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One-Step Assembly of α-Aryl-Substituted DOTAs as Superior and
Universal Platforms for Multifunctional Theranostics

Pak-Lun Lam+, Yue Wu+*, Lijia Yao, Hei-Yui Kai, Ho-Fai Chau, Qian Zhang, Wanqi Zhou,
Jean-Claude G. Bünzli,* and Ka-Leung Wong*

Abstract: α-Substituted DOTAs are promising chelators for MRI contrast agents owing to the improved coordination
stability and relaxivity of the corresponding Gd(III) complexes. However, their broader application is limited by significant
synthetic challenges arising from their multi-component nature. In this work, we report—for the first time—the use of
multi-component reactions (MCRs) to assemble all necessary building blocks of α-aryl-substituted DOTAs in a single step.
This strategy yields derivatives with faster coordination kinetics. Furthermore, we extend their application to luminescent
lanthanide probes, achieving improved photophysical properties. This MCR approach offers a versatile solution for
establishing a library of functionalized diagnostic and therapeutic agents. We are convinced that this work will reshape
the field, inspiring broader exploration of α-aryl-substituted DOTA derivatives and unlocking their full potential in
next-generation biomedical applications.

Introduction

Macrocyclic chelators based on 1,4,7,10-tetraazacyclo-
dodecane-1,4,7,10-tetraacetic acid (DOTA) are ideal to form
stable complexes with various metal ions for valuable biomed-
ical applications like diagnostic imaging and therapy.[1]

DOTA-like chelators are suitable for a variety of radioiso-
topes, which include positron emitters (e.g., 64Cu2+, 68Ga3+)
for PET scan, gamma-emitters (e.g., 111In3+) for SPECT scan,
as well as beta-emitters (e.g., 90Y3+, 161Tb3+, 177Lu3+) for
radiotherapy.[2–6] Conjugation of these radioactive complexes
to targeting motifs has enabled successful clinical application
of the resulting radiopharmaceuticals in the diagnosis and
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treatment of specific cancers. For instance, based on SSTR-
targeting cyclic peptides and DOTA-like chelators, a series
of radiopharmaceuticals have been approved by the US FDA
(e.g., 68Ga-DOTATOC,[7] 177Lu-DOTATATE[8]). In addition
to radioisotopes, DOTA-like chelators are also suitable for
gadolinium (III) ion to develop magnetic resonance imaging
(MRI) contrast agents. Thanks to the strong paramagnetic
effects from seven unpaired electrons of the Gd3+ ion,
gadolinium-based contrast agents (GBCAs) became the
most used contrast agents for MRI.[9,10] Currently, a series of
GBCAs based on DOTA-like chelators have been approved
by the US FDA (e.g., Dotarem, Gadovist, and ProHance).
Some candidates, like MT218, are undergoing clinical trials,
but no targeting GBCAs have been approved.[11] Besides,
with a suitable organic chromophore, DOTA-like chelators
can be modified to become luminescent lanthanide probes,
which provide the advantages of long luminescence lifetimes,
enabling time-resolved imaging techniques that effectively
reduce background autofluorescence and improve signal-to-
noise ratio.[12,13] Luminescent lanthanide probes also have
sharp emission peaks and large Stokes shifts. This enhances
spectral resolution and enables precise multiplexing without
spectral overlap. Furthermore, compared to organic dyes,
the superior photostability of luminescent lanthanide probes
ensures consistent imaging results over extended periods,
minimizing photobleaching while maintaining image quality.
We have previously reported a few targeting luminescent
lanthanide probes,[14–18] including work on targeting Cyclin
A[15,16] and LMP1 of EBV.[18]

Owing to the increasing demand for targeted diagnosis and
therapy, targeting vectors that can specifically localize on the
desired biotarget are becoming more popular for conjugation
to functional complexes. The most common conjugating site
for DOTA-like chelators is one of their four acetic pendants,
giving the mono-amide of DOTA, like two FDA-approved
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Figure 1. a) Traditional synthetic approaches for α-substituted DOTAs: multi-step synthetic efforts were inevitable; b) Traditional synthetic approaches
for luminescent lanthanide probes. Three-component nature of desired products makes them tedious to synthesize. c) This work: A single-step
multi-component approach for α-aryl-substituted DOTAs that is compatible with luminescent lanthanide probes; the tedious synthetic route for (b)
and (c) can be bypassed; d) A simple scheme to compare this work with previous works. Previously, a dilemma between synthetic difficulties/cost
and performance was raised when choosing a chelator. Although α-substituted DOTAs show better performances, their synthetic difficulties/costs
are significantly higher than the alternative, less performing choice involving DOTA mono-amides. The strategy developed in this work for
α-aryl-substituted DOTAs results in synthetic difficulties/cost lower than those for DOTA mono-amides. In addition, more advantages of
α-aryl-substituted DOTAs are revealed/developed in this study.

radiopharmaceuticals mentioned in the paragraph above.
Since the tris-substituted building block tris-tBu-DO3A can
be synthesized from 1,4,7,10-tetraazacyclododecane (cyclen)
and tert-butyl haloacetate by an established protocol con-
trollably and on a large scale,[19] the targeting motifs or
functional groups for conjugation are usually introduced as
the substituent of the last nitrogen atom with an N-substituted
haloacetamide followed by removing the tert-butyl protecting
groups. Although the mono-amide approach is relatively
easy and affordable in synthesis, the resulting products
showed decreased coordination stability compared to the
conventional DOTA, as one of the acetic pendant groups is
converted to amide and contributes less to coordination.[20]

Previous studies tried to introduce substituents on 1) the
backbone of cyclen;[21–25] 2) the α-position of an acetic
pendant[26–29] (Figure 1a). Both approaches give potential
conjugating site(s) for further bioconjugation while retaining
strong coordination ability. The coordination stability and
relaxivity of the Gd3+ complexes are improved compared with
the simple DOTA complex due to the increasing rigidity of
the macrocyclic chelators, yet the synthetic difficulties and
cost are greatly increased. Synthesizing backbone-substituted
DOTAs requires reconstructing the entire cyclen skeleton
by a multistep reaction, while α-substituted DOTAs have a
three-component nature with a DO3A core (black), an α-
substituted acetic pendant (navy blue), and an α-substituent

(red). α-Substituted DOTAs are usually synthesized from tris-
tBu-DO3A and an α-halo/α-tosyl carboxylic acid; the latter
has to be prepared from an α-amino acid or 2-arylacetic
acid by multi-step synthetic efforts that involve repeated
transformation/protection/deprotection of functional groups
(Figure 1a).[28,30] Therefore, backbone-substituted DOTA
and α-substituted DOTA are still less studied and applied,
although their superiority has been demonstrated for decades.
Many FDA-approved drugs that have undergone clinical
trials and other drugs in recent publications still use the mono-
amide approach for conjugating targeting motifs despite the
low thermodynamic stability. This may be ascribed to a com-
promise between performance and synthetic difficulty/cost for
both researchers and industries.

For targeting luminescent lanthanide probes, the desired
products always consist of three components (Figure 1b): a
DOTA-like chelator (black), an antenna (navy blue), and
a targeting vector (or conjugating site for targeting vector,
red). Moreover, to ensure good energy transfer efficiency, the
antenna is usually deployed close to the lanthanide ion, and
the conjugated system of the antenna preferably takes part
in coordination. In previous studies, such three-component
products always required tedious multi-step synthetic tasks to
link two of them together, followed by conjugating to the third
one. Some studies use two-way DOTA-like chelators[15,16] to
accommodate both antenna and targeting vector, resulting
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in more tedious chemistries to modify DOTA-like chelators
(usually from a protected DO2A building block), which
further sacrifices the coordination ability as one more acetic
pendant is converted to amide. Also, the quantum yield &
brightness of the corresponding lanthanide complexes may
decrease, as these complexes have one net positive charge
that is considered disadvantageous for their photophysi-
cal properties.[31,32] Some previous work functionalized the
antennae instead; this also elongates the synthetic route to
prepare a more complicated antenna.[18] A simple synthetic
approach to assemble the three parts together has not yet
been reported.

As we identified the synthetic difficulties of both α-
substituted DOTAs and targeted luminescent lanthanide
probes arising from their multi-component nature, we turned
to multi-component reactions (MCRs) to overcome these
difficulties. The Petasis reaction is an MCR between an amine
(primary or secondary), an aldehyde (bearing a coordination
site for boron atoms nearby the aldehyde group), and an aryl-
/vinyl-boronic acid.[33–36] As the Petasis reaction is compatible
with ─COOH, we used unprotected DO3A as the core
of chelators, making our synthetic approach free of any
protecting group. A glyoxylic acid or an alpha-oxo aldehyde
of the antenna group can provide the fourth ─COOH group
or amide that can be used for developing either MRI con-
trast agents/radiopharmaceuticals or luminescent lanthanide
probes. The arylboronic acid group introduces an α-aryl-
substituent, which is beneficial to coordination stability, and
provides the conjugating site for targeting vectors or serves
as the targeting motif directly (Figure 1c). In this work,
we successfully developed such a three-component approach
to assemble the required parts in a single-step reaction,
giving a library of valuable synthetic building blocks and
potential target-specific bio-probes. Furthermore, we revealed
the positive effect of the α-aryl-substituent on coordination
kinetics and photophysical properties, in addition to the well-
known effect on coordination stability and relaxivity. Cellular
imaging experiments with the luminescent lanthanide probes
synthesized in this work demonstrated their potential for
simultaneous multi-color imaging of multiple biomarkers.

Results and Discussion

At the beginning, we tried to react three commercially
available reagents, sodium salt of unprotected DO3A (1),
glyoxylic acid (2a), and 4-methoxyphenylboronic acid (3a)
in various solvents (Table S7). As a result, a quantitative
conversion can be achieved to yield an α-paramethoxyphenyl-
substituted DOTA (4a) when tetrafluoroethylene (TFE,
40 °C, 16 h) and hexafluoro-2-propanol (HFIP, 40 °C, 16 h)
were used as solvents (Figure 2a,b). The isolated yield of 4a
from this single-step reaction was 43%, which is far better
than the overall yields of previously reported multi-step
approaches.[28,29,37,38] This approach completely avoids the use
of protecting groups and repeated transformation of func-
tional groups, significantly increasing the atom economy. Only
one equivalent of nontoxic boronic acid will be generated as
a by-product.

Figure 2. Synthesis and investigation of properties of
α-4-methoxyphenyl-substituted DOTA (4a). a) Synthetic scheme; b)
HPLC chromatograms of reactant 3a and the reaction mixture (HFIP,
40 °C, 16 h) showed the good conversion of the reaction; c) Comparison
of the stability of 4a-Gd and Gd-DOTA in 0.5 M HCl, the percentage of
remaining complexes was determined by HPLC automatically; d)
Comparison of relaxivity of 4a-Gd and Gd-DOTA (B0 = 1.47 T (60 MHz)
and T = 298 K); e) The structure of 5, a DOTA mono-amide was
synthesized for comparison in labelling experiments; f)–i) Comparison
of coordination kinetics of 4a and 5 by labelling with non-radioactive
Lu3+, Y3+, Tb3+, and In3+.

To see if α-aryl-substituted DOTAs synthesized by our
MCR approach are superior chelators for GBCAs, we pre-
pared the corresponding Gd3+ complex 4a-Gd and verified its
coordination stability and relaxivity. 1 mM 4a-Gd and FDA-
approved GBCAs Gd-DOTA were incubated in 0.5 M HCl
at 25 °C. The dissociation of the complexes was monitored
automatically by HPLC (Figure 2c). As a result, around half of
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the Gd-DOTA was dissociated after 12 h incubation, whereas
less than 10% of 4a-Gd dissociated during the same period.
Gd-DOTA dissociated completely after incubating for around
60 h, while there is still around 50% of 4a-Gd remaining after
4 d. This experiment verified the largely improved stability
of the α-aryl-substituted DOTA synthesized by our MCR
approach. The T1 relaxivity of 4a-Gd was determined as
4.10 mM−1 S−1, around 11% higher than Gd-DOTA’s 3.68
mM−1 S−1 measured under the same conditions (Figure 2d).
The improved coordination stability and relaxivity is in
accordance with previous works.[28,29]

Apart from coordination stability, coordination kinetics is
also a critical parameter for radiopharmaceuticals due to the
limited half-life of radioisotopes. An ideal chelator for radio-
pharmaceuticals should label radioactive metal ions quickly
(to diminish the decay of radioisotopes before administration)
under milder conditions (to avoid the decomposition of
the agent during radiolabeling) at lower concentrations (as
radiopharmaceuticals are always applied in extremely low
dosages). The coordination kinetics of α-substituted DOTAs
has been less studied in previous work.[39,40] To see if
the α-aryl-substituted DOTAs synthesized by our MCR
approach are ideal chelators for radiopharmaceuticals, we
systematically investigated the coordination kinetics of 4a
with a series of non-radiative counterparts of commonly
used radionuclides. A mono-amide of DOTA conjugated
with O-methyl-l-tyrosine (5, Figure 2e) was prepared for
comparison. The labelling experiments were conducted with
50 µM ligand (4a or 5) and 500 µM metal ion in 0.5 M
acetate buffer (pH 5.6), and the conversion was monitored
automatically by HPLC. 4a showed a significantly faster
coordination rate compared to 5 for all four metal ions,
including Lu3+, Y3+, Tb3+, and In3+ (Figure 2f–i). These
experiments unprecedentedly demonstrate the superiority of
α-aryl-substituted DOTAs synthesized by the MCR approach
as potential chelators for radiopharmaceuticals.

We tried to extend our synthetic approach to luminescent
lanthanide complexes. The well-known antenna 7-amino-4-
trifluoromethyl-2-(1H)-quinolinone (CS124-CF3) was chosen,
and the corresponding building block was modified as
an α-oxoaldehyde counterpart (2b) by simple treatment
(Scheme S1). The desired product 6a was obtained in a
considerable yield (Figure 3a) under the same conditions
as for synthesizing 4a, and we further metalated it to yield
complexes 6a-Eu and 6a-Tb. Both showed typical emission
patterns as expected (Figure 3b,c). The corresponding com-
plexes without an α-substituent were also synthesized for
comparison (7-Eu and 7-Tb). No difference in absorption and
emission patterns was found between 6a-Eu/Tb and 7-Eu/Tb,
while the α-aryl-substituted product 6a-Tb showed modest
improvement in photophysical properties. The luminescent
quantum yields of 7-Tb and 6a-Tb are 2.8 ± 0.1% and
3.9 ± 0.1%, respectively, and their luminescence lifetimes are
117 ± 0.2 µs and 179 ± 0.2 µs. Compared with the Tb complex
without an α-substituent, introducing such a substituent led
to ∼40% and ∼50% improvement in the quantum yield
and lifetime, respectively, proving the positive effect of the
α-substituent. For the Eu complexes 7-Eu and 6a-Eu, no
significant difference in the quantum yield and lifetime was

Figure 3. Synthesis and investigation of photophysical properties of
α-(4-methoxyphenyl)-substituted ligand for luminescent lanthanide
complexes (6a-Ln). a) Synthetic scheme for 6a; b),c) Normalized
emission (λexc = 342 nm, red and green) and excitation (grey) spectra of
6a-Eu (λemi = 616 nm for excitation spectrum) and 6a-Tb (λemi =
546 nm for excitation spectrum). d) Ligand for lanthanide complexes
without α-substituent (7) synthesized for the comparison of
photophysical property; e) Comparison of photophysical properties of
Eu and Tb complexes with 6a and 7 (λexc = 342 nm); B values have been
calculated with ε(342) = 15 167 M−1 cm−1 from ref. [32]. Uncertainties
are statistical errors based on at least 3 repeat measurements
(reproducibility); experimental errors are larger: 5%–10% on φ values,
and 2%–3% on τ values.

observed. Ln-centered NIR luminescence was also observed
for Nd, Sm, and Yb complexes (Figures S3–S6). Luminescent
lanthanide probes with α-substituent were not reported in
previous studies. Our MCR approach provides an easy way
to such a new layout of luminescent lanthanide probes, and
suitable modifications of the α-substituent should result in
improved photophysical properties.

In addition to the positive effect on coordination, mag-
netic, and photophysical properties, α-substituents are also
prone to bear targeting vectors or functional groups for
bioconjugation. We therefore synthesized a series of building
blocks by the MCR approach (Figure 4a). A series of α-aryl-
substituted DOTAs (4) and α-aryl-substituted luminescent
lanthanide complexes (6) with extra functional groups as
their α-substituent were obtained. The azido- (4b & 6b),
alkyne- (4c), tetrazine- (4d), and DBCO- (4e) containing
building blocks can be prepared by simply replacing 4-
methoxyphenylboronic acid (3a) with the corresponding
arylboronic acid, as in the synthesis of 4a and 6a. For
maleimide- (4f) and isothiocyanate- (4g) containing build-
ing blocks, further functional group transformation was
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Figure 4. The synthetic building blocks of α-aryl-substituted DOTA
prepared by MCR approach and their applications in bioconjugation.
The percentages represent the isolated yield of the corresponding
product. a) Examples of synthetic building blocks with functional group
for bioconjugation. a)Additional steps are required for the desired
product; b) The examples of direct peptide functionalization with our
MCR approach. a)Purified boronopeptide was used for the reaction;
b)Boronopeptide was prepared by solution-phase conjugation, and the
crude reaction mixture was used directly for the reaction;
c)Boronopeptide was prepared by solid-phase conjugation, and the
crude post-cleavage mixture was used directly for the reaction.

required after the Petasis reaction (Schemes S5 and S6).
Furthermore, we also used boronopeptides in the MCR
to give α-aryl-substituted DOTAs with targeting peptides
to get the corresponding peptide conjugates in consider-
able yields (Figure 4b), including arginylglycyl aspartic acid
(RGD) peptide (4h), prostate-specific membrane antigen
(PSMA) targeting ureido peptide (4i), epidermal growth
factor receptor (EGFR) targeting peptide GE11 (4j), and
integrin αvβ3-targeting peptide cyclo(RGDyK) (4k).

To demonstrate the application of the above-synthesized
building blocks, we functionalized them with biomolecules.
For example, the Gd complex of azido-containing building
block 4b-Gd can be clicked to alkyne-containing somato-

statin receptor (SSTR) targeting cyclic peptide to give an
analogue of DOTATATE 8 by the copper-catalyzed azide-
alkyne cycloaddition (CuAAC) (Figure 5a). Similarly, the
Tb complex of azido-containing building block 6b-Tb was
clicked to alkyne-containing nuclear localization signal (NLS)
peptide and αvβ3-targeting peptide, respectively, to give
the potential luminescent probes 9 and 11, while the Eu
counterpart 6b-Eu was clicked to alkyne-containing docetaxel
derivative and LMP1-targeting peptide P19, respectively, to
give 10 and 12. As another example, the Gd complex of
maleimide-containing building block 4f-Gd was reacted with
L2P4, an EBNA1-targeting theranostic agent reported in
our previous study, to give a potential EBNA1-targeting
fluorescent and MR dual-modal probe 13 (Figure 5b).[14,41–43]

We demonstrated the functionalization of protein myoglobin
with maleimide building block by using a recently reported
copper-catalyzed [3 + 2] cycloaddition (Figure 5c)[44] to
achieve quantitative conversion. These examples show excit-
ing potential for the MCR protocol to achieve valuable
synthetic building blocks for bioconjugation, which is vital
for the development of targeting therapeutic and diagnostic
agents.

Finally, we conducted a proof-of-concept cellular imaging
experiment involving the targeting of luminescent lanthanide
probes 9–12. Probes 9 and 10 were used for cellular imaging
of the HeLa cell line (Figure 6a). After 4 h of incubation,
9 was localized into the nucleus, while 10 was distributed
in the cytoplasm with fiber-like objects whose appearance
was in accordance with microtubule bundles. The behaviors
of 9 and 10 were very similar to the probes with the same
targeting motif for nucleus[45–47] and cytoskeleton[48,49] in
several previously published works. For probes 11 and 12,
their specificity for αvβ3 and LMP1 oncoprotein was verified
first individually (Figure S7) and then together in a co-imaging
experiment with various cell lines, displaying different lumi-
nescent signals and targeting specificities (Figure 6b). In the
MRC5 cell line, which expressed neither αvβ3 nor LMP1
oncoprotein, no signal was observed. On the contrary, for the
MDA-231 cell line with αvβ3 but not LMP1 overexpression,
only Tb luminescence from 11 was found. For C17 cell line,
both αvβ3 and LMP1 are overexpressed, and signals from
both probes were detected. These experiments demonstrated
the potential of the synthesized probes to visualize different
cellular organelles and to differentiate various types of cell
lines by multi-color imaging techniques.

Conclusions

In this work, we present a universal one-step, protecting-
group-free strategy based on the concept of multicomponent
reactions for synthesizing bioconjugated/bioconjugatable α-
aryl-substituted DOTAs. For decades, the adoption of α-
substituted DOTAs for the development of diagnostic and
therapeutic agents has been limited by their tedious synthetic
procedure, despite the superior stability and relaxivity of
their Gd complexes. Until now, DOTA mono-amides have
been the preferred choice for both industry and researchers
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Figure 5. The application of synthesized α-aryl-substituted DOTA building blocks for bioconjugation. a) The examples of peptide functionalization by
CuAAC with azide-containing building blocks. b) Functionalization of peptide L2P4 with maleimide-containing building block by thiol-Michael
addition; c) Functionalization of the N-terminal of protein myoglobin with maleimide-containing building blocks by copper-catalyzed [3 + 2]
cycloaddition. Deconvoluted mass spectrum (ESI) showed complete conversion of the protein to the desired product.

since they were considered the cheapest pathway to DOTA-
based targeting bioagents, albeit at the cost of reduced
coordination stability. Fortunately, such a compromise is no
longer needed, as the new approach presented here for the
synthesis of α-aryl-substituted DOTAs no longer requires
multi-step preparation with protection, deprotection, and
transformation of functional groups. Remarkably, α-aryl-
substituted DOTAs can now be synthesized more easily than
DOTA mono-amides.

By uniting synthetic simplicity with multifunctional strat-
egy, this work redefines the application field of α-aryl-
substituted DOTAs. These chelating agents not only enable
rapid radiolabeling but also deliver enhanced relaxivity and

photophysical properties, including NIR emission. Exploiting
the versatility of the MCR synthetic platform, we have
generated chelators and complexes with diverse functional
groups well suited for bioconjugation with a broad range
of biomolecules—including drugs, peptides, and proteins.
Selected probes, integrating specific targeting motifs and
luminescent lanthanide ions, were used for multi-color cel-
lular imaging, demonstrating their potential in biomedical
applications. We believe the new simplified MCR route
transforms the synthesis of α-aryl-substituted DOTAs, open-
ing the door to next-generation, high-performing theranos-
tics/bioprobes and their associated biological and medical
applications.
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Figure 6. The application of synthesized probes 9–12 in cellular imaging
(scale bar: 20 µm, concentration of probe: 10 µM). a) Co-imaging of
nucleus-localized Tb probe 9 and cytoskeleton-localized Eu probe 10 in
HeLa cell (4 h incubation); b) Co-imaging of αvβ3-targeting Tb probe 11
and LMP1-targeting Eu probe 12 in various cell lines.

Acknowledgements

K.-L.W. gratefully acknowledges the financial assistance
from the Centre for Medical Engineering of Molecular and
Biological Probes (AoE/M-401/20). The precious advice in
writing provided by Dr. Wai-Sum Lo from the Department
of Applied Biology and Chemical Technology (ABCT) of
The Hong Kong Polytechnic University (HKPolyU) is greatly
appreciated. The authors also appreciate the service of high-
resolution mass spectrometry provided by the University
Research Facility in Life Sciences (ULS) of HKPolyU.

Open access publishing facilitated by Ecole polytechnique
federale de Lausanne, as part of the Wiley - Ecole polytech-
nique federale de Lausanne agreement via the Consortium Of
Swiss Academic Libraries.

Conflict of Interests

The authors declare no conflict of interest.

Data Availability Statement

The data that support the findings of this study are available
in the Supporting Information of this article.

Keywords: α-Substituted DOTAs • Bioconjugation •

Macrocyclic chelators • Multi-component reactions (MCRs)

[1] N. Viola-Villegas, R. P. Doyle, Coord. Chem. Rev. 2009, 253,
1906–1925, https://doi.org/10.1016/j.ccr.2009.03.013.

[2] M. Li, S. Wang, Q. Kong, X. Cheng, H. Yan, Y. Xing, X. Lan, D.
Jiang, View 2023, 4, 20230042.

[3] T. J. Wadas, E. H. Wong, G. R. Weisman, C. J. Anderson, Chem.
Rev. 2010, 110, 2858–2902, https://doi.org/10.1021/cr900325h.

[4] G. Sgouros, L. Bodei, M. R. McDevitt, J. R. Nedrow, Nat.
Rev. Drug Discovery 2020, 19, 589–608, https://doi.org/10.1038/
s41573-020-0073-9.

[5] M. Fani, H. R. Maecke, S. M. Okarvi, Theranostics 2012, 2, 481–
501, https://doi.org/10.7150/thno.4024.

[6] S. Dhoundiyal, S. Srivastava, S. Kumar, G. Singh, S. Ashique, R.
Pal, N. Mishra, F. Taghizadeh-Hesary, Eur. J. Med. Res. 2024, 29,
26, https://doi.org/10.1186/s40001-023-01627-0.

[7] U. Hennrich, M. Benešová, Pharmaceuticals 2020, 13, 38, https://
doi.org/10.3390/ph13030038.

[8] D. K. Soulek, M. E. Martin, N. J. Mastascusa, S. A. Graves, J.
Nucl. Med. Technol. 2022, 50, 195–202, https://doi.org/10.2967/
jnmt.122.263813.

[9] J. Lux, A. D. Sherry, Curr. Opin. Chem. Biol. 2018, 45, 121–130,
https://doi.org/10.1016/j.cbpa.2018.04.006.

[10] J. Wahsner, E. M. Gale, A. Rodríguez-Rodríguez, P. Caravan,
Chem. Rev. 2019, 119, 957–1057, https://doi.org/10.1021/acs.
chemrev.8b00363.

[11] Y. Li, S. Gao, H. Jiang, N. Ayat, V. Laney, C. Nicolescu, W. Sun,
M. F. Tweedle, Z. R. Lu, Invest. Radiol. 2022, 57, 639–654, https://
doi.org/10.1097/RLI.0000000000000881.

[12] J. C. G. Bünzli, C. Piguet, Chem. Soc. Rev. 2005, 34, 1048–1077,
https://doi.org/10.1039/B406082M.

[13] M. C. Heffern, L. M. Matosziuk, T. J. Meade, Chem. Rev. 2014,
114, 4496–4539, https://doi.org/10.1021/cr400477t.

[14] Y. H. Yeung, H. F. Chau, H. Y. Kai, W. Zhou, K. H. Y. Chan,
W. Thor, L. J. Charbonnière, F. Zhang, Y. Fan, Y. Wu, K. L.
Wong, Adv. Opt. Mater. 2024, 12, 2302070, https://doi.org/10.
1002/adom.202302070.

[15] H. Li, F. L. Chadbourne, R. Lan, C. F. Chan, W. L. Chan, G. L.
Law, C. S. Lee, S. L. Cobb, K. L. Wong, Dalt. Trans. 2013, 42,
13495–13501, https://doi.org/10.1039/c3dt51053k.

[16] H. K. Kong, F. L. Chadbourne, G. L. Law, H. Li, H. L. Tam, S. L.
Cobb, C. K. Lau, C. S. Lee, K. L. Wong, Chem. Commun. 2011,
47, 8052–8054, https://doi.org/10.1039/c1cc12811f.

[17] Y. Wu, H. F. Chau, W. Thor, K. H. Y. Chan, X. Ma, W. L. Chan,
N. J. Long, K. L. Wong, Angew Chem. Int. Ed. 2021, 60, 20301–
20307, https://doi.org/10.1002/anie.202108885.

[18] H. F. Chau, Y. Wu, W. Y. Fok, W. Thor, W. C. S. Cho, P. Ma, J.
Lin, N. K. Mak, J. C. G. Bünzli, L. Jiang, N. J. Long, H. L. Lung,
K. L. Wong, JACS Au 2021, 1, 1034–1043.

[19] R. Varshney, P. P. Hazari, J. K. Uppal, S. Pal, R. Stromberg,
M. Allard, A. K. Mishra, Cancer Biol. Ther. 2011, 11, 893–901,
https://doi.org/10.4161/cbt.11.10.15186.

[20] G. Tircsó, E. Tircsóné, Z. Garda, J. Singh, R. Trokowski, J. Inorg.
Biochem. 2020, 206, 111042, https://doi.org/10.1016/j.jinorgbio.
2020.111042.

[21] T. J. McMurry, M. Brechbiel, K. Kumar, O. A. Gansow,
Bioconjug. Chem. 1992, 3, 108–117, https://doi.org/10.1021/
bc00014a004.

[22] M. K. Moi, C. F. Meares, S. J. DeNardo, J. Am. Chem. Soc. 1988,
110, 6266–6267, https://doi.org/10.1021/ja00226a063.

[23] M. J. McCall, H. Diril, C. F. Meares, Bioconjug. Chem. 1990, 1,
222–226, https://doi.org/10.1021/bc00003a007.

[24] L. Dai, C. M. Jones, W. T. K. Chan, T. A. Pham, X. Ling, E. M.
Gale, N. J. Rotile, W. C. S. Tai, C. J. Anderson, P. Caravan, G. L.
Law, Nat. Commun. 2018, 9, 857, https://doi.org/10.1038/s41467-
018-03315-8.

Angew. Chem. Int. Ed. 2025, 64, e202519204 (7 of 8) © 2025 The Author(s). Angewandte Chemie International Edition published by Wiley-VCH GmbH

 15213773, 2025, 50, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/anie.202519204 by H

O
N

G
 K

O
N

G
 PO

L
Y

T
E

C
H

N
IC

 U
N

IV
E

R
SIT

Y
 H

U
 N

G
 H

O
M

, W
iley O

nline L
ibrary on [26/01/2026]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

https://doi.org/10.1016/j.ccr.2009.03.013
https://doi.org/10.1021/cr900325h
https://doi.org/10.1038/s41573-020-0073-9
https://doi.org/10.1038/s41573-020-0073-9
https://doi.org/10.7150/thno.4024
https://doi.org/10.1186/s40001-023-01627-0
https://doi.org/10.3390/ph13030038
https://doi.org/10.3390/ph13030038
https://doi.org/10.2967/jnmt.122.263813
https://doi.org/10.2967/jnmt.122.263813
https://doi.org/10.1016/j.cbpa.2018.04.006
https://doi.org/10.1021/acs.chemrev.8b00363
https://doi.org/10.1021/acs.chemrev.8b00363
https://doi.org/10.1097/RLI.0000000000000881
https://doi.org/10.1097/RLI.0000000000000881
https://doi.org/10.1039/B406082M
https://doi.org/10.1021/cr400477t
https://doi.org/10.1002/adom.202302070
https://doi.org/10.1002/adom.202302070
https://doi.org/10.1039/c3dt51053k
https://doi.org/10.1039/c1cc12811f
https://doi.org/10.1002/anie.202108885
https://doi.org/10.4161/cbt.11.10.15186
https://doi.org/10.1016/j.jinorgbio.2020.111042
https://doi.org/10.1016/j.jinorgbio.2020.111042
https://doi.org/10.1021/bc00014a004
https://doi.org/10.1021/bc00014a004
https://doi.org/10.1021/ja00226a063
https://doi.org/10.1021/bc00003a007
https://doi.org/10.1038/s41467-018-03315-8
https://doi.org/10.1038/s41467-018-03315-8


Research Article

[25] L. Dai, J. Zhang, Y. Chen, L. E. Mackenzie, R. Pal, G. L. Law,
Inorg. Chem. 2019, 58, 12506–12510, https://doi.org/10.1021/acs.
inorgchem.9b01799.

[26] M. Woods, Z. Kovacs, S. Zhang, A. D. Sherry, Angew Chem. Int.
Ed. 2003, 42, 5889–5892, https://doi.org/10.1002/anie.200352234.

[27] E. C. Wiener, M. C. Abadjian, R. Sengar, L. Vander Elst, C. Van
Niekerk, D. B. Grotjahn, P. Y. Leung, C. Schulte, C. E. Moore,
A. L. Rheingold, Inorg. Chem. 2014, 53, 6554–6568, https://doi.
org/10.1021/ic500085g.

[28] K. B. Maier, L. N. Rust, F. Carniato, M. Botta, M. Woods,
Chem. Commun. 2024, 60, 2898–2901, https://doi.org/10.1039/
D3CC05989H.

[29] W. Xu, X. Ye, M. Wu, X. Jiang, L. H. Hugo TSE, Y. Gu, K. Shu,
L. Xu, Y. Jian, G. Mo, J. Xu, Y. Ding, R. Gao, J. Shen, F. Ye,
Z. Yan, L. Dai, J. Med. Chem. 2023, 66, 14669–14682, https://doi.
org/10.1021/acs.jmedchem.3c01183.

[30] L. L. Chappell, B. E. Rogers, M. B. Khazaeli, M. S. Mayo, D. J.
Buchsbaum, M. W. Brechbiel, Bioorganic Med. Chem. 1999, 7,
2313–2320, https://doi.org/10.1016/S0968-0896(99)00171-6.

[31] D. Kovacs, E. Mathieu, S. R. Kiraev, J. A. L. Wells, E.
Demeyere, A. Sipos, K. E. Borbas, J. Am. Chem. Soc. 2020, 142,
13190–13200, https://doi.org/10.1021/jacs.0c05518.

[32] D. Kovacs, X. Lu, L. S. Mészaros, M. Ott, J. Andres, K. E.
Borbas, J. Am. Chem. Soc. 2017, 139, 5756–5767, https://doi.org/
10.1021/jacs.6b11274.

[33] N. A. Petasis, I. Akritopoulou, Tetrahedron Lett. 1992, 34, 583–
586, https://doi.org/10.1016/S0040-4039(00)61625-8.

[34] N. A. Petasis, I. A. Zavialov, L. Angeles, J. Am. Chem. Soc. 1997,
7863, 445–446, https://doi.org/10.1021/ja963178n.

[35] Y. E. Sim, O. Nwajiobi, S. Mahesh, R. D. Cohen, M. Y. Reibarkh,
M. Raj, Chem. Sci. 2020, 11, 53–61, https://doi.org/10.1039/
C9SC04697F.

[36] P. Wu, M. Givskov, T. E. Nielsen, Chem. Rev. 2019, 119, 11245–
11290, https://doi.org/10.1021/acs.chemrev.9b00214.

[37] K. B. Maier, L. N. Rust, C. I. Kupara, M. Woods, Chem. – A Eur.
J. 2023, 29, e202301887, https://doi.org/10.1002/chem.202301887.

[38] M. Holzapfel, T. Baldau, S. Kerpa, G. Guadalupi, B. Qi, Y.
Liu, W. J. Parak, W. Maison, Eur. J. Inorg. Chem. 2022, 2022,
e202200432, https://doi.org/10.1002/ejic.202200432.

[39] E. von Witting, J. Garousi, S. Lindbo, A. Vorobyeva, M. Altai,
M. Oroujeni, B. Mitran, A. Orlova, S. Hober, V. Tolmachev, Eur.
J. Pharm. Biopharm. 2019, 140, 109–120, https://doi.org/10.1016/
j.ejpb.2019.05.008.

[40] J. Hernández-Gil, M. Braga, B. I. Harriss, L. S. Carroll, C. H.
Leow, M. X. Tang, E. O. Aboagye, N. J. Long, Chem. Sci. 2019,
10, 5603–5615, https://doi.org/10.1039/C9SC00684B.

[41] Y. Wu, W. S. Tam, H. F. Chau, S. Kaur, W. Thor, W. S. Aik, W. L.
Chan, M. Zweckstetter, K. L. Wong, Chem. Sci. 2020, 11, 11266–
11273, https://doi.org/10.1039/D0SC04849F.

[42] L. Jiang, H. L. Lung, T. Huang, R. Lan, S. Zha, L. S. Chan, W.
Thor, T. H. Tsoi, H. F. Chau, C. Boreström, S. L. Cobb, S. W.
Tsao, Z. X. Bian, G. L. Law, W. T. Wong, W. C. S. Tai, W. Y.
Chau, Y. Du, L. H. X. Tang, A. K. S. Chiang, J. M. Middeldorp,
K. W. Lo, N. K. Mak, N. J. Long, K. L. Wong, Proc. Natl. Acad.
Sci. USA 2019, 116, 26614–26624, https://doi.org/10.1073/pnas.
1915372116.

[43] L. Jiang, R. Lan, T. Huang, C. F. Chan, H. Li, S. Lear, J. Zong,
W. Y. T. Wong, M. Muk-Lan Lee, B. Dow Chan, W. L. Chan, W.
S. Lo, N. K. Mak, M. Li Lung, H. Lok Lung, S. Wah Tsao, G. S.
Taylor, Z. X. Bian, W. C. S. Tai, G. L. Law, W. Y. T. Wong, S. L.
Cobb, K. L. Wong, Nat. Biomed. Eng. 2017, 1, 0042, https://doi.
org/10.1038/s41551-017-0042.

[44] K. Hanaya, K. Taguchi, Y. Wada, M. Kawano, Angew Chem.
Int. Ed. 2024, 64, e202417134, https://doi.org/10.1002/anie.
202417134.

[45] D. Kalderon, B. L. Roberts, W. D. Richardson, A. E. Smith, Cell
1984, 39, 499–509, https://doi.org/10.1016/0092-8674(84)90457-4.

[46] Y. Wu, H. F. Chau, H. Y. Kai, W. S. Tam, Y. H. Yeung, W. Thor,
T. L. Cheung, C. Xie, J. X. Zhang, K. L. Wong, Chem. – A Eur.
J. 2023, 29, e202203623, https://doi.org/10.1002/chem.202203623.

[47] Y. Wu, H. F. Chau, Y. H. Yeung, W. Thor, H. Y. Kai, W. L. Chan,
K. L. Wong, Angew Chem. Int. Ed. 2022, 61, e202207532, https://
doi.org/10.1002/anie.202207532.
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