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Bispidines are extremely rigid ligands, easy to prepare in a large variety, with denticities of four to ten,
various donor sets and charges, for mono- and oligonuclear transition metal, main group and rare earth
complexes. In the last approx. 20 years significantly more than 50 new bispidine based ligands were pre-
pared and their coordination chemistry studied. Biological probes and medicinal applications is one main
area in bispidine coordination chemistry, where fast complex formation, high stability, metal ion selectivity
and inertness are of utmost importance. Oxygen activation and oxidation catalysis is another main focus
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in bispidine coordination chemistry, with catalyst efficiency and stability as well as product selectivity as
important requirements. Particularly successful applications in these areas are presented and discussed in
detail, in addition to fundamental principles that show the importance of ligand rigidity, cavity size and
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shape as overarching fundamental properties.

Introduction

Bispidines (3,7-diazabicyclo[3.3.1Jnonane derivatives)' were
first described in 1930 by Mannich and Mohs.? The very rigid
diazaadamantane derived scaffold is generally prepared in two
consecutive double Mannich reactions (see Scheme 1). Stetter
and Haller reported in 1957 and 1969 the first transition metal
complexes.>* This was followed by some studies in the early
1990s,°” until a 1997 Dalton paper marked the start of
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Scheme 1 General synthesis of bispidine ligands with atom numbering
“Mannich bispidine” is L%, the numbering of the other ligands is given in ta
cated in relevant tables.

modern bispidine coordination chemistry.® Bispidines have
found applications in pharmaceutical chemistry,”* as chiral
auxiliaries and organocatalysts,"*'* as building blocks for
coordination polymers," as ligands for metal-based radio-
pharmaceuticals’® and medicinally active compounds,'” as
chelators for lanthanide-based optical sensors'®° and manga-
nese-based magnetic resonance imaging (MRI) contrast
agents,”>* as well as for fundamental work in molecular
magnetism,”>*">® and as ligands for bio-inspired catalysts.>”°
In this essay we describe the properties of bispidine ligands
and their metal complexes derived from the original tetradentate
“Mannich bispidine” scaffold (L' = 2,4-bispyridyl-3,7-dimethyl-
3,7-diazabicyclo[3.3.1Jnonane-9-one-1,5-dimethyl-dicarboxylate, see
Scheme 1, which also gives the general atom numbering in bispi-
dines) that enforces square pyramidal or octahedral coordination
geometries with one or two co-ligands trans to N3 and N7, ie. in
cis orientation. Ligands with hydrolyzed ester groups at C1 and C5
or a reduced ketone at C9 and/or reduced esters at C1 and C5 are
used to vary the stability, charge and donor capacity of the
ligands, and derivatives with pendant donors appended to N3
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scheme and a structural plot of an exemplary metal ion complex; this
bles and figures throughout, and the specific numbering is generally indi-

and N7 lead up to decadentate ligands - and this is not the
limit in denticity. Not included in the present review are
systems without donors at C2 and C4 (often pyridine - ligands
with substituted pyridine, histidine, thiazole and quinoline
have also been reported),'®*'*? leading to geometries derived
from square planar.*?* Organometallic chemistry is also
omitted from this account.**™” The coordination chemistry of
ligands derived from the tetradentate “Mannich bispidine”
scaffold has been reviewed.'®*%*®3° A recent publication'® in
particular lists all relevant ligands available up to 2018.

The overarching properties of ligands based on the bispi-
dine scaffold are:

(i) Bispidines are highly preorganized. There are two possible
orientations for substituents (generally pyridines) at C2 and
C4, i.e., exo or endo with respect to N3, and the endo-endo con-
figuration (see Scheme 2) is relevant for coordination to metal
ions and generally may be obtained selectively with well-
described synthesis protocols.®*® The two fused six-membered
rings with the amine donors N3 (six-ring with the two pyridine
donors at C2 and C4) and N7 both may assume chair or boat
conformations - the chair-chair conformation is that of rele-
vance for coordination to metal ions and generally is the most
stable. Chair-boat conformations (boat at the N7-based ring)
of metal-free ligands have been observed, boat-chair confor-
mations (boat at the N3-based ring) are rare (with endo-endo
configuration of the bis-pyridyl-bispidines, these would then
be forced to axial orientation), and there is only one reported
system with boat-boat conformation.*®*® Stabilization of boat
conformation occurs with sterically demanding substituents at
N7 (or N3), and it may also be stabilized by hydrogen bonding,
e.g., with an alcohol at C9 - obviously this then depends on
the orientation of the OH substituent, i.e., syn-N3 or syn-N7,
and there are protocols for the stereoselective reduction of the
C9 keto group to a syn-N7 alcohol.*" Obviously, twist-boat con-
formations of the two fused six-membered rings are also poss-
ible but this has rarely been fully analyzed.*>*? All these stereo-
chemical features have been discussed in detail.®*%* The rela-
tive energies of chair-chair, chair-boat, boat-chair and boat-
boat conformations obviously depends on the substituents at
the bispidine scaffold and the level of theory of the compu-
tational work but typical energies of the major conformations
are 0.0, 50, 120, >150 kJ mol™" for chair-chair, chair-boat,
boat-chair and boat-boat, respectively (see also sections on
MRI contrast agents and radiopharmaceutical chemistry

This journal is © The Royal Society of Chemistry 2025
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Scheme 2 Relevant conformations of bispidines with two pyridine donors at C2 and C4 (i.e., an L derivative, equatorial orientation [endo—endol] in

the chair—chair and chair—boat conformations).

38:39,42,43 Conformational interconversion is fast if the

below).
conformation is not locked by coordination to a metal ion.
The conformational equilibria are of importance for the evalu-
ation of formation kinetics and mechanisms, particularly for
ligands with multidentate substituents at N3 and N7, and this
will be discussed in detail in the sections on MRI contrast
agents and radiopharmaceutical chemistry below.*? In general
the structure of a fully coordinated bispidine is endo-endo-
chair-chair, and usually bispidine ligands are therefore highly
preorganized, and this contributes to the often observed high
stability of bispidine metal complexes.'®3839:44

(ii) Bispidines are very rigid. There are two attributes related
to rigidity, i.e., associated with flexibility (conformational flexi-
bility - related to preorganization, see above) and associated
with elasticity (variation of bond distances, valence and tor-
sional angles that allow for adaption of the cavity size and
shape - related to complementarity).** In general there is only
one isomer of a fully coordinated bispidine (endo-endo-chair-
chair), i.e., there is no isomerism in bispidine metal com-
plexes, and the metal-diaza-adamantane structure is rather
inelastic, ie., very rigid.>'®*®** However, there is some elas-
ticity with respect to the position of the metal ion in the bispi-
dine cavity, and this has been structurally analyzed.***> This
may lead to asymmetry and, consequently, to various energy
minima with related coordination geometries. In this context,
interesting variants of distortional isomerism have been
observed with bispidine transition metal complexes, in par-

ticular with Cu", where the orientation of the pseudo-Jahn-
Teller elongation axis may vary.**”>° Preferences for trigonal vs.
tetragonal geometries can also be enforced with substituted
bispidines,® and structural dynamics of Cu' systems has been
analyzed by X-ray crystallography and NMR spectroscopy,*>>> a

property that has been shown to be of relevance for the
copper-based activation of dioxygen (see also section on
reactivity).>”>*>* The enormous rigidity of the bispidine
scaffold with respect to low elasticity of the ligand is shown in
Fig. 1a, which is an overlay plot of 183 tetra- to nonadentate
ligands coordinated to various metal ions (CSD search in
September 2024, all substituents to the tetradentate bispidine
scaffold, metal ions and H atoms are omitted). The elasticity of
the bispidine coordination sphere is visualized in Fig. 1b,
which is Fig. 1a replotted with Bi**, Cu** and Fe*" coordinated
to a nonadentate, a hexadentate and a pentadentate bispidine,
respectively (based on the X-ray data; note that, due to the
rigidity of the bispidine scaffold, only one conformation is
possible for a fully coordinating tetradentate bispidine -
obviously this also is true for the backbone of bispidines with
higher denticity -, and this also emerges from Fig. 1).
Complete encapsulation with high-denticity ligands generally
results in very stable metal ion complexes, both thermo-
dynamically and, more importantly, kinetically. As discussed
below, this is particularly significant for potential in vivo appli-
cations. In the field of radiopharmaceuticals, theranostic pairs
must meet specific criteria, such as having the same structure

Fig. 1 Overlay of the single crystal X-ray structures of 183 bispidine—metal ion complexes depicting (a) the rigidity of the bispidine cavity and (b) the
occupation of multiple possible positions of metal ions inside the cavity, with Bi** (violet), Cu®* (blue) and Fe?* (yellow); note that the position of the
metal ion also depends on the pendent donors of the ligand and that sometimes various possible minima are close to degenerate, leading to distor-

tional isomers.

This journal is © The Royal Society of Chemistry 2025
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Fig. 2 Cu" complexes of the tetradentate 2,4-bis-a-methylpyridyl substituted tetradentate bispidine L2, showing how the ligand-enforced tetra-
gonal distortion may be varied by ligand substitution and choice of co-ligands (elongated bonds in italics).>°

and charge, to ensure that the pharmacokinetic profile of the
drug remains unchanged. The rigidity of the bispidine back-
bone, combined with its inherent conformational stability,
makes it an excellent candidate for these applications.

(iii) The bispidine cavity is tetragonal. When coordinated to a
metal ion, N3 is part of two very tight 5-membered chelate
rings involving the two trans-disposed pyridine donors at C2
and C4: this enforces generally short metal-N3 bonds with
very restricted elasticity. N7 on the other hand is part of two
more flexible 6-membered chelate rings also involving N3: this
also emerges from the overlay plot in Fig. 1. Generally, with
cu" (d°, Jahn-Teller active in octahedral symmetry) octahedral
geometries with elongated N7-Cu-X axes or square pyramidal
geometries with an apical N7 are observed (see Fig. 2).
However, the direction of the elongated axis may be varied in
dependence of the substituents at N3, N7 and the C2,C4-based
pyridine groups as well as possible co-ligands, and square pyr-
amidal geometries with apical N3 as well as octahedral com-
plexes with elongation along N7, N3 or the two pyridine
donors have been observed.’®° This has interesting conse-
quences in terms of complex stabilities (metal ion selectiv-
ities), electron transfer properties (stabilization of Cu', Cu",
electron self-exchange rates) and reactivities (stabilization of
oxygen adducts).””?®*>3* ¢! The asymmetry of the bispidine
cavity is also of interest in oxidation catalysis with high-valent
nonheme iron species because in high-spin configuration of
[(L)Fe"Y=0]"", one of the four d-electrons is in the d,._,. orbital
(i.e., part of the degenerate e, set in octahedral symmetry), and
stabilization of the d,._,. orbital lowers the energy gap between
the triplet state (often the electronic ground state) and the
quintet state that generally is responsible for the oxidation
reactivity (see section on high-valent iron mediated reactions
below).®

(iv) The bispidine cavity is relatively large. As discussed
above, the bispidine cavity is very rigid. However, without
additional appended donor groups bispidines are not fully
encapsulating metal ions, and these may occupy various posi-

4408 | Dalton Trans., 2025, 54, 4405-443]

tions in the cavity (see, e.g., Fig. 1b), i.e., there is asymmetry in
terms of energy loss for the coordination of too small and too
large metal ions. This has been analyzed by the computation
of cavity shape and size curves, generally using molecular
mechanics based techniques,®*"®® where the loss of steric
energy induced to the ligand (variation of ligand-based bond
distances, valence and torsional angles and non-bonded inter-
actions) by metal ion coordination is computed by force field
calculations, excluding energies based on the metal ions.®” A
typical hole-size and shape curve is shown in Fig. 3, confirm-
ing that the bispidine cavity is asymmetrical and relatively
large.”>***>> This obviously is of importance for metal ion
selectivity and high stability, among others for medicinal
probes (see sections on MRI contrast agents, radiopharmaceu-
tical probes and optical imaging below). However, it also is of

150 —
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Fig. 3 Exemplary hole-size curve calculated for the heptadentate
ligand L® (see Scheme 3 below). Arrows depict the approx. metal ion
size (i.e., the average metal-donor distance for the appropriate metal
ion - ligand combination) for a range of metal ions relevant for radio-
pharmaceutical applications.1-224255

This journal is © The Royal Society of Chemistry 2025
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relevance for oxidation catalysis (see section on high-valent
iron mediated reactions) since the Fe™=0 group, e.g., is “too
small” for the bispidine cavity and therefore renders the
corresponding ferryl oxidants unstable. Since reduction of Fe™
to Fe™ or Fe" is a major decay path and the lower valent iron
species are larger, the driving force of bispidine-iron(wv) oxi-
dants is exceptionally large, and the corresponding redox
potentials indeed are among the largest ones of nonheme iron
(iv) model systems.*®”7*

Metal ion selectivity
Thermodynamics and kinetics

For metal-ion-based medicinal probes for radioimaging,
radiotherapy, optical imaging and for MRI contrast agents,
very high complex stability is a prerequisite. However, inert-
ness (kinetics) is more important than stability (thermo-
dynamics - one reason why thermodynamics is relevant is that
medical probes often need to be sterilized, i.e., to ideally with-
stand thermal sterilization in aqueous solution). In addition to
inertness, fast complexation at physiological conditions may
be of relevance: physiological conditions are pertinent when
sensitive biological vectors such as antibodies are used, and
fast complexation is required with radionuclides with relatively
short half-lives. The resulting problem is visualized with a

View Article Online
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potential energy surface plot in Fig. 4: it is obvious that, with a
given complex stability and with microscopic reversibility, fast
complexation (fast and efficient radiolabeling) and inertness
are mutually exclusive. Therefore, the way into and the way out
of the ligand cavity need to be enforced to differ, i.e., micro-
scopic reversibility must be prevented. In this respect, bispi-
dines provide two distinct benefits:

(i) Complexation of multidentate ligands is a multistep
process, also involving isomerization reactions, and less flex-
ible ligands such as macrocycles and cages often lead to slow
complexation.”>”® Bispidines are open-chained systems with
generally fast complex formation.***%7* The “bispidine effect”
shown in Fig. 4 originates from the fact that coordination of a
metal ion to a ligand is an acid-base reaction, where the
coordination of the metal ion competes with protonation of
the ligand. The proton at the center of the bispidine cavity is
particularly difficult to remove since it is strongly bound to the
lone pairs of the two tertiary amines N3 and N7 in chair-chair
conformation and further stabilized by the two pyridine
donors - the corresponding pkK, value generally is very high,
i.e., approx. 11.>>”> Once the complex is formed, i.e., when the
lone pairs of the tertiary amines N3 and N7 are blocked by a
metal ion, reprotonation of the ligand is extremely difficult.
That is, proton-assisted decomplexation of bispidine metal
complexes is improbable to occur, viz. complexation and
decomplexation follow different pathways, ie., there is no

M+ L

Ea
‘N1
M +L &
K
_H#, +Mn+
SaLVRLLN
bispidine effect

Fig. 4 Visualization of the problem of microscopic reversibility, leading to labile coordination with fast complexation (green potential) and preven-
tion of microscopic reversibility with the nonadentate bispidine L2° (see Fig. 6 below), including the “bispidine effect” and the “mousetrap effect”

(see text for details).

This journal is © The Royal Society of Chemistry 2025
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microscopic reversibility,'®***>** and this is an important
reason for the generally observed inertness of bispidine com-
plexes. This is well documented with the heptadentate Mn"
selective bispidines L® and L’ used as MRI contrast agents (see
Scheme 3 and Tables 1, 2 below), where there is no H" depen-
dent term for transmetallation with Zn*".

(ii) An additional important feature of bispidines is that the
large and rigid cavity only involves two tertiary amines and two
pyridines and that the additional donors generally are part of
rigid (often planar bi- or tridentate) pendant groups appended
to N3 and/or N7 (see the “mousetrap effect” in Fig. 4). While

o o} o OH
Q- JﬁNH HO.g Q- AN ;(OH Ne~o
= HO™™ 2 HO' /j =
4 lHO l Z [¢] l =
LS L8 L’ L8

L3 L4

Scheme 3 Pentadentate (L3, L, L°) and hepta- or octadentate bispi-
dines (L, L7, L8) for the complexation of Mn'".

Table 1 Ligand protonation constants, complex stability constants and
pM values for Mn" and Zn" complexes with the penta-, hepta- and octa-
dentate bispidines of Scheme 3 (/ = 0.15 M, NaCl, 298 K)

L3u L4a Lsa L6b L7b st
log K14 11.44 11.15 9.54 11.05 12.26 11.90
log Ky 10.31 7.35 5.11 6.73 6.52 5.44
log Kiy3 4.71 3.78 2.99 5.62 4.41 5.28
log K14 2.76 3.02 — 5.27 2.83 1.36
log Kys5 2.22 — — 2.30 — —
log Ky, 12.2 13.7 11.3 24.2 19.5 24.7
log Kzn1, 15.6 16.5 13.7 14.3 15.0 14.7
pMn° 6.65 7.28 7.06 12.71 9.82 12.59
pZn°© 8.40 8.76 8.29 9.50 8.73 8.58

“From ref. 82. ? From ref. 23. ¢pM calculated for ¢y = ¢, = 107> M,
pH=7.4.

Table 2 Characterization data on the water exchange, rotational
dynamics and relaxivities obtained from *H NMRD and O NMR data of
different Mn" bispidine complexes (see Scheme 3 for ligand structures)

MnL*¢ MnL*¢ MnL°“ MnL°? MnL’°¢
CN 6 6 6 8 8
q 1 1 1 1 1
r (mM ™' s7%; 298 K, 431 3.64 4.28 5.04 4.44
20 MHz)
k28 (107 s7Y) 0.12 5.5 5.1 11.9 13.5
AH* (k] mol ™) 25.7 14.9 10.6 3142 34.0
AS* (Jmol™ K1) —42 —47 —-62 — +25
Ery (k] mol™) 19 20 22 30 22
7228 (ps) 92 89 100 137 110

“ From ref. 82. ” Unpublished data. ¢ From ref. 23.
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swung out, metal ion coordination to the bispidine cavity is
facile and fast, once the pendent groups swing in, the metal
ion is trapped - with a favorable design (e.g., a picolinate or
terpy pendent arm attached to N3 or N7), protonation of the
coordinated multidentate pendant arm does not allow the
rigid group to swing out anymore. This is reminiscent of a
mouse trap: exit from the trap is not possible once the flap is
closed - demetallation does not primarily depend on the
thermodynamic stability. A good example to show how efficien-
tly this works is the comparison of complex stabilities (thermo-
dymanics) and serum challenge experiments (kinetics) with
In*" and Lu®* as the metal ions and the nonadentate bispidine
L*° shown in Fig. 4, and compared with DOTA ((1,4,7,10-tetraa-
zacyclododecane-1,4,7,10-tetrayl )tetraacetic acid) and DTPA (di-
ethylenetriamine-pentaacetic acid) as the ligands: the complex
stabilities for Lu®" are similar and high for the three ligands
(log K = 21.0, 23.6 and 22.5 for the bispidine L*°, DOTA and
DTPA, respectively), for In**, however, the bispidine stability is
much lower (log K=11.7 vs. 23.9 and 29.0) but the serum stabi-
lities are similar and high for all six systems (see section on
radiopharmaceutical chemistry).">’*”> From the metal ion
and bispidine cavity sizes (see above) it was expected that the
In*" bispidine complex has a low thermodynamic stability.
However, once the tri- and tetradentate pendent groups are
closed in, the metal ion is fully encapsulated and trapped.

Mn" selectivity

Manganese complexes have gained increasing importance in
medicinal applications, such as MRI contrast agents,”®’” and
radiopharmaceutical probes using the positron-emitting
isotope Mn-52 are also increasingly attracting interest.”**° For
applications in medicinal chemistry, key factors include inert-
ness, high complex stability and metal ion selectivity, particu-
larly versus ubiquitous first-row transition metal cations, with
Zn" being the most abundant and biologically relevant compe-
titor. This highlights the main challenge in developing Mn"
based drugs, contrast agents, and chelation therapies: Mn"
complexes are inherently more labile due to the relatively large
ionic radius of Mn" and the spherical distribution of its d elec-
trons. As a result, Mn" coordination compounds tend to have
lower stability compared to other first-row transition metal
dications, especially Zn". The Irving-Williams series, estab-
lished over 75 years ago, describes the stability trend of first-
row transition metal dications with any given ligand as Mn" <
Fe" < Co™ < Ni"" < cu™ > Zn"™.®! The series originally involved
mono- and bidentate ligands and coordination geometries
derived from octahedral, and it is seen as the basis for the lack
of Mn" selective ligands.

Three possible key design strategies for Mn" selectivity,
specifically over Zn", are: (i) preference for Mn" over other
first-row transition-metal dications due to a large and rigid
cavity - depending on the coordination number, Mn" is
approximately 10% larger than Zn";** (ii) using a high-denti-
city open-chain ligand, where a large cavity may prevent
smaller competitors like Zn" from full coordination, thereby
reducing the metal-ligand bonding energy; and (iii) ligands

This journal is © The Royal Society of Chemistry 2025
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with fast Mn" complexation - afforded by the fast water
exchange rate — that fully encapsulate the metal ion, leading to
slow metal ion exchange (see the “mousetrap effect” above,
i.e., this is not based on thermodynamics). Bispidine-based
ligands fulfill these three prerequisites and have therefore
gained prominence in the design of Mn" selective ligands.
Due to the privileged scaffold, efforts to develop the first Mn""
selective chelators have been successful.***

Pentadentate chelate structures were proposed, featuring a
single carboxylate or phosphonate pendent group at N7 or
N3.>"*® The corresponding Mn" complexes exhibit exceptional
kinetic inertness: in challenge experiments involving an excess
of Zn" or Cu" ions, the Mn" complexes demonstrated remark-
able kinetic stability, maintaining their integrity even over the
span of several months.”"® However, the thermodynamic
stability with the three pentadentate bispidine derivatives L,
L* and L’ was only modest (see Fig. 5; 10g Ky = 12.21;
log Kyinra = 11.26; log Kyinrs = 13.72) and significantly lower
than for the corresponding Zn" complexes (log Kzn15 = 15.59;
log Kzn14 = 13.72; log Kz,15 = 16.54), i.e., these ligands are not
Mn" selective (see Table 1). Important to note is that the intro-
duction of a phosphonate donor increases the stability of the
complexes by approx. 2.5 orders of magnitude but does not
change the metal ion selectivity. The rigidity of the ligand
skeleton is a critical factor in enhancing the inertness of Mn"
complexes, and this was described as the “bispidine effect” in
Fig. 4 and renders these ligands suitable for imaging appli-
cations (see below).

With the design and synthesis of hepta- and octadentate
ligands L°, L” and L? (see Scheme 3), the first examples of sig-
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Fig. 5 Visualization of the formation constants (log Ky.) for various
MnL" and ZnL" bispidine complexes, categorized by ligand denticity.
Filled circles (Mn" complexes with pentadentate bispidines), filled
squares (Mn" complexes with heptadentate bispidines), and filled tri-
angle (Mn'" complex with an octadentate bispidine); hollow circles (Zn"
complexes with pentadentate bispidines), hollow squares (Zn" com-
plexes with heptadentate bispidines), hollow triangle (Zn" complex with
octadentate bispidine). The complexes are arranged according to ligand
denticity. Dashed lines serve as visual guides, connecting the mean
stability constants of the Mn'' and Zn'"" complexes for each ligand type.
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nificant thermodynamic selectivity of Mn" over Zn" was
reported.>>** These chelators form octa-coordinate Mn" com-
plexes with exceptional stability (log Ky, values that are five
orders of magnitude larger than those of the most stable pre-
viously known systems), and Mn'"/zn" selectivities, with Mn™
stabilities exceeding those with Zn" by 5-10 orders of magni-
tude. The complexes achieve pMn values of 12.73, 9.82, and
12.59 for [Mn(L%)(OH,)]**, [Mn(L7)(OH,)]" and [Mn(L%)],
respectively (see Table 1). These values significantly surpass
those of traditional manganese complexes such as [Mn(DOTA)
(OH,)], which has a pMn value of only 9.02.%* Note that pM
values are conditional parameters (here reported for pH 7.4)
and, apart from the very high log K values of the bispidines,
the large difference to DOTA is also due to the difference in
basicity between the bispidine derivatives and DOTA. To over-
come the Irving-Williams series clearly was a challenge and a
feat. It can be attributed to the large and rigid diazaadaman-
tane-derived cavity of the bispidine scaffold, which is perfectly
suited for Mn" coordination, allowing for an eight-coordinate
geometry, a rare configuration for Mn™ complexes. The bispi-
dines efficiently wrap around the Mn" ion, facilitating optimal
coordination geometry and minimizing steric hindrance. In
contrast, competitors like Zn" are too small for this cavity and
can only bind 6 of the 7 or 8 potential donor atoms, resulting
in both lower binding energy and increased steric strain on the
ligand. Interestingly and in stark contrast to Mn", the stabi-
lities of all six Zn" bispidine complexes only differ by max. 2
orders of magnitude (Table 1, and Fig. 5). While the octaden-
tate ligand L® fully encapsulates Mn", offering the highest
known Mn" complex stability, the Mn"' complex with the pen-
tadentate ligands L>-L> as well as the heptadentate ligands L°
and L’ feature one inner-sphere water molecule in aqueous
solution (see Table 2). This makes their Mn" complexes prom-
ising candidates for use as MRI contrast agents.

MRI contrast agents

Mn" bispidine complexes have emerged as promising candi-
dates for MRI contrast agents. The unique electronic and
structural characteristics of Mn ions, especially in their diva-
lent state with five unpaired electrons in high-spin configur-
ation and fast H,O exchange rates, make them suitable for
enhancing MRI contrast.** The development of manganese-
based contrast agents has been driven by the need for safer
alternatives to Gd™ based compounds, which have been
associated with nephrogenic systemic fibrosis and other
adverse effects.®>®® Manganese, being a naturally occurring
element in the body, presents a lower risk for toxicity when
properly chelated. Recent studies have focused on synthesizing
Mn"" complexes that exhibit high thermodynamic stability and
kinetic inertness, which are essential for ensuring that the
contrast agents remain effective in vivo without releasing free
and therefore toxic Mn"™.#”"%® One of the significant advance-
ments in this field is the design of Mn" complexes using bispi-
dine ligands, which enhance the stability and kinetic inertness
of these complexes, as discussed above.
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Table 2 provides a summary of the key characteristics rele-
vant to MRI contrast agents for bispidine complexes of Mn™.
All complexes have a coordination number of either 6 or 8
with a single water molecule coordinated to the metal center.
Notably, the longitudinal relaxivities (r;) for all complexes are
high, ranging from 3.64 mM™' s™' for [Mn(L*)(OH,)]" to
5.04 mM ™" s~ for [Mn(L°%)(OH,)]**.*>** These values are com-
parable to [Gd™(DOTA)(OH,)], which has an r; relaxivity of
4.2 mM™ s7! under the same conditions.?**® The highest
relaxivities correspond to the L° and L” based octacoordinate
complexes, placing them among the highest for mono-
hydrated Mn" complexes. These octacoordinate Mn" com-
plexes exhibit significantly larger water exchange rates than
their hexacoordinated counterparts, with rates of 11.9 x 107 s
and 13.5 x 10" s~ for [Mn(L%)(OH,)]** and [Mn(L”)(OH,)[",
respectively. This results from the longer and therefore weaker
Mn-OH, bonds, which has steric as well as electronic reasons
and is corroborated by the X-ray crystal structures of the [Mn
(L®)(OTf)]" and [Mn(L")(MeOH)]** cations, which show bond
lengths to the monodentate ligands of 2.3804(16) A and 2.182
(3) A, respectively.”>** Interestingly, the AS* values of the com-
pounds with pentadentate bispidines (hexacoordinate com-
plexes) are negative, suggesting associative H,O exchange,
while that of the octacoordinated complex with the heptaden-
tate L’ is positive, as expected for a dissociative process. All
complexes presented in Table 2 exhibit characteristics that
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make them well-suited for in vivo use as MRI contrast agents.
Consequently, [Mn(L*)(OH,)]" and [Mn(L”)(OH,)]" were evalu-
ated for their efficiency in initial studies on wild-type mice,
showing promising potential as MRI agents.”"** In both cases,
a noticeable enhancement in contrast was observed, with the
clearance of the complexes occurring via the renal pathway.
Additionally, no accumulation of Mn" was detected in various
tissues when compared to non-treated mice, indicating the
high in vivo stability of these compounds. Nevertheless,
further in vivo studies are needed to comprehensively assess
their safety and efficiency in clinical settings. Also, it appears
that further derivatives may need to be developed to increase
water solubility. Note that, while the thermodynamic stability
is not of primary importance for in vivo applications - the
kinetics, i.e., inertness is the main requirement - stability
plays a significant role, e.g., for sterilization and storage.

Radiopharmaceutical chemistry

As mentioned earlier, due to their high thermodynamic stabi-
lity and kinetic inertness bispidine chelators are ideal for com-
plexing a wide range of metal ions. Importantly, efficient metal
ion complexation typically occurs at room temperature,
making these systems a promising platform for medicinal
applications. Over the past 15 years, bispidine chelators have
been extensively studied in radiopharmaceutical research
(Fig. 6), especially with the rise of diagnostic tools utilizing
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Fig. 6 Selected bispidine chelators investigated for radiopharmaceutical applications. Coordinating atoms are marked in blue (L° and the macro-
cycles L% and L2 are tetradentate, L3, L0, L* are pentadentate, L''~L'3 are hexadentate, L'*~L® heptadentate, LY'~L'° octadentate, L2°, L?! nona-

dentate, and the latter are suitable for main group and rare earth metal ions and possibly in certain cases also for Mn
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radioactive nuclides, such as positron emission tomography
(PET) and single photon emission computed tomography
(SPECT)."® The growing interest in metal radioisotopes (tran-
sition, main group and rare earth metal ions) stems from the
fact that radiolabeling with radiometal ions can be achieved in
a final step, unlike organic radioactive compounds that often
require multiple reaction steps and therefore result in lower
radiochemical yields or lower overall activities.”>®" Examples
of diagnostic metal radionuclides include Mn-52, Cu-64, Ga-
68, Tc-99 m and In-111 for imaging, while therapeutic radio-
nuclides include Cu-67, Tb-161, Lu-177, and Ac-225.

Copper offers two highly interesting radionuclides for use
in radiopharmaceuticals: Cu-64 and Cu-67.'°° Cu-64 is a posi-
tron-emitting radionuclide with a halflife of 12.7 hours,
making it ideal for PET imaging. On the other hand, Cu-67
emits beta particles and has a half-life of 61.7 hours, which
makes it suitable for therapeutic purposes. Since both radio-
nuclides belong to the same element, they are considered a
true theranostic pair, meaning that copper complexes can be
used both for diagnosis and treatment in cancer therapies. In
recent decades, significant effort has been invested in develop-
ing chelators for stably binding copper ions, particularly Cu",
to enable their effective use in medical applications. A major
challenge in the development of copper-based radiopharma-
ceuticals is the in vivo reduction of Cu™ to Cu', which compli-
cates the task of stably binding copper.’®"'°> The main reason
is that most Cu' complexes generally have much lower (and
quite similar) thermodynamic stabilities.’®>'** This challenge
has driven significant research, including efforts to use the bis-
pidine scaffold for Cu™ chelation. Over the past 15 years, the
development of bispidine-type ligands has focused on modify-
ing the structure by varying the substituents at N3 and N7 with
different mono-, bi- and tridentate coordinating groups, while
keeping the pyridines at C2 and C4 as constant donors (Fig. 6).
The bispidine scaffold inherently provides four nitrogen
donors (two amines and two pyridines), and two additional
donors appended to N3 and/or N7 can be inserted to enhance
the Cu" binding affinity.”® Additionally, macrocyclic bispidine
ligands (L%, L**) have also been developed and tested for their
potential in radiopharmaceutical applications.”® While tetra-
dentate chelators were found to lead to fast and unfavorable
transchelation,”® hexadentate chelators L'*, L'*> and L** lead to
complexes of high stability and inertness. Transchelation in
superoxide dismutase (SOD) and human serum are negligible
for all investigated Cu-64 complexes of the hexadentate chela-
tors L"'-L" (>95% intact complex after 1 h), and are in the
same range as DOTA, NOTA (1,4,7-triazacyclononane-1,4,7-tria-
cetic acid) and diamsar (1,8-diamino-3,6,10,13,16,19-hexaaza-
bicyclo[6,6,6]eicosane) Cu" complexes,'®*®%96:105

Bifunctionalization and the attachment of biological
vectors to the bispidine scaffold can be efficiently accom-
plished through modifications at various positions of the bis-
pidine backbone: functional groups at the C1 or C5 ester posi-
tions offer a straightforward route for conjugation, as does the
O-alkylation of the C9-hydroxy group on the bispidine back-
bone. This flexibility allows for the attachment of various bio-
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active vectors through a range of bioconjugation chemistries,
including esterification, amine coupling, amide bond for-
mation, isothiocyanate linkage, maleimide addition, and click
chemistry (e.g., alkyne-azide cycloaddition).'®”39%:93,96,105-107
Studies on copper-64 radiolabeled bispidine ligands attached
to biological vectors demonstrate that the vector’s intrinsic
biological activity is maintained and this suggests that the bis-
pidine structure does not interfere with or alter the functional-
ity of the attached vector, underscoring its suitability as a ver-
satile and effective chelating agent. The approval of Ga-68
based radiopharmaceuticals for imaging and the growing
interest in Ga-67 for therapeutic purposes'®® have spurred
efforts to adapt chelators like bispidine for gallium coordi-
nation. However, the bispidine scaffold, while promising for
other metal ions, seems to face limitations with Ga™.*®1%° The
need for high concentrations of chelator L* and elevated
temperatures to achieve decent radiochemical yields highlights
some inefficiencies. This may stem from the fact that Ga™
prefers oxygen donors, whereas bispidine’s nitrogen-rich struc-
ture may not provide the optimal environment for Ga™
binding. However, transchelation with the hexacoordinate
ligands has not been studied so far, and we have discussed
above that thermodynamic stability might not be of primary
importance (see the “mousetrap effect”). Further work could
also explore modifying the bispidine framework by introdu-
cing oxygen donors or hybrid systems that combine the
strengths of bispidines with other ligand types. Alternatively,
different scaffolds might offer a more natural fit for gallium
coordination.

In the field of theranostic agents, significant progress has
been made in developing new chelators for alpha- and beta-
particle emitting radionuclides, particularly given the rise of
radioimmunotherapy, which leverages antibodies as biological
vectors. These vectors are often thermolabile, meaning that
chelating agents must facilitate labeling under mild con-
ditions, typically at temperatures ranging from room tempera-
ture to 40 °C. Ligands with coordination numbers between six
and nine have shown great promise in this regard, and first
examples of bispidine-antibody conjugates have been
reported.”>"'® A major area of interest in chelator development
has been the f-block elements, as many therapeutic nuclides,
especially those suited for antibody-based delivery, are lantha-
nide(m) and actinide(ur) ions. These tend to form stable com-
plexes with chelators that can provide nonacoordinate environ-
ments. Recent efforts in chelator design have focused on
improving the selectivity and stability of bispidine chelators
for such applications, aiming to ensure that the complexes
remain inert under physiological conditions, while chelators
are easy to label at low temperatures to preserve the functional-
ity of the antibody vectors.

The exploration of the heptadentate bispidine chelators L*,
L™, L' and the octadentate ligand L' has yielded initial
results in radiolabeling of bispidines with Bi".°> Due to its
potent alpha-emitting properties bismuth-213 is a highly valu-
able radionuclide for targeted alpha therapy (TAT)."" It is gen-
erated as a daughter product of actinium-225. Bi-213 trans-
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forms via alpha-decay into Pb-209, which undergoes f~ decay
to eventually form stable Bi-209. The branching of decay path-
ways and the emission of high-energy alpha particles make Bi-
213 ideal for TAT, where localized delivery of powerful alpha
radiation can destroy cancer cells with minimal damage to sur-
rounding healthy tissue. Detailed studies showed that nona-
dentate bispidines (L*°, L*") are not only ideally suited for
lanthanides and actinides” but also for Bi'" (as well as Pb™).*?
In comparison to conventional ligands like DOTA, the bispi-
dine-based chelators exhibit higher labeling efficiency and
relatively good stability in challenging conditions, such as
competition with DTPA, with the heptadentate and octaden-
tate analogues being less inert. It is to mention that the octa-
dentate ligand L' demonstrated temperature-dependent
complex stability, showing greater resistance to decomposition
when radiolabeled at higher temperatures (95 °C compared to
rt).”® Temperature-dependent behavior was also noted in
studies involving [Mn(L®)(OH,)]** (ref. 22) and radiolabeling
experiments with L** and L*",** suggesting that equilibria
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involving various isomers may play a significant role in the
stability of these complexes.

To gain further insight into the complexation and decom-
plexation mechanisms, density functional theory (DFT) calcu-
lations were employed.** The preliminary analysis shows mul-
tiple coordination pathways, also including chair-boat confor-
mations and out-of-cage complexation, leading to various time
regimes in the complexation and possibly less inert species
when complexation occurs at low temperature. The bispidine
ligands can exist in three forms (see Scheme 3), with the most
stable being the chair-chair conformation (L) that is able to
fully encapsulates metal ions (see Fig. 7). The chair-boat (L")
and boat-chair (L") forms of the metal-free ligand are signifi-
cantly less stable. Importantly, due to the pyridine substituents
at C2 and C4, the boat conformation involving N3 is signifi-
cantly less stable than that involving N7, i.e., the two relevant
conformations are L and L®. Complexation of metal ions to
multidentate bispidines is a multistep process with initial
coordination of the metal ion to the residues attached to N3 or
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Fig. 7 Proposed mechanism of complex formation with the nonadentate bispidine L° (updated and redrawn from ref. 42). Energies in red (mono-
protonated ligand) and blue (“out of cage complex”) are isomers, i.e. the relative red energies as well as the blue onew are comparable. Note that all
Bi** complexes are computed as 8-coordinate, and this might not be realistic but should not have a major influence.
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N7 (see Fig. 7). In chair conformation of the corresponding six-
ring, the pendent group at N3 may form a tridentate environ-
ment for pre-complexation, and the picolinate at N7 in boat
conformation of the corresponding six-ring together with N7
also provides tridentate binding. The metal-bound complexes
exhibit dynamic isomerization equilibria, such that [ML],,
[ML*], and [ML], exist in equilibrium with partially proto-
nated ligand forms. Low-energy rotation around C-C single
bonds facilitate the transformation of out-of-cage pre-equili-
bria to the fully encapsulated metal ion. However, formation of
the pre-complex [ML"], represents a “dead end” since full
encapsulation of the metal ion is only possible by cleaving a
metal-ligand bond (formation of [ML"],), a process that ener-
getically is extremely unfavorable.

LY was further investigated for its ability to complex
various metal ions of radiopharmaceutical interest, like In-111,
Lu-177 and Ac-225, and the analogue L'® with oxine-donor
groups at N3 and N7 was also developed.””''* Both com-
pounds showed promising labeling efficiency with In-111, a
radionuclide valuable for SPECT imaging and discussed as a
potential candidate for Auger electron therapy.'*? Radio-com-
plexation occurs at room temperature with high molar activi-
ties, and the In-111 complexes displayed high stability in
human serum, a critical factor for in vivo applications.
However, radiolabeling with Lu-177, a f -emitting radio-
nuclide used in f therapy,'** showed that L'” exhibited inferior
labeling efficiency compared to other chelators. In prior
studies, structures designed for lanthanide(ur) and bismuth (i)
ions typically formed complexes with nonacoordinate central
ions, with additional mono- or bidentate ligands completing
the coordination sphere.”**>''*> As a consequence, two nona-
dentate chelators, L*® and L*!, were developed, which achieved
full encapsulation of a variety of lanthanide(u) ions as well as
Bi"".**7° Interestingly, in various examples, very high inertness
is obtained despite relatively low thermodynamic stability, as
shown with the Lu™ complexes of L'” and L'®,”* and with the
In™ complex of L*°.***> Obviously, in vivo inertness is the
main or only prerequisite for medicinal applications, and the
seeming contradiction between kinetics and thermodynamics
has been discussed above as the “mousetrap effect” (see
Fig. 4).

The investigation of the complexation behavior of the bispi-
dines with various radionuclides, including In-111, La-133, Lu-
177, Pb-212, Bi-212/213, and Ac-225, highlights the superior
radiolabeling properties of L*° over L'” and L*'. The nonaden-
tate L*°, featuring two carboxylate donors, achieves quantitat-
ive radiolabeling with all radiometal ions at mildly elevated
temperatures of 40 °C. The resulting radiocomplexes exhibit
remarkable stability in human serum and challenge experi-
ments with competing ligands, like DTPA, comparable to the
gold-standard chelator DOTA. Building on its success, L>° was
further functionalized with the targeting biovector Tyr*-octreo-
tate,”> and has also been bioconjugated to a monoclonal anti-
body, targeting the HER2/neu receptor.'*® The study involving
the peptidic vector, showed similar efficiency in therapeutic
studies as the DOTA analogue but the bioconjugated radio-
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Fig. 8 Ac-225 complex of the decadentate bispidine chelator L?* for

the selective coordination of Ac'"".

complex demonstrated significant liver accumulation in tumor
bearing mice. However, the primary advantage remains in the
mild labeling conditions, allowing for efficient radiolabeling
without compromising the integrity of thermolabile bio-
molecules. Additionally, photoradiolabeling of trastuzumab (a
monoclonal antibody) was achieved with a decent radiochemi-
cal yield of approximately 14%. The specificity of the radio-
labeled antibody towards the HER2-positive tumor was con-
firmed in ex vivo biodistribution studies, which indicated that
the chelator did not significantly alter the biological behavior
of the antibody and underscores L’”s potential in targeted

radiopharmaceuticals, which balances efficient labeling,
thermodynamic stability, kinetic inertness and biological
compatibility.

Increasing radiochemical yields and reducing nonspecific
tumor accumulation remain active goals for optimizing these
chelators. Stability studies in human serum have highlighted
differences in stability among the radiocomplexes with L*°,
with the Ac-225 complex maintaining only 85% integrity after
seven days, compared to 94% for the Lu-177 analogue, and
this suggests a need for continued refinement in chelator
design, specifically for Ac-225. One promising direction
involves designing decadentate bispidine-based ligands (e.g.,
L*%), incorporating three picolinic acid groups at N3 and N7,"*
aimed at providing an optimal fit for the larger actinium(u)
ion (Fig. 8), which requires a more spacious coordination
environment for robust binding."*°

Optical imaging

Lanthanide(m) complexes are gaining attention in optical
imaging due to their unique photophysical properties, such as
distinct, sharp emission bands and large shifts relative to the
excitation wavelengths (pseudo-Stokes shifts). However,
lanthanide(ur) ions inherently exhibit low absorption intensity
because of the Laporte exclusion, and this prohibits direct
excitation of the lanthanide centers. A common solution
involves absorption at the ligand, followed by energy transfer
to the metal ions’ excited states. This antenna effect is often
explored in molecular probes.'"” Initial studies with the octa-
dentate bispidine ligand L'’ coordinated to various lanthanide
() ions demonstrated the potential of the bispidines not only
as privileged chelators but also as efficient energy transfer
antennas.'® However, the octadentate ligand allowed for water
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Fig. 9 (a) Overlay of [Ln(L°)]* complex cations from single crystal X-ray structures (non-coordinating residues, hydrogen atoms and counter ions
are omitted for clarity); (b) normalized emission spectra of the Eu"' (red), Tb" (green) and Yb"' (blue) complexes of L2° in water at room temperature,

when excited at their respective absorption maximum (see Table 3).

molecules to coordinate to the nonacoordinate complex, con-
firmed by X-ray crystallography and fluorescence lifetime
measurements in water and D,O. A recent study on Tb'"" com-
plexes of a derivative of L'” (hydrolyzed ester groups at C1 and
C5 and inverted stereochemistry at C9 [not correctly drawn in
the manuscript]) and the corresponding bis-phosphonate
ligand L'® as expected show very similar thermodynamic and
kinetic properties of the “new” bis-picolinate ligand and
similar thermodynamic but inferior kinetic properties of the
bis-phosphonate chelator, with the expected relatively low
excited state quantum yields due to the coordinated water
molecule.”” As the coordination of water can quench lumine-
scence, the nonadentate bispidine ligands L*° and L*' were
developed to fully encapsulate the lanthanides - in addition to
preventing fast radiationless decay of the excited states this
obviously also increases complex stability and inertness. X-ray
structural analysis of the nonadentate ligands coordinated to
various Ln"™ ions (see Fig. 9a) shows identical coordination
geometries with all accessible metal ions.>® This similarity
suggests that changing the central lanthanide ion does not
alter the coordination and that no water is coordinated to any
of these probes in solution, ultimately enhancing lumine-
scence efficiency (note also that, for theranostic radiometal
probes, this is of importance with respect to matched pairs).
The nonacoordinate metal complexes of Eu™ and Tb™
exhibit excellent photophysical characteristics, including high
luminescent lifetimes and favorable quantum yields (Table 3).
With excitation at 313 nm, they are effectively sensitized at
near double the energy of the emission in the biological
window, typically defined as starting around 650 nm (Fig. 9b).
This suggests that with slight red-shifting of the excitation
wavelength, these compounds could become highly valuable
for optical imaging applications as two-photon luminescent
probes in biological contexts. Modifying the ligand at N7 by
substituting the picolinic acid group with an analogue featur-
ing a larger n-conjugated system can shift the excitation wave-
lengths above 350 nm, expanding their applicability towards
two-photon lanthanide luminescent probes (2P-LLBs)."'®72°
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Table 3 Photophysical data of the [Ln(L2°)]* complex cations (Ln = Eu,
Tb, Yb)?°

Aabs max € Aem max T

Compound Medium (nm) (Lmol™ em™) (nm) (ms) @
[Eu(L*)][CF;C0,] H,O 261 13 500 614
(D,0) 314 8000 151  0.35
(2.15)
[Tb(L*%)][NO;] H,0 261 16 000
(D,0) 313 9000 544 1.95  0.68
(2.21)
[Yb(L*)][NO;] H,0 262 15000 3.54
312 9500 979

This adjustment allows the complexes to be excited in the bio-
logical window, a critical feature for applications like two-
photon excitation microscopy, where such imaging probes are
desirable for their minimized photodamage and deeper tissue
penetration. Despite a reduction in quantum yield, the bright-
ness of these complexes remains constant, underscoring their
suitability for high-sensitivity imaging without significant
trade-offs in optical performance.'82%">!

In addition, the bispidine scaffold has been functionalized
with organic dyes, such as Cy5.5 and BODIPY, introducing
additional optical properties to the scaffold. These modified
structures demonstrate potential as bimodal imaging probes:
when complexed to Cu-64, these probes can serve as PET
imaging agents, while the fluorophore component provides a
luminescent signal for optical imaging. This results in dual
functionality, combining complementary imaging capabilities
within a single probe.'®°

Reactivity

Tetra- and pentadentate bispidines provide a rigid cavity for
metal ions and partially shield them, while leaving an open
site for the interaction with reactants and therefore are appro-
priate for metal-ion-initiated organic transformations. The
rigidity and relatively large cavity size stabilize relatively large

This journal is © The Royal Society of Chemistry 2025
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and therefore rather low- than high-valent metal ions, i.e., for
redox processes (e.g., C-H activation and heteroatom group
transfer by high-valent metal compounds), bispidine-based
transition metal catalysts generally are very efficient oxidants,
i.e. often excellent catalysts. This has also been termed a “bis-
pidine effect”. The reactivity of oxidants with tetradentate bis-
pidines generally differs significantly from those with penta-
dentate derivatives. This is partly due to differences in the
shielding of the metal center from oxidants and substrates
but, particularly with copper and iron centers, there is a shift
of the redox potentials that strongly increases the reactivity of
the metal-based oxidants with tetradentate bispidines. With
the less reactive systems with pentadentate bispidines, often
reactive intermediates are stabilized, allowing for their charac-
terization with various spectroscopic tools. In the following,
we will briefly discuss various examples and analyze the influ-
ence of the bispidine scaffold on the reactivity and pathways.

Copper mediated reactions

The coordination of copper by bispidines, especially the tetra-
dentate “Mannich bispidine” L' (see Scheme 1) holds a special

View Article Online
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significance: the extremely rigid bispidine ligands are pre-
organized to support tetragonal geometries, stabilizing (pseudo)-
Jahn-Teller active systems. This is evident in the structurally
characterized complexes, where the bond lengths of the metal
ion to the aliphatic amines N3 and N7 vary significantly (see
Fig. 2).**° The usually short bond to N3 results in co-ligands
preferring to coordinate in the pyridine/N3 plane, leading to
short and strong bonds to the coordinating monodentate co-
ligand. Moreover, the relatively inflexible ligand cavity is not well-
suited for coordinating copper(1), and as a result, it is likely to
produce rather unstable, meaning highly reactive, copper(1) com-
pounds, particularly with redox active co-ligands, e.g., dioxygen.
Due to the easily customizable synthesis of bispidine ligands,
this offers unique opportunities to modify the ligand scaffold to
alter the electronic properties at the copper site (see Table 4 for
bispidines used for oxygen activation with copper complexes).
This becomes particularly evident in the reaction with
molecular oxygen. The reaction of molecular oxygen with Cu'
coordinated to L' forms a dinuclear end-on—[Cu202]2+ species,
which does not rearrange to a side-on-[Cu,0,]** species:*” the
pyridines in the plane perpendicular to the Cu-N7 pseudo-

Table 4 Ligands for the mononuclear and dinuclear complexes used for the investigation of copper—peroxide species

R! NR R RN
N7
©) R2N ON-X—NO N-R?
R R
NR R RN
NR™ "N® “RN
RZ
R’ R® X R RN Ref.
L' Me Me — COOMe py 58
L’ Me Me — COOMe 5 58
|
_N
> — Me Ethyl COOMe py 58
26
L — Me Ethyl COOMe | N 58
N
> — Me Propyl COOMe py 58
L*® — Me meta-Xylyl COOMe py 58
L* — Me Propyl COOMe | N 54
_N
L* — py Ethyl COOMe py 56
L — py Propyl COOMe py 56
L* Me e — Ph H 122
\NAY
N
L3 @fé e — Ph H 122
\N/\y
MeO K/
N
L — Ph H 122
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Fig. 10 Reaction mechanism of catechol to quinone, catalyzed by a dinuclear copper(i)—peroxido complex. Adapted from ref. 54.

Jahn-Teller axis prevent short distances between the two Cu"
centers, favoring the end-on configuration over the side-on
isomer. In addition to steric hindrance, the very short and
strong copper(u)-oxygen bond contributes to the stabilization
of this species. These features can be adjusted through
changes in the ligand structure. Since the peroxido species is
dinuclear, it is plausible to use a preorganized ethyl- or propyl-
bridged ligand to accelerate the formation and stabilize the
dinuclear species.”® The [Cu,0,]*" complex obtained with L
differs spectroscopically and energetically from the non-
bridged ligand systems because the orientation of the individ-
ual copper sites to each other varies slightly. As a result of the
introduced bridge, this complex is one of the most stable
[Cu,0,]”" complexes reported so far.”® Due to the similarity to
type III copper enzymes, bridged bispidine ligand dicopper
complexes have been used as catecholase mimics. Although
there are structural similarities between the enzymes and the
dinuclear copper-bispidine complexes with L**, 17, L*’, L%,
L*°, L*° and L*', the underlying mechanism in oxidizing sub-
strates proceeds differently. With the copper bispidine com-
pounds, each catalytic cycle converts one substrate and pro-
duces one equivalent of H,0, (see Fig. 10), whereas in the
enzyme, oxygen is reduced to water, and two substrates are oxi-
dized in one catalytic cycle.>®® The catalytic activity in the bis-
pidine based model is further reduced by the formation of the
inactive resting state (i) depicted in Fig. 10, limiting the con-
version rate of the substrate.>*

In addition to promoting the formation of dinuclear
species, efforts were also made to prevent them. For this

4418 | Dalton Trans., 2025, 54, 4405-4431

purpose, sterically demanding substituents were introduced
into the bispidine scaffold. One approach involved the methyl-
ation of the pyridine donors in ortho-position. This resulted in
substantial steric bulk in the equatorial plane (L* see also
Fig. 2): the corresponding copper(1) complex did not oxygenate
to a dicopper(u) peroxido species, but was oxidized directly to
the mononuclear Cu" compound.*® This is also due to a desta-
bilization of the Cu" peroxide species as a result of the fact
that the coordination of a monodentate ligand in the equatorial
plane is hindered, resulting in a weaker Cu-O bond (see also
Fig. 2).

Another approach focused on varying the coordination geo-
metry. For this purpose, ligand L** was developed (see
Table 3): this tetradentate ligand does not have the usual in-
plane pyridine groups but two additional tertiary amines sub-
stituted at N3, leading to an enforced trigonal bipyramidal
coordination geometry. This lead to hindered dimerization
and the possibility to trap and characterize a mononuclear
superoxido species.'*

In addition to reactions involving oxygen, the transfer of
nitrogen groups is also facilitated by copper bispidine species.
The aziridination of styrene by PhINTs as oxidant has been
particularly thoroughly studied with bispidine based
systems®”®112%124 (see Fig. 11). Here too, positioning of the
nitrene group in the complexes with tetradentate ligand
systems predominantly occurs ¢rans to N3 (X in the complex of
Fig. 11), resulting in relatively short copper-nitrene bonds. To
optimize the reaction, various aspects of the ligand were modi-
fied to influence parameters such as the coordination geome-

This journal is © The Royal Society of Chemistry 2025
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Fig. 11 Catalytic conversion of styrene with PhINTs as the oxidizing
agent to the corresponding aziridine. The bispidine ligand and its corres-
ponding copper complex are modified with various substituents to alter
the bispidine framework. X and Y represent potential co-ligands or
solvent molecules.

try and the redox potential. For example, sterically demanding
groups were introduced to force the nitrene into the axial posi-
tion (Y in the complex of Fig. 11), and the pyridine donors
were also substituted by groups to alter their electronic pro-
perties and therefore influence the efficiency of the aziridina-
tion. However, while the effects were as predicted, all these
changes had only minor effects on yields and turnover fre-
quencies (TOFs) - the steric influence of ortho-substituted pyri-
dine groups, forcing the nitrene group into an axial position
generally had the greatest impact (see Table 5).'%3160123
Interestingly, introducing a secondary amine at N3 (L*3-L>°)
resulted in drastically increased TOFs and yields. It appears
that a reversible deprotonation during the -catalytic cycle
changes the electron density at the copper center and therefore
the nitrene character: due to the higher electron density at the
copper center caused by the negative charge on the deproto-
nated ligand, the nitrene character shifts towards a radical
Fischer-type nitrene, leading to higher activity.®" The deproto-
nated amine exhibits © backbonding, reminiscent of type-1
blue copper proteins (see Fig. 12 for spectroscopic changes
upon deprotonation)."”® Indeed, the observed charge transfer
transitions are astonishingly similar and, as expected, also
comparable to those of bispidine-copper(u)-peroxido com-
plexes.>® Deprotonation of coordinated amines usually only
occurs at very high pH and often is not possible in aqueous
solution, with only few examples to the contrary."”*'*” For the
Cu" complex with L*® a pK, value of 18.35 + 0.06 in acetonitrile
(MeCN) was determined (approx. 10.3 in H,0).°""*® It appears
that the tetradentate bispidines with secondary amines at N3
and/or N7 offer interesting possibilities to change the elec-
tronics and reactivities of the corresponding metal complexes
(i.e. also of the corresponding high-valent iron oxidants dis-
cussed below), with the possibility to switch certain reactions
on or off. The aziridination with copper bispidines nicely
demonstrates how various modifications can be made to the

This journal is © The Royal Society of Chemistry 2025
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nitrogen donors to enhance reactivity through steric, geo-
metric, or electronic changes.

In addition to facilitating the formation of C-O or C-N
bonds, copper bispidine complexes have also been used for
inducing C-C coupling, specifically in copper-catalyzed electro-
chemical atom transfer radical additions (eATRRA)."*°

High valent iron mediated reactions

Nonheme iron(iv)-oxido chemistry has been extensively
explored over the past 20 years, where numerous different
ligands have been designed to imitate the reactive species
found in various enzymes such as TauD and SyrB2."*° The
benefit of using nonheme iron(iv)-oxido mimetics is that, due
to the variable coordination geometry, a broad range of
different reactions can be catalyzed, and a wide variety of sub-
strates can be converted.””""** The iron(iv)-oxido complexes
can catalyze group transfers to heteroatoms and alkenes as
well as performing C-H activation (see Scheme 4). C-H acti-
vation occurs through a hydrogen atom abstraction step (HAA),
where the iron(v)-oxido group is reduced to an iron(u)-hydro-
xido site, resulting in the formation of an organic radical. This
radical can then either recombine in a rebound step with the
existing co-ligands of the iron(m) species, forming, e.g., an
alcohol when recombining with the hydroxyl group, or it can
undergo a so-called cage escape, where the organic radical
leaves the immediate vicinity of the iron complex, in order to
react further in the reaction solution. Although the active species
as well as pathways to various products have been studied exten-
sively, there are open questions, in particular also regarding vari-
ations in efficiency and selectivity of synthetic systems. Even
though different donor sets and geometries have been con-
sidered in the design of ligands, the reactivity and selectivity of
enzymes generally is unattained by enzyme mimetics.

Apart from generally acknowledged effects of proteins in
providing a confined space with well-defined shape, charge
distribution, electric field, hydrophobicity, H-bonding network
etc., the limitation of synthetic models has been attributed to
the spin ground state of the iron center and the energy gap to
other low lying spin states. In enzymes, the ground state of
the ferryl complex is typically high-spin (S = 2), with so far
one reported exception,'®® whereas in synthetic complexes,
the ground state usually is § = 1, although a few high-spin
iron(iv)-oxido species are known."**'*” The synthetic iron(iv)-
oxido complexes are often produced by oxygen atom transfer
to an iron(u) precursor, typically by derivatives of iodosyl-
benzene (PhIO), as this results in a clean conversion of
the iron(u) precursor. Molecular oxygen (as in nature), per-
oxides and other oxidants have been used to generate high-
valent iron-oxido complexes but often mixture of various pro-
ducts are formed, also including superoxides, peroxides and
hydroperoxides."*®*%°

For C-H activation, the HAA step usually is rate limiting,
and it generally proceeds over an S = 2 transition state (with a
tetrakis-carbene ligand enforcing a very strong in-plane ligand
field as a notable exception).'*® That is, most of the model
systems require a spin crossover to the quintet surface, and
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Table 5 Efficiencies of the copperf(i) catalyzed aziridination of styrene with bispidine ligands (see Fig. 11; 5 mM Cu" in MeCN, 25 °C), Ar; copper
catalyst : PhINTs : styrene = 0.05:1: 20; yields relative to PhINTs; TOFs calculated based on time until a clear solution is obtained (poor solubility of
PhINTs in MeCN, see ref. 61, standard deviations are given in brackets; yields from other sources adjusted accordingly)

R' R? R R/R" RN TOF (h™") Yield (%) Lit
L’ Me Me COOMe =0 Py 1.3 (0.0) 35.0 (0.0) 61
L’ Me Me COOMe OH/H py 1.4 (0.0) 40.5 (0.5) 61
LY Me Me COOH OH/H py 3.2 (0.1) 49.0 (1.0) 61
L8 Me Me CH,OH OH/H py 2.1 (0.0) 49.0 (1.0) 61
L py Me COOMe =0 py 0.9 (0.0) 22.0 (2.0) 61
LY Me Py COOMe =0 py 1.4 (0.0) 33.5(0.5) 61
L Et Me COOMe =0 py 6.0 (0.3) 66.5 (1.5) 61
L* 'Pr Me COOMe =0 py 9.1(0.2) 66.5 (1.5) 61
L '‘Bu Me COOMe =0 py 2.0 (0.0) 55.5(2.5) 61
L* ‘Bu Me COOMe =0 py 7.2 (0.1) 67.5 (1.5) 61
L Bn Me COOMe =0 py 7.0 (0.3) 73.0 (0.0) 61
L H Me COOMe =0 py 8.7 (0.5) 71.5 (0.5) 61
LY H Me COOMe OH/H py 5.0 (0.0) 59.0 (2.0) 61
L*® Me H COOMe =0 py 527 (14) 81.5 (1.5) 61
L* Me H COOMe OH/H py 505 (27) 81.0 (1.0) 61
L H H COOMe OH/H py 500 (14) 84.0 (3.0) 61
L' Me Me COOMe = s 40.0 (—) 94.0 (—) 123
Br
L*° Me Me COOMe =0 % 10.0 (—) 51.5 (—) 60
L> Me Me COOMe =0 /w& 3(—) 29 (—)° 60
N =
N
> Me Me COOMe =0 /@(2 3(—) 4.0(—)° 123
~ N
> Me Me COOMe =0 ﬁ 3(—) 38.5(—)° 123
MeO N
L» Me Me COOMe =0 /@f 10 (—) 59.0 (—)° 123
Br _N
L% Me Me COOMe =0 N 10 (—) 55.5 (—)° 123
(9
Cl
L B e Me COOMe =0 py 3(—) 63.0 (—)° 123
N
L8 py Me COOMe =0 S =1 3(—) 60.5 (—)° 123
N
Br
> N Me COOMe =0 NH 10 (—) 74.5 (—) 123
‘ ~.N ‘ _N
L Me o Ph =0 H 30 (—) 85 (—)” 124

0.4 mol PhINTS, 5 mol% catalyst, 1 mL styrene. ? 0.5 eq. copper complex used. “ Not completely water free conditions.

the size of the triplet-quintet gap is an important parameter
for the rate of the substrate oxidation (see Fig. 13). The driving
force, ie., the redox potential of the Fe™=O0 species, is the
other decisive parameter for the rate and efficiency of ferryl
oxidants. Looking at the bispidine systems, the very rigid
binding pocket of the ligand scaffold is too large for high-
valent iron cations, especially iron(iv), and this is an important

4420 | Dalton Trans., 2025, 54, 4405-4431

difference to the copper-bispidine assisted oxygen activation
discussed above. Therefore, bispidine-based Fe™"=0 oxidants
have exceedingly large driving forces (they are believed to be
among the high-valent nonheme iron species with the highest
redox potentials).®®”" This is one reason, why they are among
the most efficient ferryl oxidants, and this is another “bispi-
dine effect” (see inertness of bispidine-based chelators for
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2 medicinal applications above),"*! also due to the rigid bispi-
el T di ffold.** The other is the small and le tripl
+0.5eq NEt3 ine scaffold.”® The other is the small and tunable triplet-
+1.0eq NEt3 quintet gap. Population of the quintet state requires lowering
+2.0eq NEt3 the d,.,» orbital, which for bispidines is already relatively low
+3.0eq NEt3 due to the large cavity, (see Fig. 14) and, especially, the rela-
+5.0eq NEt3

— — +5.0eq NE(3 +2.5eq HOTf tively long Fe-N7 bond (see Introductio.n). Importantly, it is
— — +5.0eq NEt3 +5.0eq HOTf further tunable by the monodentate coligand X on the mole-
’ cular y axis. Experimentally, this was shown by d-d spectra
along the series of the three ferryl oxidants [(L')Fe"V=0
(NCMe)*, [(LYFeV=O(Cl)]" and [(L")Fe™V=O0(Br)]" with
increasingly lower energy transitions to the d,.. orbital (see
Fig. 14). A thorough ligand field analysis allowed to calculate
the triplet-quintet gaps as well as the zero field splitting para-
meters, which are experimentally accessible - but have not
been determined so far.®® Importantly, the decrease of the
triplet-quintet gap from the MeCN to the ClI™ and Br~ species
Fig. 12 UV-vis-NIR spectra of a [Cu'(L*)(MeCN)]** solution with leads to a large acceleration of the HAA of cyclohexane (see
different amounts of NEts (solid lines) and triflioromethanesulfonic Table 6),°> and [(L')Fe"V=0O(Cl)]" is the fastest Fe" oxido
acid. Conditions: absolute MeCN, argon, rt, [Cu"(L**)(MeCN)I** (1 mM),  complex known to date, with rates as fast as those of enzymes

NEt3 (0, 05, 10, 20, 3.0,50 mM), HOTf (0, 2.5, 5.0 mM). Reprinted from (the full kinetics Of [(Ll)FeIV:O(Br)]+ and temperature depen_
ref. 61 with permission from Elsevier.
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Scheme 4 Possible reaction pathways starting from an iron(iv)—oxido species include oxygen atom transfer (OAT) to a heteroatom and C—H acti-
vation (HAA) in cyclohexane.

4
200
150
|
FelV™ N 1001
N o 3§
Cl g 50 \
& 2 lxd product cl
( 1 g 161 A\ selectivity
il driving force o N
%01 Q-Tgap radical lifetime N N
side reactions ) /Fe'!\'
005 N | “solv
OH cl

Fig. 13 General potential energy surface (PES) of the oxidation of cyclohexane by a nonheme iron(iv) oxido oxidant (HAA).
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Fig. 14 Ligand field scheme for the d—d transitions of Fe'=O complexes, coordinate system and orientation of the d,2_, orbital for the example of

(LY FeV=0(X)]"* with the corresponding experimental spectra.®?

with [(L')Fe™=O0(CI)]" and cyclohexane, chlorocyclohexane
is the only product."** That is, rebound does not take place at
the hydroxyl but selectively at the halide coligand (see
Scheme 4 and Fig. 13). According to a DFT analysis, this is
attributed to steric effects and primarily is due to the relatively
long lifetime of the rebound precursor [(L')Fe™(OH)
(C)]"'substrate radical. The long life-time is supported by the
observed differences of product distributions under inert and
non-oxygen-free conditions, where oxygen reacts with the
radical due to its relatively long life-time."*>'*°

The enormous reactivity of the [(L')Fe""=0(X)]"" complexes
also has disadvantages: there are several side reactions, and
these are also very efficient."*® One is the formation of an
oxido-bridged dinuclear iron(m) complex, the second an
N-centered demethylation that occurs at the nitrogen atom N7,
and the reduction of CI™ by the ferryl oxidant is another one.
The N-centered demethylation can be suppressed by removing
the corresponding N-methyl substituent from the precursor
(ligand L*° vs. L'). However, this also changes the ligand field
at the Fe'Y=o0 site and experimentally has been shown to lead
to a slightly slower oxidation of cyclohexane.'** To avoid for-
mation of dinuclear species, substituents in ortho position of
the pyridine rings, as in the previously discussed copper-
dioxygen reactions, might prevent reaction of the ferryl
complex with excess iron(u) precursor but the changes of the
electronic properties might also influence other pathways.

How variations at the bispidine backbone, designed to
influence the electronics and stabilities of high-valent iron
complexes, may lead to unforeseen side-reactions is demon-
strated in a study, where the more stable pentadentate bispi-
dine ligands (derivatives of L°°) were equipped with various
substituents to shield and stabilize the oxido group, as has
been done successfully with other ligand
systems.'***> Unfortunately, introducing various residues to
the bispidine did not result in an efficient stabilization of the
system.'*®> However, with a permethylated guanidine group
introduced in the ortho position of the pyridine appended to

several
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N3, it was observed that, after the formation of the iron(w)-
oxido species, unexpectedly a rapid transformation to a perox-
ido species occurred. Based on spectroscopy (EPR, UV-vis-NIR,
Mossbauer) and mass spectrometry of various intermediates,
kinetics and an analysis of the reactivities of the iron-based
oxidants, it emerges that the highly reactive iron(iv)-oxido
species A (see Scheme 5) undergoes an intramolecular C-H
abstraction, involving a methyl group of the guanidine
residue, followed by a rebound to the Fe"™-OH intermediate B
to lead to an Fe" species with a hydroxylated guanidine substi-
tuent C. With excess 1-(tert-butylsulfonyl)-2-iodosylbenzene
(°PhIO), this is reoxidized to the corresponding Fe'V=0
species and eventually forms the iron(m)-peroxido product
D.153

Generally, iron(u)-peroxido complexes are sluggish oxi-
dants and only few oxidation reactions of organic substrates
have been studied in detail.">*"**> Possible decay pathways of
iron(m)-peroxido species are assembled in Scheme 6, showing
the resulting iron based oxidants Fe™"=0, Fe"=0 (homolysis
and heterolysis of iron(m)-peroxido intermediates have been
studied experimentally and computationally),>>***"*” and iron
(ur)-superoxido species. Note that in specific cases, iron(u)-
peroxido species may exist as the more reactive iron(u)-super-
oxido valence tautomer, and this has recently been analyzed
with a combination of experiments and computational
work."® Homolysis of the O-C bond of a coordinated alkylper-
oxide is an additional but uncommon process that leads to
highly reactive iron(m)-superoxido species — note that this is
the intermediate of oxygen activation by iron(n), i.e., this is bio-
logically relevant but rarely observed with synthetic nonheme
iron species.'*®

Among these possible decay pathways of iron(m)-peroxido
species, O-C homolysis has only recently been observed. This
reaction was identified in a bispidine-iron(m)-alkylperoxido
complex by a combined experimental and DFT-based compu-
tational study.'®® The ligand used was the pentadentate bispi-
dine L”°, where the usual pendent pyridine at N7 (see L*°) was

This journal is © The Royal Society of Chemistry 2025
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Table 6 Selection of various iron(iv)—oxido and iron(iv)—tosylimido complexes with coordinating ligands and pseudo-first-order reaction rates,
either with thioanisole for OAT/NAT or cyclohexane for HAA (all reactions performed in MeCN, if no temperature is given, the reaction was per-

formed at 25 °C)

k, (M~" s7") cyclohexane

R' R’ R/R" X Y k, (M~ s7") thioanisole (x107%) Lit
L' Me Me =0 =0  MeCN 70
cl- (7.55 + 0.27) x 10%, =90 °C, 143
EtCN
Br approx. 10x faster than with Y 143
=Cl”
L H Me =0 =0 CI° 142
Br~ 143
L* py Me =0 pyR' = 480 + 2; 2.4, —10 °C 4.91 +0.08 68 and 70
=NTs 117 +16 49+8x107° 144
L' py Me OH/ pyR' =0 129+ 2 2.56 + 0.05 68 and 70
H
L* Me py = =0  pyR®> 5.65=0.10; 0.024, —10 °C 0.130 + 0.003 70
=NTs 9.77 +0.29 0.13+3x107° 144
L Me py OH/ =0 pyR’ 145
H
L Me ~~*% OH/ =0 pyR*> 59 145
‘ =N H
CI) (o)
L*” Me % OH/ =0  py R® 145
| N H
Hl\ll [0}
L® Me ~% OH/ =0 pyR> 04 145
v H
L% Me NE OH/ =0 pyR> 70 145
n H
NH,
L% Me ~% OH/ =0 pyR®
‘ N H
N
\ N/
N
66 . 2
L% Me ~% OH/ -00 pyR
‘ _N H
N
\ N/
N
\ \
L% =0 0.49; 0.014, —10 °C, 0.05 + 8.3x1072, 68 and
0.004, 0 °C 20 °C 146
=NTs 2.6; 0.26 + 0.003, 0 °C 5.5x 107> 146
L8 =0 8.2; 0.33-10 °C 68 and
146
=NTs 0.054 0.39 146 and
147
L% =0 0.004-10 °C, 0.091 + 0.004, 68
20 °C
=NTs 0.012; (7.9 £ 0.8)107>, 20 °C No reaction 148

This journal is © The Royal Society of Chemistry 2025
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Scheme 5 Formation of an Fe
153

mation in the coordination sphere of an Fe'V=0 species.
N N
—Falll_ .
——— Mg w
X O-
—1 homolysis ITI _N
N>FeV=0  OR
. 5 X
N
,Tl _N heterolysis | V/_N _
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N
| -
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“/;e X

Scheme 6 Various possible decomposition pathways of an iron(in)—
peroxido species.

substituted by a tertiary amine (see Scheme 7). The corres-
ponding iron(ur)-alkylperoxido species was generated by reac-
tion of ‘BuOOH with the iron(n) precursor. The preference for
O-C over O-O cleavage was shown to be due to hydrogen
bonding, involving the N-methyl groups and the distal oxygen
atom of the peroxide.'*®

The same ligand scaffold was further modified by changing
the donor set from N5 to N,S and N,O (Scheme 7), and com-
plexes of these ligands were used for the oxidation of chlorite
by the corresponding iron(w)-oxido species. A significant
increase in reactivity was observed, with the TON rising from
30 to 232 and 242, respectively, for the ligands with mixed
donor sets. The modification of the donor set in the equatorial

.
Me0OCY TN =
rebound i“p
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alkylperoxido complex from the Fe' precursor under strictly oxygen- and water-free conditions, i.e., O—O bond for-

plane had no impact on the reaction mechanism - the pre-
ferred oxygen atom transfer still occurred. However, with the
mixed donor bispidines, the yields and reactivity of the
Fe™V=0 complexes increased significantly."®

Oxygen activation as in nature, ie., formation of Fe™V=—0
species by O, is rare and, with bispidine systems, direct oxi-
dation of Fe' precursors with dioxygen is impossible due to
much too high redox potentials. The experimentally observed
formation of Fe™-OOR and Fe™V=0 species with bispidine
ligands L' and L*° under ambient conditions without any
exogenous oxidant was shown to be initiated by alkylperoxide
formation due to traces of radical impurities in the sub-
strate."®" Iron(n) complexes of various bispidine derivatives,
primarily of 1*° and close analogues, have been used as
bleaching catalysts and for alkyd paint drying with a range of
patents published (partly cited in the references), leading to
commercial applications.'®>'®® It appears that, to a large
extent, these applications are based on the formation of cataly-
tically active high-valent iron species, initiated by organic
radical based peroxide formation as described above.

In addition to the extensively studied iron(iv)-oxido chem-
istry, nitrogen atom transfer and C-H activation with high-
valent iron-nitrogen compounds have also been investigated
since the early 2000s."*'%® Further to extensive work on bispi-
dine iron-oxygen chemistry, recently two iron(iv)-nitrene (or
more precisely tosylimido) complexes were isolated, character-
ized and their reactivities tested.'** Similar to the previously
studied iron(v)-nitrene systems in comparison with the corres-
ponding oxido systems, a generally significantly lower reactiv-
ity of the nitrene species was also noticed with the bispidine
complexes. The combination of a weaker bond, the lower
electronegativity of nitrogen, reduced radical character, and,

Scheme 7 A series of modified ligands for chlorite oxidation. The ligand with five nitrogen donors forms a superoxido species in the reaction with

‘BuOOH.
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[(L%%)Fe(X)]™

Fig. 15 Structural plots of the iron complexes with L3°.4067-6° X is either =O or =NTs. The complexes are oriented such that the co-ligand is
aligned along the z-axis to indicate the orientation of the pyridine donors: blue indicates parallel to the z-axis, green indicates orthogonal to the

z-axis.24*

depending on the complex, steric hindrance generally renders
the nitrene complexes less than their oxido
analogshl467148,166

Interestingly however, there are two notable exceptions: the
iron-nitrene species with the N4py ligand L% and the bispi-
dine L*° both react faster in nitrene atom transfer (NAT) than
in oxygen atom transfer (OAT) to thioanisole (see Table 6)."** A
DFT analysis indicates that this can be attributed to longer Fe—
N than Fe=O0 bonds, resulting in less steric repulsion in the
Fe-N---substrate than in the Fe-O---substrate transition state.
The two important points in this respect are: (i) the DFT ana-
lysis indicates that upon approach of the substrate, i.e., in the
reactant complex, there is a significant amount of electron
transfer from the substrate to the nitrene, resulting in partial
reduction of the iron(iv) center and therefore to significantly
elongated Fe"Y=N (Fe'"-N) bonds. (ii) The steric hindrance pri-
marily results from interactions of the o hydrogen atoms of
pyridine rings parallel to the Fe-O (or Fe-N) axis, and the com-
plexes with N4py (L°7) and the bispidine L*® have more such
pyridine rings (four and three, respectively) than the other
complexes studied (see Fig. 15)."** This is supported by earlier
experiments and computational work with the N4py (L%)
based system, indicating that the differences in reaction rates
are primarily due to differences in the electron affinity and
orbital interactions between the oxido and tosylimido species:
the electron affinity of [(L®”)Fe'"=NTs]*" is so large that it
accepts electrons from hydrogen atom transfer (HAT) sub-
strates over a long distance. As a result, the actual HAT is
carried out by the reduced [(L®")Fe"'-NTs]" species, which is
less catalytically potent than the corresponding iron(iv)-oxido
species. On the other hand, heteroatom transfer reactions do

reactive

This journal is © The Royal Society of Chemistry 2025

not start with long-range electron transfer but proceed through
a rate-determining group transfer, where two electrons are
transferred to the iron(iv)-imido species, while only one elec-
tron is transferred at the same point in the reaction with the
iron(iv)-oxido complex. Therefore iron(iv)-tosylimido favors
heteroatom transfer, whereas iron(iv)-oxido prefers hydrogen
atom transfer.'®”

Other metal ions

In addition to the well-studied copper and iron bispidine com-
pounds described above, there are other metal centers that
have been described to yield stable and active bispidine based
transition metal catalysts.

The oxido chemistry of manganese and ruthenium com-
pounds in general has been studied extensively, and related
bispidine species have been shown to exhibit relatively high
activities. For example, the Mn"-oxido complex with the pen-
tadentate bispidines L*° and L*° achieve second order rate con-
stants for the oxidation of thioanisole of k, = 1.2 x 1072 M™!
s and 1.2 x 107" M~ " s7', respectively.'®® This is significantly
slower than for the corresponding Fe' based systems (see
Table 6 for the corresponding Fe' rates). More interesting,
however, is the observation that the difference in reactivity
between the two isomers is reversed, and this is due to a
change in the reaction channel (o vs. w, i.e., ~#180° vs. ~120°
angle of M=0---substrate).’®® In another study, the focus was
on the reactivity of an Mn™-peroxido species with L*°, where
the methyl substituent at N7 was substituted with a benzyl
group.'®® The peroxido complex did not lead to deformylation
of aldehyde substrates via nucleophilic addition. Instead, the
side-on peroxide performed a HAA. This is partially due to the

Dalton Trans., 2025, 54, 4405-4431 | 4425
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low redox potential, which allows efficient electron transfer
from the peroxide to manganese. It emerges that the nucleo-
philic pathway is disfavored by steric repulsion involving the
ligand substituents: the ligand system influences the redox
potential as well as the approach of the substrate, leading to a
preference for HAA, and both effects are due to the shape of
the ligand."®’

For the Ru™-oxido chemistry, both OAT to thioanisole and
the epoxidation of alkenes, such as styrene or cyclooctene,
were investigated using L*°. The conversion of thioanisole was
quantitative, and the epoxidation reactions were also of high
efficiency and generally more efficient but with a slightly lower
stereoselectivity than the iron-based systems.'’®'”" Differences
between the iron- and ruthenium-based reactivities are mainly
due to ligand field effects (preference for the S =1 vs. S = 2 spin
surface for ruthenium vs. iron) and, in the case of the sulfoxida-
tion, the S/O linkage isomerization of the sulfoxide product.

The oxido chemistry with vanadium and cobalt bispidines
was also investigated, primarily using L*° and L** as well as
close derivatives. While the oxidation of the vanadyl complexes
with H,0, did not show any outstanding reactivity,"’> most
cobalt(u) complexes were remarkably reactive and formed super-
oxido complexes with oxygen. These superoxido complexes tend
to undergo N-centered demethylation at various positions, in
intra- as well as intermolecular reactions. In particular, tetra-
dentate bispidines L', L*°, L*® and L*” but with a ketone at C9
and derivatives of L' tend to lead to ligand decay pathways,
while complexes of 1*° and corresponding derivatives remained
stable.'”™"73 This is attributed in part to the redox potentials
that are dependent on the substituents at N3 and N7.

Nickel-catalyzed C-C bond formation was studied using L',
where a broad range of aryl halides were successfully coupled
with alkyl zinc compounds. After examining various reaction
parameters, a wide range of C(sp*)-C(sp®) bond formations
was achievable under mild reaction conditions. Particularly for
the transformation of heteroaryl bromides, excellent perform-
ance was achieved.'”®

Enantioselective reactions

Due to their modular synthesis, it is relatively easy to introduce
stereo-information into bispidine ligands, which makes their
complexes of interest for enantioselective catalysis. There has
been growing interest in using bispidine ligands in catalytic
asymmetric Henry reactions.’®'”” Copper complexes formed
with chiral bispidine ligands have shown promising results,
with some demonstrating excellent enantiomeric excess and
high yields. An asymmetric bispidine ligand was also used for
the coupling of diethylzinc compounds with aldehydes. It was
hypothesized that the bispidine coordinates to diethylzinc,
thereby transferring stereoinformation and simultaneously
activating the diethylzinc species for the reaction.'”® Very
elegant one-pot syntheses of chiral bidentate bispidines, with
one of the tertiary amines replaced by sulfur and the other
bearing chiral substituents, have been described, and these
ligands have been used successfully in palladium-catalyzed
arylation reactions.”®
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In addition to metal-based reactions, there is an increasing
series of publications describing the use of bispidines as
organocatalysts. The corresponding bispidines are equipped
with substituents containing stereochemical information,
enabling asymmetric reactions such as aldol and Mannich
reactions as well as Michael additions.'**80'83

Conclusion

All properties of metal complexes - electronics, thermo-
dynamics, reactivities - depend on the structure of the complex,
and this is largely enforced by the ligand.**”*'#%'%5 Wwith rigid
ligands, there is no conformational flexibility - with bispidines
coordinated to metal ions there generally is a single isomer. In
addition, the missing elasticity leads to a high loss of energy
with metal ions that do not fit to the ligand in terms of size and
shape. Fit is of importance for stability and metal ion selectivity,
and misfit may be of advantage for reactivity, where the driving
force and entasis may increase the reactivity. The bispidine back-
bone ideally fulfills these requirements, and one of the “bispi-
dine effects” that has been discussed relates to preventing micro-
scopic reversibility in complex formation and decay, also includ-
ing the “mousetrap effect”. Increased reactivity as a result of a
large driving force, arising from the rigid bispidine cavity that is
too large for high-valent iron, has also been described as a “bis-
pidine effect”. As a note of caution and also to avoid the percep-
tion that the bispidine scaffold is matchless, we note that (i)
rigidity is not always and not only of advantage and (ii) that
other ligand platforms, such as cross-bridged tetra-aza- and
diaza-pyridinophane-macrocycles have similar structural pro-
perties and, indeed are used in areas covered in this perspective.

Importantly, bispidines are easy to prepare and allow a
large variation of denticity, donor sets, and charges, and also
provide various possibilities for ligand functionalization. The
preparative scope has allowed to provide chelators that fully
encapsulate a large range of metal ions, to construct metal-
based probes of unprecedented stability and inertness, and
also to substitute them with biological vectors for diagnostic
and therapeutic applications. With open coordination sites
bispidine complexes have been designed and prepared to acti-
vate small molecules and organic substrates in catalytic trans-
formations. A range of possibilities to tune electronic pro-
perties — e.g., the ligand field and spin state energies -, and
electron transfer properties, has allowed to optimize the
corresponding complexes, particularly in the field of oxidation
catalysis. There is an increasing interest for chiral bispidines,
and this might lead to a further growth of the field. Also, in
terms of denticity, the limit is not yet reached, and in terms of
donor sets there are possibilities for further variations.
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No primary research results, software or code have been
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