et  al. 2020), while radioscandium isotopes 
are relegated on this matter.

The decay characteristics of copper radioisotopes potentially useful for nuclear med-
icine purposes are shown in Table  1 to illustrate their prospects (Hussain et  al. 2023; 
IAEA 2023). What is more, recent advances on its therapeutic counterpart produc-
tion, 67Cu, via several paths potentially leading to GBq quantities (Copper-67 2022; 
Nigron et al. 2021; Brühlmann et al. 2023), further motivates the study of copper-based 
radiopharmaceuticals.

On the one hand, 60Cu and 62Cu have a high β+ energy emission that impacts nega-
tively the quality of the PET scan, however, their short half-lives motivate their use for 
small molecules and low-molecular weight molecules, with fast pharmacokinetics, i.a. 
as perfusion and hypoxia tracers. On the other hand, the longer-lived 64Cu results are 
attractive for labeling of peptides, peptidomimetics or antibodies (Williams et al. 2005). 
Moreover, 61Cu comes to fill the gap between the short-lived 60/62Cu and 64Cu. In fact, 
61Cu is an interesting alternative to 64Cu, with a shorter half-life and higher β+ particle 
emission yield, but also a higher β+ energy (Williams et al. 2005; Rowshanfarzad et al. 
2006). Furthermore, 61Cu showed some advantages over 64Cu for the tracking of small 
proteins regarding dosimetry concerns, due to the latter’s longer half-life and its β− co-
emission with 38.5% intensity (McCarthy et al. 1999; Zhang et al. 2012).

Different paths have been proposed for the production of 61Cu, from nickel and zinc 
targets. Promising results were obtained via the 60Ni(d,n)61Cu nuclear reaction, by deu-
teron irradiation of enriched 60Ni or even natural nickel targets (McCarthy et al. 1999; 
Svedjehed et  al. 2020). The main advantage of this production route is its affordable 

Table 1 Physical properties of copper radionuclides of interest for nuclear medicine

Radionuclide Half-life Eβ+,mean/keV 
(Intensity/%)

Eβ-,mean/keV 
(Intensity/%)

Eγ/keV (Intensity/%)

60Cu 23.7 m 872 (49) 1333 (88)

1325 (15) 1792 (45.4)

840 (11.6) No emission 826.4 (21.7)

1720 (5) 3124 (4.8)

805 (4.6) i.a 1862 (4.8) i.a

524 (51) 282.9 (12.7)
61Cu 3.34 h 399 (5.8) No emission 656.0 (10.4)

238 (2.5) 67.41 (4.0)

494 (2.1) 1185 (3.6) i.a
62Cu 9.67 m 1321 (97.6) No emission 1173 (0.34) i.a
64Cu 12.7 h 278 (17.5) 191 (38.5) 1346 (0.47)
67Cu 61.8 h No emission 121 (57) 184.5 (48.7)

154 (22) 93.3 (16.1)

189 (20) 91.3 (7.9) i.a

51 (1.1) i.a
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target material. However, deuteron beams are not featured in most compact cyclotrons, 
which may be seen as a drawback. Moreover, the 61Ni(p,n)61Cu nuclear reaction is the 
main chosen production route (Szelecsényi et  al. 1993; McCarthy et  al. 1999), with a 
high cross section and without co-production of 60Cu for proton energies below 15 MeV, 
but an expensive 61Ni enriched target material, due to the low 61Ni abundance (IAEA 
2023). Another alternative is the 62Ni(p,2n)61Cu reaction, which we further explore in 
this work. In this case the target material results cheaper due to the higher 62Ni abun-
dancy over 61Ni, but the energy window for the reaction is shifted to energies higher 
than 14 MeV. Alternatively, the 64Zn(p,α)61Cu nuclear reaction, presents a lower cross 
section but also a more affordable target material. Solid and liquid, natural zinc and 
enriched 64Zn targets have been explored  (Thieme et  al. 2013; Szelecsényi et  al. 2006; 
Dellepiane et al. 2022; Fonseca et al. 2022). However, copper purification from zinc tar-
gets have proven to be not so straight-forward as separation from nickel targets, the 
former including multi-step separations and/or pH adjustments  (Thieme et  al. 2013; 
Brühlmann et al. 2023).

The experimental cross section and the results of the TENDL simulation of the 
62Ni(p,2n)61Cu nuclear reaction are plotted in Fig.  1 (Stearns 1962; Levkovskii 1991; 
Piel et  al. 1992; TENDL 2019). From this figure, substantial dispersion in the results 
reported from different authors can be seen, which leads to uncertainties on the 61Cu 
yield calculation.

We report in this article the production of 61Cu from proton irradiation of elec-
trodeposited enriched 62Ni targets via the 62Ni(p,2n)61Cu nuclear reaction. We discuss 
the targetry and target radiochemistry developed as well as the product solution char-
acterization, using as a basis the expertise acquired by our group from the nickel-based 
production of 64Cu (Thieme et al. 2012).

Methods
Materials

Solutions used consisted of ultrapure 30% hydrochloric acid (Merck KGaA), ultrapure 95% 
sulfuric acid (Roth GmbH) and ultrapure 20% aqueous ammonia (Roth GmbH) in addi-
tion with deionized milli-Q® water. Citric acid monohydrate was purchased from Acros 
Organics B.V.B.A. (USA) and ammonium acetate 99.999% trace metal basis was acquired 

Fig. 1 Reported experimental and TENDL simulation cross section for the 62Ni(p,2n)61Cu reaction
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from Sigma-Aldrich (USA). Bio-Rad pre-packed Poly-Preps anion exchange columns 
(0.8 × 4   cm2, AG-1 × 8 Cl- form, 200–400 mesh) and 1 mL TrisKem TK201 (pre-packed, 
50–100 µm particle size) cartridges were acquired. Gold discs (99.999%, 23 mm diameter, 
2 mm thickness) with a centered deepening (10 mm diameter, 0.5 mm depth) were used 
as substrate for the electrodepositions. Enriched 62Ni in the form of metallic ingots was 
bought from ISOFLEX USA, with isotopic composition (provider specifications) as shown 
in Table 2.

Target preparation

Target preparation consisted of 62Ni electrodeposition from  [62Ni]NiSO4 solutions, follow-
ing the method already standardized by our group for 64Ni electrodeposition (Thieme et al. 
2012). Basically, fresh enriched 62Ni metal ingots (100–105 mg) would be dissolved in 5 mL 
of 8 M HCl while heating up to 100 °C, and the resulting green solution passed through 
a 2 mL AG-1 × 8 column in order to remove possible impurities (e.g. stable copper ions). 
Alternatively, a recycled  [62Ni]NiCl2 fraction (ca. 7 mL, 62Ni content 50–95 mg) could be 
directly used without further purification. This solution would be then evaporated to dry-
ness and re-dissolved in 1 mL 47.5% (w/w) sulfuric acid and neutralized with diluted aque-
ous ammonia (10% w/w), adjusting to a pH of 9 and obtaining a deep-blue colored solution 
(ca. 8 mL). This solution was transferred to an electroplating device consisting of a glass 
vessel with a graphite anode (99.9995% graphite rod from Alfa Aesar, Germany). A gold 
substrate acted as the cathode, with the electrodeposition taking place in a 7 mm diameter 
circle. A voltage of 2.7 V was applied overnight (ca. 20 h, starting current 26 mA), leaving 
afterwards a colorless solution.

Irradiation parameters optimization

The 62Ni(p,2n)61Cu nuclear reaction occurs with proton energies higher than 14  MeV, 
reaching a maximum for energies between 20 and 22 MeV as shown in Fig. 1. Considering 
the target thickness, the exiting energy from the 62Ni target is relevant due to the activa-
tion of the backing material, even more when the target backing is reused several times. 
This factor in combination with chemical resistance for the nickel dissolution and favorable 
thermal conductivity, led to the election of gold as the target backing. Nevertheless, proton 
activation of gold is not negligible, and the cross section of relevant nuclear reactions lead-
ing to radionuclides from a gold target (i.a. 197Au) for energies below 30 MeV can be seen in 
Fig. 2 (TENDL cross section data TENDL 2019).

Production of 197 m/gHg (half-lives 23.8 h and 64.1 h, respectively) and 197mAu (8 s) is inev-
itable, but the latter results irrelevant due to its short half-life. Nevertheless, higher proton 
energies result in production first of 195 m/gHg (41.6 h and 10.5 h, respectively), leading to 
long-lived 195Au (186 d), and of 196 m/gAu (9.6 h and 6.17 d, respectively). Production of all 
of the later mentioned radionuclides can be avoided by limiting the proton energy. Further 
discussion of the backing material activation is presented in the Additional file 1.

Table 2 Isotopic composition of the 62Ni enriched target material, as specified by supplier

Isotope 58Ni 60Ni 61Ni 62Ni 64Ni

Content [%] 0.01 0.01 0.44 99.36 0.18
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Moreover, theoretical 61Cu saturation yields were calculated exploring different energy 
windows and considering the exiting energy limitation, with the method previously 
described by our group (Brühlmann et al. 2023). Due to the relatively good agreement 
between experimental cross section results and the TENDL simulation for energies 
below 22 MeV (Fig. 1), the latter data was used. However, it is important to mention that 
due to the huge differences in the cross section measurements, the values obtained serve 
only as a first estimation. In Fig.  3 estimated saturation yields for three targets thick-
nesses, 260 mg/cm2, 195 mg/cm2 and 130 mg/cm2, as a function of the incident proton 
energy are shown.

Target irradiation

The target irradiation was carried out using the 90° solid target configuration of 
the TR-Flex (ACSI—Advanced Cyclotron System Inc) cyclotron installed at the 
HZDR (Helmholtz-Zentrum Dresden-Rossendorf ). The proton beam profile has 
been previously characterized; a FWHM of 12 mm to 14 mm in an energy range of 

Fig. 2 Simulated cross section of relevant nuclear reactions from proton bombardment of a 197Au target. In 
dotted line the desired energy limit (16.5 MeV) to reduce the backing activation

Fig. 3: 61Cu saturation yields for three target thicknesses as a function of the incident proton energy. The red 
area represents proton incident energies resulting in an exiting energy greater than 16.5 MeV
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14–30  MeV has been quantified (Kreller et  al. 2020). Cooling of the target is per-
formed with water on the backside (6  L/min, 20  °C) and with helium at the front 
(300 L/min, 20–25 °C).

The incident proton energy was modified for each target, aiming not to exceed 
16.5 MeV as the exit energy and to avoid high activation of the gold backing. As a 
simplification, the incident energy of the proton beam could be calculated as a linear 
function of the target mass with Eq. 1. Since the stopping power is a function of the 
incident energy, the energy degraded in the target is not linear with the target mass. 
However, due to the small range of target masses between 50 and 100 mg, the dis-
persion in the exiting energy would be below 0.1 MeV and regarded as acceptable.

Following the Eq.  1, an extracted proton energy of (22.0 ± 0.1)  MeV to 
(24.0 ± 0.1)  MeV from cyclotron was degraded down to (18.6 ± 0.1)  MeV to 
(20.8 ± 0.1) MeV with a 650 µm aluminum degrader in front of the target. In Fig. 4, 
the cross sections leading to copper radionuclides and stable 63Cu, weighted with the 
target composition from Table 3, as well as the energy degraded within the target are 
shown. The target was irradiated with a proton current of 70 µA for 1–2 h. In par-
ticular, considerable amounts of 62Cu is co-produced by proton irradiation of such 
target, however, assuming end of purification (EOP) three hours after end of bom-
bardment (EOB), a reduction to the kBq range is expected.

(1)Ein = 19.8MeV + 0.044MeV /mg •mTarget

Fig. 4 Simulated cross section from TENDL weighted for the 62Ni enriched target leading to copper (radio) 
isotopes

Table 3 Radionuclide impurities in the  [61Cu]CuCl2 fraction corrected to EOP, using both the 2 mL 
AG1- × 8 ion exchanger and the 1 mL TK201 resin

a Estimated content, not possible to directly quantify

Separation column 62Cu/% 64Cu/% 57Co/% 58Co/% 58mCoa/%

AG1- × 8 n/q  < 0.35  < 2E-6  < 6E-4  < 0.05

TK201 n/q  < 0.35  < 1E-6  < 3E-4  < 0.02
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Radiochemical separation

After the 1-h decay time to reduce the content of short-lived 62Cu, the target was washed 
with 10 mL of a 0.1 M citric acid solution for 15 min to remove the presence of metallic 
ions, and rinsed 2 times with 10 mL of milli-Q  H2O. This step could increase the molar 
activity of the product by removing stable  Cu2+ ions from the target backing, coming 
from the cooling water circuit. In the obtained washing, less than 3 MBq of 61Cu would 
be lost (EOP corrected).

The enriched 62Ni targets were first purged with 3 mL of 6.5 M HCl at room tempera-
ture to further reduce the stable metal impurities content. Again, in this step some activ-
ity was lost, but represented no more than 50  MBq (EOP corrected). Afterwards, the 
target would be dissolved in 3 mL of 6.5 M HCl at 90 °C. The purge as well as the target 
dissolution are performed with a reactor where the whole target (including the backing) 
is immersed in acid, in a closed system with argon and fume trap. Radiochemical separa-
tion consisted of an one-step chromatographic separation with an anion exchanger or an 
extraction chromatography resin (2 mL AG-1 × 8 or 1 mL TK201, respectively), where 
the raw target solutions were pumped with a peristaltic pump at a 0.25 mL/min rate. A 
scheme of the separation is shown in Fig. 5. This raw target solution is loaded (1a) onto 
the preconditioned (1 × 2 mL  H2O, 2 × 3 mL 6.5 M HCl) column and washed with 4 mL 
of 6.5 M HCl (1b) to quantitively recover the 62Ni target material. The following steps 
were differentiated for the two methods.

The anion exchanger column would be washed with 3 mL of 4 M HCl (2a) and 1 mL of 
 H2O (2b) to remove the radiocobalt followed by the 61Cu elution with 1.5 mL of  H2O (3). 
Although the elution was performed with water, the residual HCl in the column pro-
duced the radiocopper fraction to be contained in 1.5 M HCl. This  [61Cu]CuCl2 could be 
used for radiolabeling with a strong buffer or evaporated to dryness and re-dissolved in 
700 µL of  H2O to obtain a more concentrated  [61Cu]CuCl2 solution.

Fig. 5 One-step radiochemical separation scheme of the 61Cu purification. Three main fractions are obtained: 
the nickel fraction used for target recovery, the cobalt fraction (waste) and the product  [61Cu]CuCl2 fraction
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On the other hand, the TK201 cartridge was washed with 4 mL of 4 M HCl and 2 mL 
of 5 M NaCl in 0.05 M HCl (2a) to remove the radiocobalt impurities, similar as previ-
ously described (Svedjehed et al. 2020). A first 0.5 mL of 0.01 M HCl (2b) was used to 
reduce the chloride concentration of the resin and the  [61Cu]CuCl2 would be eluted in 
2 mL of the same solution (3) ready to label.

Product characterization

Characterization of the nickel, cobalt and copper fractions was performed by high-reso-
lution gamma-spectroscopy using an energy- and efficiency-calibrated Mirion Technol-
ogies (Canberra) CryoPulse 5 HPGe detector. From the nickel fraction 200 µL were filled 
into a tube with calibrated geometry for the gamma spectroscopy measurement. On the 
other hand, ca. 10 µL from the cobalt fraction or ca. 1 µL of a diluted  [61Cu]CuCl2 prod-
uct solution (between 200 and 600 kBq) were filled into the same tubes and filled with 
water to achieve a total volume of 200 µL. The measurements were performed within 
2 h after EOP, with a set live-time of 600 s for the three probes and ensuring a dead-time 
below 5%. In addition, a fourth probe containing 100–200 µL of the  [61Cu]CuCl2 fraction 
(500–1000 MBq 61Cu at EOP, total volume filled with water to 200 µL when needed) was 
also analyzed between 48 and 72 h after EOP for 1 h live-time to better detect impurities 
and quantify the radionuclidic purity (RNP) of the product. Activities were automati-
cally calculated with the software Genie2000 (V. 3.4.1).

ICP-MS measurements were performed to quantify the content of stable cations in 
the product solution. From the copper fraction, ca. 200–400 µL of solution containing 
approximately 1–2 GBq of 61Cu were taken for the measurement. The presence of cop-
per  (Cu2+), nickel-62  ([62Ni]Ni2+), cobalt  (Co2+), aluminum  (Al3+) and lead  (Pb2+) was 
looked into. The  Cu2+ content is used to determine the molar activity of the product. In 
addition, lead  (Pb2+) contamination was also analyzed by this mean. ICP-MS measure-
ments were carried out by VKTA (Radiation Protection, Analytics & Disposal Rossen-
dorf Inc. (VKTA) Dresden, Germany).

Furthermore, the apparent molar activity (AMA) of the product was quantified 
by titration with the macrocyclic ligand 1,4,8,11-Tetraazacyclotetradecane-1,4,8,11-
tetraacetic acid (TETA). Radiolabeling followed the method proposed by Thieme et al. 
(Thieme et al. 2012). Basically, 5.0–10.0 µL of a diluted  [61Cu]CuCl2 solution (approxi-
mately 2  MBq 61Cu) was added to aqueous solutions containing different complexing 
agent concentrations (14–140  nM, 250  µL total volume, 200  mM ammonium acetate 
buffer pH 6), and mixed for 30 min at room temperature. The TETA complex was per-
formed on an iTLC-SA paper developed with milli-Q water. While the  [61Cu]CuCl2 
remains at the start of the paper, the radiometal complex runs to the front. Complexa-
tion of over 70% was used to determine the AMA.

Results
Target preparation

Target masses in the 50–100  mg range were obtained, accounting for 62Ni surface 
densities between 130 and 260  mg/cm2. The electrodeposition yield obtained was 
mainly over 95% (for the fresh 62Ni (97.1 ± 1.4)%, n = 3), while the whole recovery 
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yield from the old target dissolution to the new target electrodeposition amounted 
over 90%. A typical 182 mg/cm2 62Ni target is shown in Fig. 6.

Activity yields and purification efficiency

The saturation yield of the radioisotope 61Cu was in the range of 800–1500 MBq/µA 
at EOB, depending on the surface density, i.a. 62Ni mass. In fact, activities between 
10 and 20 GBq at EOB were reached, while after purification between 4 and 8 GBq 
of a  [61Cu]CuCl2 solution were obtained. Selected irradiation results are available in 
the Additional file 1. This saturation yield accounts for 25% of the calculated theo-
retical one presented in Fig. 3.

After purification following the described methods, 65–80% of the 61Cu activity 
(decay corrected) was obtained in the  [61Cu]CuCl2 fraction, with no significative dif-
ference between both separation methods. The major activity loss was during the 
target dissolution, where up to 12% of the radioactivity could not be pumped out of 
the dissolving reactor, thus making the differences in efficiency of both separation 
methods negligible. In particular, the separation yields obtained were (84 ± 5) % for 
n = 4 (AG-1 × 8) and (83 ± 7)% for n = 3 (TK201), decay corrected and considering 
only the activity of the raw solution and not the reactor loss.

Moreover, when using the anion exchange method, the product would be con-
tained in 1.5 mL of ca. 1.5 M HCl, which could be dried and re-dissolved in water or 
directly used for radiolabeling with a strong buffer solution. In the case of the TK201 
resin, the product solution consisted of 0.01 M HCl ready to label with. The whole 
purification process, target dissolution inclusive, took about 2 h.

Fig. 6 Electrodeposited 70 mg 62Ni (182 mg/cm2) target onto a gold backing

Fig. 7 Gammaspectroscopies of the nickel (a) and cobalt (b) fractions within 1 h after EOP for the AG-1 × 8 
based separation. A live-time of 600 s was set with a dead-time below 5%
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Radionuclide purity characterization

Gammaspectroscopies of the nickel and cobalt fractions are shown in Fig. 7. In the 
target material fraction, 57Ni was identified accompanied by some minor radiocobalt, 
while in the cobalt fraction some breakthrough of 61Cu was already detected.

In addition, shortly after purification, no other radionuclide than 61Cu could be 
identified in the product fraction, however, after a decay time of ca. 3 days the pres-
ence of radiocobalt and 64Cu was quantified. The results of a gammaspectroscopy of 
the copper fraction performed shortly after EOP and one corresponding to a decayed 
product fraction are presented in Fig. 8.

Moreover, the RNP of the product fraction was calculated with the quantified radi-
oimpurities from the gammaspectroscopy, resulting in over 99.6% at EOP (over 99.8% 
at EOB) for both purification methods. The radionuclide impurities are presented in 
Table  3. It is important to mention, that although 58mCo is expected to be present 
both in the cobalt and the copper fractions, it was not possible to directly quantify the 
activity of the radionuclide due to the low energy and intensity of its most prominent 
γ-line (24.9 keV, 0.04%). Thus, an estimation based on the measured 58gCo activity and 
the theoretical yield was performed and is further explained in the Additional file 1.

Molar activity quantification

Metallic impurity content was analyzed by ICP-MS. These results obtained for the 
 [61Cu]CuCl2 fractions from both separation methods as well as the 61Cu activity con-
centrations are presented in Table 4.

In addition, the molar activity of both product fractions was quantified. For the 
anion exchange method, a molar activity of 411 GBq/µmol at EOP, i.e. 886 GBq/µmol 
at EOB was determined, while for the TK201 method molar activities of 605  GBq/
µmol and 1280 GBq/µmol at EOP and EOB respectively were calculated.

Fig. 8 Gammaspectroscopies of the  [61Cu]CuCl2 fraction within 1 h after EOP (a) and 70 h after EOP (b) for 
the AG-1 × 8 based separation. A live-time of 600 s and 3600 s was set respectively with a dead-time below 
5%

Table 4 ICP-MS results from the  [61Cu]CuCl2 fraction, using both the AG1- × 8 ion exchanger and 
TK201 resin

Separation 
column

Activity Conc. 
(@ EOP)/GBq/
mL

Cu2+ 
Conc./
ppb

Co2+ Conc./
ppb

Ni2+ Conc./
ppb

Al3+ Conc./
ppb

Pb2+ Conc./
ppb

AG1- × 8 3.8 590  < 0.04 14,000  < 5.3 31.8

TK201 2.2 235  < 0.016 9700  < 11 21.8
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Moreover, test radiolabeling with the macrocycle TETA proved an AMA between 130 
and 260 GBq/µmol at EOP which translates to over 550 GBq/µmol at EOB. In particular, 
higher AMAs were determined in batches containing higher 61Cu activity, regardless of 
the purification method.

Discussion
Activity yields and purification efficiency

The attained experimental saturation yields represent about 25% of the theoretical cal-
culated yield, revealing a larger disagreement than the one observed with other tar-
gets irradiated at our cyclotron, as reported in our previous work, where ca. 60% of the 
theoretical value was achieved (Brühlmann et  al. 2022, 2023; Reissig et  al. 2020). The 
uncertainty in the determination of the cross section can be a source of error, where dif-
ferences of about 50% can be observed between the different measurements. Another 
critical factor is the uneven nickel electrodeposition in combination with the small cross 
section of the 62Ni(p,2n)61Cu nuclear reaction for lower energies; as usual, thinner elec-
trodeposition regions have a lower yield, while thicker electrodeposition areas do not 
compensate this effect, since the cross section is already too small for lower energies. 
In fact, the reaction cross section of over 300 mb for 20 MeV is only 150 mb for 16 MeV 
(calculated exiting energy) and further drops to 50  mb for 15  MeV (Fig.  1). In conse-
quence, thicker electrodeposition areas, where a higher proton energy is degraded, pre-
sent only a slightly higher 61Cu production, while thinner sections, where the energy 
degradation is lower than expected, the potential production loss is huge.

The decay time after irradiation enabled the reduction in the absorbed dose while per-
forming the radiochemical separation. At EOB, an 62Cu activity in the 100  GBq scale 
is expected, which after 1 h would represent 1.4 GBq and only 2.5 kBq after 3 h, which 
is about the time between EOB and EOP. Furthermore, from the close to 20 GBq 61Cu 
activity at EOB, after 3 h still over 10 GBq are available, in contrast to the 62Cu traces. 
In consequence, quantification of 62Cu in the  [61Cu]CuCl2 product results impossible in 
practice.

Regarding scalability, a 70 µA, 200-min irradiation (ca. one 61Cu half-life) would lead 
to 61Cu activities between 28 and 53 GBq at EOB (depending on the target mass), which 
followed by an efficient radionuclide purification could lead to activities of up to 20 GBq 
of  [61Cu]CuCl2 at EOP.

Radionuclide purity characterization

Based on the results from the gammaspectroscopies, it is possible to conclude that a 
 [61Cu]CuCl2 product with low content of radionuclide impurities was obtained. Moreo-
ver, the product solution would have a RNP of over 99% at least 14 h (over 4 half-lives) 
after EOP. What is more, since the main radioimpurity quantified was 64Cu (accounting 
for less than 0.35% of the radioactivity at EOP) and this radionuclide is also a β+-emitter, 
the mentioned decrease in the RNP results even less relevant.

Molar activity quantification

The values obtained for the molar activity and the AMA are in accordance, even more 
when considering that for the AMA not only the stable copper ions play a role but also 
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other metallic cations in solution. Moreover, slight differences in the pH can also influ-
ence the radiochemical yield of the test radiolabeling. Therefore, the AMA is always 
expected to be lower than the molar activity of the  [61Cu]CuCl2.

Furthermore, the AMA of the produced  [61Cu]CuCl2 results over 40 GBq/µmol for at 
least 9 h after EOP, which guarantees quantitative radiolabeling by molar activities com-
parable to that applied in clinical uses with 68 Ga, e.g. 35.5 GBq/µmol 68 Ga-PSMA-11 
(Kleynhans et al. 2020; Lin et al. 2020), with the advantage of 61Cu presenting a longer 
half-life.

One source of stable copper in the solution is the production of 63Cu by the 
64Ni(p,2n)63Cu nuclear reaction, however, due to the low 64Ni content (0.18%), the 
impact should be negligible in comparison with external contamination, e.g. from the 
water-cooling circuit. Since the nickel electrodeposition was performed after purifica-
tion of the material, either by using recycled target material or fresh nickel pre-purified 
with an anion exchanger column, this stable copper contribution is also expected to be 
minimal. Considering these stable copper sources and their impact, it is reasonable to 
conclude that the copper content is independent of the activity produced and thus the 
molar activity should increase with production batches of higher 61Cu content. Moreo-
ver, the stable copper content in the product could be further decreased if the quality of 
the cooling water circuit would be monitored.

In Table 4 the reported value for 62Ni concentrations appear to be quite high. How-
ever, considering the whole volume of the product fraction, for the AG-1 × 8 separation 
method a 62Ni content of 21 µg was determined (original target mass 98 mg) and for the 
TK201 route 19.4  µg was quantified (original target mass 88  mg). These values are in 
agreement with previously published results which lies in the 5–13  µg range (Thieme 
et al. 2012; Avila-Rodriguez et al. 2007).

In addition, lead contamination was also observed in the results of the ICP-MS analy-
sis. There are several potential lead sources, since this material provides the shielding of 
the irradiated targets as well as the product solution. One possibility is contamination of 
the target with metallic lead while it is being transferred from the cyclotron to the puri-
fication module, which would later be dissolved in the 6.5 M HCl. Other alternative is 
direct contamination of the  [61Cu]CuCl2 fraction, while it is being loaded from the mod-
ule into the product vials. Since the detected  Pb2+ is rather low (one order of magnitude 
lower than  Cu2+), the value is regarded as acceptable.

Conclusions
The current article presents a comprehensive production method for the PET radionu-
clide 61Cu. An alternative to the most popular production routes from 64Zn and 61Ni 
was studied, reaching for the first time, for the best of our knowledge, activity yields of 
up to 20 GBq at EOB via the 62Ni(p,2n)61Cu nuclear reaction. Moreover, two purifica-
tion methods were studied and lead to similar results regarding the separation yield 
and the purity of the product. Characterization of the  [61Cu]CuCl2 product showed 
both high RNP, over 99.6%, as well as high AMA 260 GBq/µmol, EOP corrected. These 
results lead to conclude that the produced radionuclide could be used up to 9 h after 
EOP still with high quality. The shorter half-life of 61Cu along the higher β+ branching 
ratio can be considered an advantage over 64Cu from a dosimetric point of view, thus the 
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availability of this radionuclide plays a key role in the future development of 61Cu-based 
radiopharmaceuticals.

Abbreviations
ACSI  Advanced cyclotron system Inc
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iTLC  Instant thin layer chromatography
PET  Positron emission tomography
RNP  Radionuclidic purity
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TETA  1,4,8,11-Tetraazacyclotetradecane-1,4,8,11-tetraacetic
VKTA  Radiation protection, analytics & disposal rossendorf Inc

Supplementary Information
The online version contains supplementary material available at https:// doi. org/ 10. 1186/ s41181- 023- 00233-z.

Additional file 1. Supplementary Information.

Acknowledgements
The authors would like to thank the TR-Flex Cyclotron technical team, Sandra Hübner, Marcus Lösel, Jens Reinhardt, Jan 
Roßig and Claudia Steglich. Moreover, we would like to acknowledge the assistance of Christian Jentschel and Jens 
Reinhardt by the radionuclide purification. As well we would like to acknowledge Steffen Happel from TrisKem for the 
provision of the used TK201 cartridges and the advantageous insights and discussions. Last but not least, we would like 
to thank Mrs. Uta Czeslik and Dr. Diana Walther from VKTA for the ICP-MS measurements.

Author contributions
Conceptualization, SAB and MW; methodology, SAB, MW, and MK; validation, SAB, MW, and MK; investigation, MW, and 
MK; resources, KK, and MK; data curation, SAB, MW, and MK; visualization and writing—original draft preparation, SAB, 
MW, and MK; writing—review and editing, KK; supervision, MW, and MK; project administration, MW, KK, and MK. All 
authors have read and agreed to the published version of the manuscript.

Funding
Open Access funding enabled and organized by Projekt DEAL.

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

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
Not applicable.

Received: 24 November 2023   Accepted: 21 December 2023

References
Aluicio-Sarduy E, Ellison PA, Barnhart TE, Cai W, Nickles RJ, Engle JW. PET radiometals for antibody labeling. Labelled 

Comp Radiopharmac. 2018;61:636–51.
Aluicio-Sarduy E, Hernandez R, Olson AP, Barnhart TE, Cai W, Ellison PA, Engle JW. Production and in vivo PET/CT 

imaging of the theranostic pair 132/135La. Sci Rep. 2019. https:// doi. org/ 10. 1038/ s41598- 019- 47137-0.
Avila-Rodriguez MA, Nye JA, Nickles RJ. Simultaneous production of high specific activity 64Cu and 61Co with 

11.4MeV protons on enriched 64Ni nuclei. Appl Radiat Isot. 2007;65:1115–20.
Becker KV, Aluicio-Sarduy E, Bradshaw T, et al. Cyclotron production of 43Sc and 44gSc from enriched 42CaO, 43CaO, 

and 44CaO targets. Front Chem. 2023. https:// doi. org/ 10. 3389/ fchem. 2023. 11677 83.

https://doi.org/10.1186/s41181-023-00233-z
https://doi.org/10.1038/s41598-019-47137-0
https://doi.org/10.3389/fchem.2023.1167783


Page 15 of 16Brühlmann et al. EJNMMI Radiopharmacy and Chemistry             (2024) 9:3  

Brühlmann S, Kreller M, Pietzsch H-J, Kopka K, Mamat C, Walther M, Reissig F. Efficient production of the PET radionu-
clide 133La for theranostic purposes in targeted alpha therapy using the 134Ba(p,2n)133La reaction. Pharmaceuti-
cals. 2022;15:1167.

Brühlmann SA, Walther M, Kreller M, Reissig F, Pietzsch H-J, Kniess T, Kopka K. Cyclotron-based production of 67Cu for 
radionuclide theranostics via the 70Zn(p, α)67Cu reaction. Pharmaceuticals. 2023;16:314.

Chaple IF, Lapi SE. Production and use of the first-row transition metal PET radionuclides 43,44Sc, 52Mn, and 45Ti. J Nucl 
Med. 2018;59:1655–9.

Cherry SR, Sorenson JA, Phelps ME (eds) (2012) In: Chapter 18 - Positron Emission Tomography, Chapter 19 - Hybrid 
Imaging: SPECT/CT and PET/CT. Physics in Nuclear Medicine (Fourth Edition), W.B. Saunders, pp. 345–361. 
https:// doi. org/ 10. 1016/ B978-1- 4160- 5198-5. 00019-8.

Coenen HH, Elsinga PH, Iwata R, Kilbourn MR, Pillai MRA, Rajan MGR, Wagner HN Jr, Zaknun JJ. Fluorine-18 radiophar-
maceuticals beyond  [18F]FDG for use in oncology and neurosciences. Nucl Med Biol. 2010;37:727–40.

Copper-67 from Iotron Medical in collaboration with CIIC. Iotron Medical Inc. 2022. https:// www. coppe r67. com. 
Accessed 21 Mar 2023

de la Torre BG, Albericio F. The Pharmaceutical Industry in 2020. An analysis of FDA drug approvals from the perspec-
tive of molecules. Molecules. 2021;26:627.

Dellepiane G, Casolaro P, Mateu I, Scampoli P, Voeten N, Braccini S. Cross-section measurement for an optimized 61Cu 
production at an 18 MeV medical cyclotron from natural Zn and enriched 64Zn solid targets. Appl Radiat Isot. 
2022;190: 110466.

Domnanich KA, Eichler R, Müller C, Jordi S, Yakusheva V, Braccini S, et al. Production and separation of 43Sc for radiop-
harmaceutical purposes. EJNMMI Radiopharm Chem. 2017. https:// doi. org/ 10. 1186/ s41181- 017- 0033-9.

Fonseca AI, Alves VH, do Carmo SJC, Silva M, Hrynchak I, Alves F, Falcão A, Abrunhosa AJ. Production of GMP-compli-
ant clinical amounts of Copper-61 radiopharmaceuticals from liquid targets. Pharmaceuticals. 2022;15:723.

Hussain M, Qaim SM, Spahn I, Aslam MN, Neumaier B. Copper radionuclides for theranostic applications: towards 
standardisation of their nuclear data. A mini-review. Front Chem. 2023. https:// doi. org/ 10. 3389/ fchem. 2023. 
12703 51.

IAEA. Copper-64 radiopharmaceuticals: Production, quality control and clinical applications. Vienna: IAEA; 2023.
IAEA Nuclear Data Services. IAEA, Vienna. 2007–2023. https:// www- nds. iaea. org. Accessed 21 March 2023
Kleynhans J, Rubow S, le Roux J, Marjanovic-Painter B, Zeevaart JR, Ebenhan T. Production of  [68Ga]Ga-PSMA: 

comparing a manual kit-based method with a module-based automated synthesis approach. Labelled Comp 
Radiopharm. 2020;63:553–63.

Kreller M, Knieß T, Preusche S (2020) The cyclotron TR-FLEX at the center for radiopharmaceutical cancer research at 
Helmholtz-Zentrum Dresden-Rossendorf. In Proceedings of the 22nd international conference on cyclotrons 
and their applications cyclotrons 2019: South Africa

Levkovskii, VN (1991) Activation cross sections for the nuclides of medium mass region (A = 40–100) with medium 
energy (E = 10–50 MeV) protons and Alpha particles. Inter-Vesti: Moscow, Russia

Library-TENDL-2019. TENDL. 2019. https:// tendl. web. psi. ch/ tendl_ 2019/ proton. html. Accessed 10 Mar 2023
Lin M, Paolillo V, Ta RT, Damasco J, Rojo RD, Carl JC, Melancon MP, Ravizzini GC, Le DB, Santos EB. Fully automated 

preparation of 68Ga-PSMA-11 at curie level quantity using cyclotron-produced 68Ga for clinical applications. 
Appl Radiat Isot. 2020;155:108936.

McCarthy DW, Bass LA, Cutler PD, Shefer RE, Klinkowstein RE, Herrero P, Lewis JS, Cutler CS, Anderson CJ, Welch MJ. 
High purity production and potential applications of copper-60 and copper-61. Nucl Med Biol. 1999;26:351–8.

Mikolajczak R, van der Meulen NP, Lapi SE. Radiometals for imaging and theranostics, current production, and future 
perspectives. Labelled Comp Radiopharmac. 2019;62:615–34.

Nelson BJB, Andersson JD, Wuest F. Radiolanthanum: promising theranostic radionuclides for PET, alpha, and Auger-
Meitner therapy. Nucl Med Biol. 2022;110–111:59–66.

Nigron E, Guertin A, Haddad F, Sounalet T. Is 70Zn(d, x)67Cu the best way to produce 67Cu for medical applications? 
Front Med. 2021. https:// doi. org/ 10. 3389/ fmed. 2021. 674617.

Okoye NC, Baumeister JE, Najafi Khosroshahi F, Hennkens HM, Jurisson SS. Chelators and metal complex stability for 
radiopharmaceutical applications. Radiochim Acta. 2019;107:1087–120.

Piel H, Qaim SM, Stöcklin G. Excitation functions of (p, xn)-reactions on natNi and highly enriched 62Ni: possibility of 
production of medically important radioisotope 62Cu at a small cyclotron. Radiochim Acta. 1992;57:1–6.

Reissig F, Bauer D, Ullrich M, Kreller M, Pietzsch J, Mamat C, Kopka K, Pietzsch H-J, Walther M. Recent insights in 
Barium-131 as a diagnostic match for radium-223: cyclotron production, separation, radiolabeling, and imaging. 
Pharmaceuticals. 2020;13:272.

Rowshanfarzad P, Sabet M, Reza Jalilian A, Kamalidehghan M. An overview of copper radionuclides and production 
of 61Cu by proton irradiation of natZn at a medical cyclotron. Appl Radiat Isot. 2006;64:1563–73.

Stearns CM. Comparison of reactions of copper-63 compound nuclei formed by alpha- particle, proton, and carbon-
ion bombardments. New York: Columbia University; 1962.

Svedjehed J, Kutyreff CJ, Engle JW, Gagnon K. Automated, cassette-based isolation and formulation of high-
purity  [61Cu]CuCl2 from solid Ni targets. EJNMMI Radiopharm Chem. 2020. https:// doi. org/ 10. 1186/ 
s41181- 020- 00108-7.

Szelecsényi F, Blessing G, Qaim SM. Excitation functions of proton induced nuclear reactions on enriched 61Ni 
and 64Ni: possibility of production of no-carrier-added 61Cu and 64Cu at a small cyclotron. Appl Radiat Isot. 
1993;44:575–80.

Szelecsényi F, Steyn GF, Kovács Z, van der Walt TN, Suzuki K. Comments on the feasibility of 61Cu production by 
proton irradiation of natZn on a medical cyclotron. Appl Radiat Isot. 2006;64:789–91.

Thieme S, Walther M, Pietzsch H-J, Henniger J, Preusche S, Mäding P, Steinbach J. Module-assisted preparation of 64Cu 
with high specific activity. Appl Radiat Isot. 2012;70:602–8.

Thieme S, Walther M, Preusche S, Rajander J, Pietzsch H-J, Lill J-O, Kaden M, Solin O, Steinbach J. High specific activity 
61Cu via 64Zn(p, α)61Cu reaction at low proton energies. Appl Radiat Isot. 2013;72:169–76.

https://doi.org/10.1016/B978-1-4160-5198-5.00019-8
https://www.copper67.com
https://doi.org/10.1186/s41181-017-0033-9
https://doi.org/10.3389/fchem.2023.1270351
https://doi.org/10.3389/fchem.2023.1270351
https://www-nds.iaea.org
https://tendl.web.psi.ch/tendl_2019/proton.html
https://doi.org/10.3389/fmed.2021.674617
https://doi.org/10.1186/s41181-020-00108-7
https://doi.org/10.1186/s41181-020-00108-7


Page 16 of 16Brühlmann et al. EJNMMI Radiopharmacy and Chemistry             (2024) 9:3 

Velikyan I. Prospective of 68Ga-radiopharmaceutical development. Theranostics. 2014;4:47–80.
von Schulthess GK, Schlemmer H-PW. A look ahead: PET/MR versus PET/CT. Eur J Nucl Med Mol Imaging. 2008;36:3–9.
Williams HA, Robinson S, Julyan P, Zweit J, Hastings D. A comparison of PET imaging characteristics of various copper 

radioisotopes. Eur J Nucl Med Mol Imaging. 2005;32:1473–80.
Zhang Y, Hong H, Niu G, Valdovinos HF, Orbay H, Nayak TR, Chen X, Barnhart TE, Cai W. Positron emission tomography 

imaging of vascular endothelial growth factor receptor expression with 61Cu-labeled lysine-tagged VEGF121. Mol 
Pharm. 2012;9:3586–94.

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


	Production of the PET radionuclide 61Cu via the 62Ni(p,2n)61Cu nuclear reaction
	Abstract 
	Background: 
	Results: 
	Conclusions: 

	Background
	Methods
	Materials
	Target preparation
	Irradiation parameters optimization
	Target irradiation
	Radiochemical separation
	Product characterization

	Results
	Target preparation
	Activity yields and purification efficiency
	Radionuclide purity characterization
	Molar activity quantification

	Discussion
	Activity yields and purification efficiency
	Radionuclide purity characterization
	Molar activity quantification

	Conclusions
	Anchor 24
	Acknowledgements
	References


