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Abstract: Although Pt(II)-based drugs are widely used to treat cancer, very few molecules have been
approved for routine use in chemotherapy due to their side-effects on healthy tissues. A new approach
to reducing the toxicity of these drugs is generating a prodrug by increasing the oxidation state of
the metallic center to Pt(IV), a less reactive form that is only activated once it enters a cell. We used
theoretical tools to combine the parent Pt(IV) prodrug, oxoplatin, with the most recent FDA-approved
anti-cancer drug set published by the National Institute of Health (NIH). The only prerequisite
imposed for the latter was the presence of one carboxylic group in the structure, a chemical feature
that ensures a link to the coordination sphere via a simple esterification procedure. Our calculations
led to a series of bifunctional prodrugs ranked according to their relative stabilities and activation
profiles. Of all the designed molecules, the combination of oxoplatin with aminolevulinic acid as the
bioactive ligand emerged as the most promising strategy by which to design enhanced dual-potency
oncology drugs.

Keywords: cancer; drug design; organometallics; platinum-based drugs; bifunctional compounds;
theoretical tools

1. Introduction

The unexpected discovery of the bioactivity of Pt salts by Rosenberg about 60 years ago opened
the door to a new type of cancer treatment: chemotherapy with transition metals [1]. Unfortunately,
only three anti-cancer drugs are routinely used in hospitals—the original cisplatin and two derivatives,
carboplatin and oxoplatin [2]. Figure 1 shows that the final step in the action of cisplatin-like drugs is
an attack on the cell’s DNA, which eventually blocks cell replication by disrupting the natural double
helix architecture of the DNA molecule [3]. The cisplatin derivatives were not specifically designed to
target cancer cells, and they react with a wide spectrum of biomolecules present in the extracellular
media, which is the source of the undesirable side-effects associated with this type of chemotherapy [4].
With the aim of minimizing the risks of chemotherapy related to the high reactivity of the classical
Pt(II) salts, Sadler and co-workers proposed increasing the oxidation state of the Pt to the less reactive
Pt(IV) by inserting additional axial ligands into the parent cisplatin structure [5]. Figure 1 shows how
the parent Pt(IV) prodrug, oxoplatin, is less toxic than the cisplatin-like drugs because it does not react
in the extracellular region. Simultaneously, oxoplatin presents valuable pharmacokinetics and can
be self-activated by redox reactions once it has reached the intracellular medium. The driving force
for oxoplatin activation is based on the natural gradient of the concentration of ascorbic acid in the
human body, which is higher inside than outside the cell, rather than on an exogenous chemical or
physical agent [6]. Accordingly, the prodrug becomes reactive by only forming cisplatin within the
intracellular medium.
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(oxoplatin and asplatin). Schematic representation of the mechanism by which a metallodrug 45 
damages DNA. Cisplatin (shown in green) is very reactive, and the final step of the reaction produces 46 
a large distortion in the double helix structure of the DNA. However, it also reacts with the 47 
biomolecules present in the extracellular media. These non-specific interactions are the source of the 48 
main side-effects of this drug (X marked in purple). Oxoplatin (shown in red) is less reactive and 49 
enters the cell directly without any other reactions. It is activated in the intracellular medium by 50 
ascorbic acid, which reduces the Pt(IV) centers to Pt(II), leading to the in situ generation of cisplatin. 51 
In asplatin (shown as red–orange balls), one of the axial −OH ligands is replaced by aspirin. It is also 52 
activated to cisplatin inside the cell by the action of ascorbic acid. The free form of aspirin (orange 53 
ball) produces a dual-potency anti-tumor effect (denoted as an asterisk). 54 

Inspired by Sadler’s work [7], two different groups proposed the injection of a bifunctional 55 
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synthetic strategy, aspirin replaces one of the axial −OH ligands, leading to asplatin, also called platin-57 
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like molecules can be designed to produce a dual-potency effect. We used computational methods to 62 
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2. Results 65 
With the aim of proposing molecules applicable to the treatment of cancer rather than 66 
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Figure 1. Chemical structures of the parent Pt(II)-based drug (cisplatin) and the Pt(IV) prodrugs
(oxoplatin and asplatin). Schematic representation of the mechanism by which a metallodrug damages
DNA. Cisplatin (shown in green) is very reactive, and the final step of the reaction produces a large
distortion in the double helix structure of the DNA. However, it also reacts with the biomolecules
present in the extracellular media. These non-specific interactions are the source of the main side-effects
of this drug (X marked in purple). Oxoplatin (shown in red) is less reactive and enters the cell directly
without any other reactions. It is activated in the intracellular medium by ascorbic acid, which reduces
the Pt(IV) centers to Pt(II), leading to the in situ generation of cisplatin. In asplatin (shown as red–orange
balls), one of the axial −OH ligands is replaced by aspirin. It is also activated to cisplatin inside the cell
by the action of ascorbic acid. The free form of aspirin (orange ball) produces a dual-potency anti-tumor
effect (denoted as an asterisk).

Inspired by Sadler’s work [7], two different groups proposed the injection of a bifunctional
prodrug by covering the Pt(IV) center with an active rather than a passive ligand, e.g., aspirin. In this
synthetic strategy, aspirin replaces one of the axial −OH ligands, leading to asplatin, also called platin-A
(Figure 1) [8,9]. The subsequent release of cisplatin upon reduction leads to the highly reactive Pt(II)
agent and the free form of the bioactive ligand. The former attacks the DNA of the malignant cell while
the latter reduces the mechanism of cancer growth and/or helps to mitigate the side-effects of the drug.
Because they contain two active moieties (metallic center + bioactive ligand), asplatin-like molecules
can be designed to produce a dual-potency effect. We used computational methods to predict the
effects of replacing aspirin with other bioactive ligands. This work is therefore a further step towards
designing enhanced bifunctional prodrugs.

2. Results

With the aim of proposing molecules applicable to the treatment of cancer rather than conducting
a gedankenexperiment, we adapted the computational strategy of Ponte et al. [10] to screen the latest
Food and Drug Administration (FDA)-approved oncology drug set (AOD9) published by the National
Cancer Institute, part of the US National Institutes of Health (NIH). This set contains the most recent
147 approved anti-cancer drugs [11]. We imposed only one prerequisite: the presence of one carboxylic
group in the structure that ensures a link to the Pt coordination sphere via a simple esterification
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reaction [12]. This systematic selection yielded five drugs: melphalan, bendamustine, chlorambucil,
aminolevulinic acid and tretinoin (retinoic acid). Figure 2 shows the structures of these drugs as
deposited in the PubChem database [13,14].
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Figure 2. Five of the molecules in the list of approved oncology drugs included in the AOD9 set of
the National Cancer Institute have one carboxylic group: melphalan, bendamustine, chlorambucil,
aminolevulinic acid and tretinoin (retinoic acid). All the structures are shown as deposited in the
PubChem Substance and Compound database (see text).

The successful design of asplatin suggests an effective synthetic strategy for coordinating a
bioactive ligand to oxoplatin by forming a carboxylate bridge at one of the hydroxyl groups. This is,
however, not a trivial task because an efficient prodrug has to fulfil two prerequisites: (1) the
Pt(IV)–ligand bond must be sufficiently stable so as not to dissociate prior to reaching the cancerous
tissues; and (2) there must be an efficient activation pathway in the intracellular media of the malignant
cells [12]. These two crucially important points have been assessed in a recent theoretical contribution
by Ponte, Russo and Sicilia [10], who used density functional theory (DFT) calculations to simulate the
mechanism for the reduction of asplatin. The reported theoretical outcomes allow us to understand
the mechanism behind the reduction by mono-deprotonated ascorbic acid (AscH–), which is the
predominant state of ascorbic acid at physiological pH [15].

We adapted this computational strategy to couple oxoplatin with other FDA-approved anti-cancer
drugs. To this end, the aspirin moiety present in asplatin (marked in orange in Figure 1) was replaced
by the set of molecules extracted from the AOD9 library (Figure 2). The resulting structures were then
fully optimized. However, these geometries alone do not allow us to predict whether the Pt(IV)–ligand
bond is sufficiently strong to prevent the early dissociation of the molecule, which is one of the main
prerequisites for an efficient prodrug [12]. With the aim of comparing the stability of the bioactive
ligands introduced into the axial position, we monitored the relative energy as the coordination
distances were increased in steps of 0.1 Å.

3. Discussion

The performed scans can be used to rank the novel prodrugs according to the lability of the
attached bioactive ligand. Figure 3 shows that the relative energy associated with the detachment of
the axial ligands increases with a very similar trend to that of aspirin (black line). A closer inspection
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reveals that aspirin is located ca. 23 kcal mol–1 above the computed energy for the coordinated moiety
if the distance is increased to 3.4 Å. The proposed bioactive ligands lie within a range from 27 kcal
mol–1 (melphalan, purple line) to 29 kcal mol–1 (chlorambucil, green line). For the latter, we observe a
significant increase in the energy at ca. 3.1 Å. During that scan, the carboxylic group of the bioactive
ligand is able to interact with the equatorial –NH3 groups through hydrogen-bonds (H-bonds). As a
consequence, the combined breaking (Pt–O) and formation (NH3–O) of bonds might lead to complex
energy curves such as the one displayed by chlorambucil. In spite of that specific dissimilarity in
the computed curve, Figure 1 demonstrates that these ligands yield compounds as stable as aspirin
(e.g., asplatin prodrug).
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Figure 3. Relative energies (in kcal mol–1) that describe the dissociation of the bioactive ligands attached
at the axial position of the Pt(IV) coordination sphere. The energy was monitored by increasing the
Pt(IV)–ligand distance in steps of 0.1 Å, starting from the optimized geometry (ca. 2 Å).

The Pt(IV) metallic centers are activated inside the cell as a result of the natural AscH– gradient.
The AscH– reducing agent enters into the coordination sphere by forming a non-covalent interaction
with the hydroxyl ligand at the axial position, the so-called inner electron transfer mechanism [16].
The structures in the preceding step are systematically re-optimized in the presence of AscH–.
The constructed models correctly mimic the expected mechanism for a two-electron transference
process, Pt(IV)→Pt(II). It has been shown that one of the hydrogen atoms in AscH– is transferred
to the hydroxyl ligand opposite the bioactive ligand in the initial stage [10]. This proton transfer
subsequently activates the release of a water molecule that is concomitant with the detachment of
the bioactive ligand at the opposite trans position. An analysis of the vibrational modes associated
with each transition state confirmed that the reduction takes place at the same time as this mechanism.
More specifically, we observe the transference of the proton towards the hydroxyl ligand while the
single imaginary frequency corresponds to the reaction coordinate—that is, the departure of both
ligands at the axial positions.

Table 1 lists the activation (∆G‡) and reaction (∆G) free energies for all possible activations.
The corresponding Pt(IV)–AscH– adduct is taken as the reference value for calculating the relative
energies. The associated rate (k, s–1) and equilibrium (Keq) constants are also reported to further
rationalize which prodrugs are the most prone to activation by ascorbic acid. We observed that most of
the prodrugs underwent activation with an energetic barrier close to that of aspirin. The expected
activation energies for aminolevulinic acid, aspirin, chlorambucil and melphalan differ by up to
1.87 kcal mol–1 only (∆G‡ = 17.10–18.97 kcal mol–1), with rate constants of k ~10−1–10–2 s–1. Among all
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the assessed ligands, tretinoin is predicted to have the largest energetic barrier (∆G‡ = 20.90 kcal
mol–1) and is activated with a rate constant that is about one order of magnitude lower than for the
other prodrugs (k ~10–3 s–1). Much larger differences are observed for the reaction free energies.
The reduction of the prodrugs assembled with aminolevulinic acid and chlorambucil is expected to be
similar to that of aspirin, with ∆G values in the range of –26.69 to –28.26 kcal mol–1. Consequently,
a large negative value is predicted for the reduction if these drugs are used as the axial ligands, with an
equilibrium completely shifted towards the activated drug (Keq ~1019–1020). By contrast, the reduction
of melphalan and, in particular, tretinoin occurs with a low efficiency, with equilibrium constants
several orders smaller than those for the other prodrugs (Keq ~103–1010).

Table 1. Computed activation (∆G‡) and changes in reaction (∆G) free energy (kcal mol−1) for the
reduction of the prodrugs by ascorbic acid and the detachment of the bioactive ligand. The associated
rate (k, s–1) and equilibrium (Keq) constants are also given.

Axial Ligand ∆G‡ ∆G k Keq

aminolevulinic acid 18.84 −26.69 9.42 × 10−2 3.80 × 1019

aspirin a 18.41 −24.51 1.90 × 10–1 9.58 × 1017

chlorambucil 18.97 −28.26 7.56 × 10–2 5.36 × 1020

melphalan 17.10 −14.21 6.43 × 10–1 2.64 × 1010

tretinoin 20.90 −4.37 2.91 × 10–3 1.60 × 103

[a] Previous reported energies for aspirin are ∆G‡ = 14.6 kcal mol−1 and ∆G = –24.7 kcal mol−1. See [10] for
further details.

It should be stressed here that the simulation of the activation mechanism for bendamustine
was unsuccessful. More specifically, the optimization of both the transition state and product quickly
reverts to the initial prodrug, and consequently, it is not listed in Table 1. To correctly interpret this
finding, we need to examine the optimized geometry and the electronic structure for the Pt(IV)–AscH–

adduct formed with that drug as the axial ligand. To this end, we computed the electron density and
reduced density gradient (s) to visualize the noncovalent interactions through colored surfaces as
described by Contreras-García, Yang and co-workers [17]. Figure 4 reveals a series of H-bonds and van
der Waals contacts, displayed as red spots and blue surfaces, respectively. As expected, the interaction
of the prodrug and the ascorbic acid is dominated by H-bonds established with the equatorial ammonia
and the axial hydroxil ligands (circled red spots). We also observe several contacts between the ascorbic
acid moiety and bendamustine. However, our attention should be focused on the middle region of the
prodrug. As illustrated in Figure 4, a sizable surface appears between one of the ammonia ligands
and the aromatic core of bendamustine, namely, the benzimidazole moiety. It is known that positively
charged quarternary ammonium compounds (e.g., NH4

+) are able to form a cation–π interaction
with aromatic groups [18]. Similarly, the ammonia ligand is largely polarized when it enters into the
coordination sphere of the Pt(IV). Indeed, the computed Mulliken charges for the hydrogen atoms in
the isolated NH3 (q = 0.095|e|), NH4

+ (q = 0.227|e|) and the NH3 ligand assembled in the prodrug with
bendamustine (q = 0.213|e|) confirm the positive charge associated with the coordinate ammonia ligand.
As illustrated in Figure 4, ammonia is therefore able to anchor the bendamustine ligand through a
cation–π interaction. All these accumulated data hint that bendamustine is not the best precursor from
which to assemble prodrugs due to that additional intra-ligand interaction, which in turn reduces the
activation step.

There is one remaining crucial issue that needs to be addressed: the possible activation of the
drug outside the target cell by a molecule other than ascorbic acid. Pt(IV)-based drugs are prone to
activation by ascorbic acid with a second order rate constant of ~ 2 M−1 s−1 [19], which is present at
high concentrations inside cells. It is worth noting that Pt(IV)-based products might be also reduced
under physiological conditions by glutathione in the intracellular medium. However, experimental
data suggest that the reduction of Pt(IV) prodrugs by glutathione leads to a cisplatin–glutathione
adduct, which is not as toxic as free cisplatin to the cancer cell [20]. As far as the external medium is
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concerned, there are reducing species that might activate the prodrug before it reaches the cell, e.g.,
the thiol groups present in cysteine, thioglycolic acid and methionine [21]. The external activation
might occur through an outer-sphere electron transfer mechanism, in which a six-coordinated Pt(III)
intermediate is formed by the addition of a single electron before the prodrug reaches the cell [22].
Accordingly, we determined the non-selective activation in the extracellular medium by scanning
the relative energy during the loss of the axial ligand upon one-electron reduction. Figure 5 shows
the relative energies of the Pt(III) intermediates of the parent aspirin as well as the two best ranked
prodrugs, e.g., those with aminolevulinic acid and chlorambucil as axial bioactive ligands (Table 1).
As expected, one-electron reduction activates the release of the axial ligand in all cases, although
the impact is not homogenous throughout the series of prodrugs. The one-electron reduced form
of chlorambucil (green line) dissociates with a very similar energetic barrier to aspirin (black line),
and their products are rapidly stabilized with the release of the axial ligand. However, the energetic
profiles in Figure 5 suggest that aminolevulinic acid (blue line) might be used to increase the barrier.
Int. J. Mol. Sci. 2020, 25, x FOR PEER REVIEW 6 of 11 
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Figure 4. Optimized reactant for the prodrug formed by the Pt(IV) center (displayed in cyan) with
bendamustine (in green) as the axial ligand, in the presence of ascorbic acid (plotted in purple).
This figure also summarizes the non-covalent interaction analysis. Isosurfaces correspond to s = 0.5 au
with a color scale of −0.01 au < ρ < 0.01 au, using density functional theory (DFT) densities. H-bonds
are displayed as red spots, and weak interactions are represented as blue surfaces.

The picture of the Pt(III) intermediate’s stability is completed by optimizing the reactants,
transition states and products of the prodrug assembled with aspirin and the best ranked ligand,
e.g., aminolevulinic acid. The numeric values for the activation and reaction energies are listed in
Table 2. According to these calculations, the axial aspirin ligand in the one-electron reduced asplatin is
lost at a cost of 5.60 kcal mol−1 (k ~10–8 s–1), while aminolevulinic acid increases the barrier to 8.41 kcal
mol−1 (k ~10–8 s–1). The use of aminolevulinic acid also destabilizes the product of the dissociation
by ca. 2 kcal mol−1 (Keq = 5.18 × 10–2), which shifts the equilibrium towards the hexacoordinated
Pt(III) form by two orders of magnitude compared to aspirin (Keq = 1.46 × 100). We should underline
that these energies arise from the reactive adducts, the transition states and the product adducts and,
consequently, could not be directly compared to other values computed by using separated reagents
and products. However, the provided k and Keq values in Table 2 provide meaningful insights in the
impact of product stability upon axial ligand replacement.
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Figure 5. Relative energy (kcal mol−1) describing the dissociation of the bioactive ligands attached at
the axial position for the one-electron reduced forms, e.g., with the Pt(III) metallic center. The energy
was monitored by increasing the Pt(III)–ligand distance in steps of 0.05 Å, starting from the optimized
geometry (ca. 2 Å). For the sake of clarity, we use the same color scheme as in Figure 3. The previous
reported barrier for aspirin is 6.7 kcal mol−1. See [10].

Table 2. Computed activation (∆G‡) and changes in reaction (∆G) free energy (kcal mol−1) with the
detachment of the best ranked bioactive axial (aminolevulinic acid) compared to the reference values
for aspirin in the one-electron reduced Pt(III) form. The associated rate (k, s–1) and equilibrium (Keq)
constants are also given.

Axial Ligand ∆G‡ ∆G k Keq

aminolevulinic acid 8.41 1.75 4.21 × 106 5.18 × 10–2

aspirin a 5.60 –0.22 4.83 × 108 1.46 × 100

[a] Previous reported activation energy for aspirin in the anionic form of the asplatin is ∆G‡ = 6.2 kcal mol−1. See [10]
for further details.

The consensus of the simulations performed here suggests that aminolevulinic acid and
chlorambucil are the best molecules for assembling oxoplatin-based prodrugs because (1) their
coordination yields an inert compound that releases the axial bioactive ligand at least as slowly as
aspirin; (2) according to the computed rate and equilibrium constants, they can be efficiently activated
by ascorbic acid; and (3) they are better at preventing early release by reduction outside the target
cell. Although requisites (1) and (2) are equally fulfilled by these two ligands, aminolevulinic acid
outperforms all the other prodrugs as a result of the higher stability of the Pt(III) intermediate. To the
best of our knowledge, there is no previous report of such a combination, although beneficial effects
have been observed in combination with cisplatin. Terada and co-workers [23] have shown that
aminolevulinic acid has a protective role during cisplatin-based chemotherapy because it reduces the
nephrotoxicity of the treatment without interfering with the anti-cancer effects of cisplatin. In addition,
aminolevulinic acid may be administered with cisplatin to increase the effectiveness of photodynamic
therapies in cancer treatment because it acts as a photosensitizer for the accumulation of reactive
oxygen species in malignant tissues [24–27]. In light of our results, the link to oxoplatin may be
expanded to other porphyrin precursors used as photosensitizers, with the requisite of the presence of
one carboxylic group [28].
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4. Computational Methods

The asplatin geometry optimized by Ponte et al. [10] was used as a template to build our model
systems. We replaced the aspirin moiety present in asplatin (marked in orange in Figure 1) with
the anti-cancer drug set shown in Figure 2. The resulting structures were fully optimized at the
B3LYP-D3 theory level, which consisted of Becke’s three-parameter hybrid exchange functional
(B3); the correlation functional of Lee, Yang and Parr (LYP); and Grimme’s dispersion contribution
term [29–31]. That approach has been shown to provide reliable results for the thermochemistry
and kinetics of Pt-based compounds [32,33]. The def2-SVP basis set was used to describe all the
atoms, except the Pt centers, where the core electrons were replaced with the effective core potentials
def2-ECP to account for scalar relativistic effects without increasing the computational cost [34,35].
For all the calculations, we used an ultrafine grid for numerical density functional theory integration.
The optimized structures were confirmed to be stable (real minima) or transitional state (saddle point)
in the potential energy surface by analyzing their vibrational modes. No imaginary frequency was
obtained for the products and reactants, although a single imaginary frequency was obtained for the
transitional state. Pt(IV) and Pt(II) species correspond to singlet electronic configurations, while Pt(III)
is a triplet state. Spin contamination for the latter was controlled during all the calculations (the
maximum S2 value was only 0.7549). The free energies were calculated by adding the zero-point
energy and thermal corrections at 298.15 K. Relative energy curves for the dissociation of axial
ligands were computed by monitoring their distance from the oxygen atom bound to the metallic
center. This is a relaxed potential energy scan over the reaction coordinate (i.e., the bond being
dissociated). Because solvation might influence the thermodynamics and kinetics of the reactivity of Pt
compounds [36], environmental effects were included by using the polarizable continuum method of
Tomasi and co-workers [37]. All the optimizations were performed with Gaussian16 [38], while NCI
analysis was conducted with the NCI analysis tool implemented in Jaguar 10.8 [39,40].

5. Conclusions

Despite increasing interest in the possible associations between oxoplatin and other drugs [41–46],
there is currently no recommended approach to systematically improving the anti-cancer activity of
bifunctional drugs based on Pt(IV). With the aim of contributing to the design of enhanced anti-cancer
drugs, we used a state-of-the-art computational approach to screen the latest FDA-approved oncology
drugs. Specifically, we searched for novel axial ligands to decorate the parent oxoplatin drug.
The only restriction imposed was the presence of one carboxylic group in the structure, a chemical
feature that enables coordination to the oxoplatin coordination sphere via a simple esterification
procedure. Among all the designed molecules, the combination of oxoplatin with aminolevulinic acid
and chlorambucil emerged as very promising oncology drugs because they fulfilled all the specific
prerequisites: (1) the ligands were efficiently introduced into the Pt(IV) sphere of the coordination
structure and therefore did not dissociate before entering the target cell; (2) the activation energy barrier
was sufficiently low to allow rapid reduction by the ascorbic acid present in the intracellular medium;
(3) the axial ligands were completely released when the Pt(IV) was reduced to Pt(II); and (4) the stability
of the Pt(III) intermediate outside the target cell matched that of aspirin, used here as a reference.
This stability was increased if aminolevulinic acid was used as the axial ligand. We recommend using
theoretical tools to assess both the stability of the prodrug formed in neutral and anionic forms and its
reactivity with ascorbic acid prior to the laboratory synthesis of any novel Pt(IV)-based compounds.
We hope that these drug combinations and computational protocols will drive experimental efforts to
synthesize enhanced Pt(IV) prodrugs.

Funding: This research received no external funding.

Acknowledgments: This research used the resources of the supercomputing infrastructures of the Plataforma
Andaluza de Bioinformática installed at the Universidad of Málaga, Poznan Supercomputing Center and the local
Galileo cluster installed at UCAM.



Int. J. Mol. Sci. 2020, 21, 4741 9 of 11

Conflicts of Interest: The author declares no conflict of interest.

References

1. Rosenberg, B.; VanCamp, L.; Krigas, T. Inhibition of Cell Division in Escherichia Coli by Electrolysis Products
from a Platinum Electrode. Nature 1965, 205, 698–699. [CrossRef]

2. Jamieson, E.R.; Lippard, S.J. Structure, Recognition, and Processing of Cisplatin-DNA Adducts. Chem. Rev.
1999, 99, 2467–2498. [CrossRef]

3. Burda, J.V.; Leszczynski, J. How Strong Can the Bend Be on a DNA Helix from Cisplatin? DFT and MP2
Quantum Chemical Calculations of Cisplatin-Bridged DNA Purine Bases. Inorg. Chem. 2003, 42, 7162–7172.
[CrossRef] [PubMed]

4. Wong, E.; Giandomenico, C.M. Current Status of Platinum-Based Antitumor Drugs. Chem. Rev. 1999, 99,
2351–2466. [CrossRef] [PubMed]

5. Farrer, N.J.; Salassa, L.; Sadler, P.J. Photoactivated Chemotherapy (PACT): The Potential of Excited-State
d-Block Metals in Medicine. Dalton Trans. 2009, 10690–10701. [CrossRef]

6. Harper, B.; Krause-Heuer, A.; Grant, M.; Manohar, M.; Garbutcheon-Singh, K.B.; Aldrich-Wright, J. Advances
in Platinum Chemotherapeutics. Chem. Eur. J. 2010, 16, 7064–7077. [CrossRef]

7. Zhang, P.; Sadler, P.J. Redox-Active Metal Complexes for Anticancer Therapy. Eur. J. Chem. 2017, 2017,
1541–1548. [CrossRef]

8. Pathak, R.K.; Marrache, S.; Choi, J.H.; Berding, T.B.; Dhar, S. The Prodrug Platin-A: Simultaneous Release of
Cisplatin and Aspirin. Angew. Chem. Int. Ed. 2014, 53, 1963–1967. [CrossRef] [PubMed]

9. Cheng, Q.; Shi, H.; Wang, H.; Min, Y.; Wang, J.; Liu, Y. The ligation of aspirin to cisplatin demonstrates
significant synergistic effects on tumor cells. Chem. Commun. 2014, 50, 7427–7430. [CrossRef] [PubMed]

10. Ponte, F.; Russo, N.; Sicilia, E. Insights from Computations on the Mechanism of Reduction by Ascorbic Acid
of PtIV Prodrugs with Asplatin and Its Chlorido and Bromido Analogues as Model Systems. Chem. Eur. J.
2018, 24, 9572–9580. [CrossRef] [PubMed]

11. National Cancer Institute. Division of Cancer Treatment & Diagnosis, Developmental Therapeutics Program.
Available Plates. Available online: https://dtp.cancer.gov/organization/dscb/obtaining/available_plates.htm
(accessed on 1 April 2020).

12. Gabano, E.; Ravera, M.; Osella, D. Pros and cons of bifunctional platinum(iv) antitumor prodrugs: Two are
(not always) better than one. Dalton Trans. 2014, 43, 9813–9820. [CrossRef] [PubMed]

13. Kim, S.; Thiessen, P.A.; Bolton, E.E.; Chen, J.; Fu, G.; Gindulyte, A.; Han, L.; He, J.; He, S.; Shoemaker, B.A.; et al.
PubChem Substance and Compound databases. Nucleic Acids Res. 2016, 44, D1202–D1213. [CrossRef] [PubMed]

14. National Library of Medicine, National Center for Biotechnology Information. Available online: https:
//pubchem.ncbi.nlm.nih.gov (accessed on 1 April 2020).

15. Ejehia, Z.; Ariafard, A. A computational mechanistic investigation into the reduction of Pt(iv) prodrugs with
two axial chlorides by biological reductants. Chem. Commun. 2017, 53, 1413–1416. [CrossRef] [PubMed]

16. Wexselblatt, E.; Gibson, D. What do we know about the reduction of Pt(IV) pro-drugs? J. Inorg. Biochem.
2012, 117, 220–229. [CrossRef] [PubMed]

17. Johnson, E.R.; Keinan, S.; Mori-Sánchez, P.; Contreras-García, J.; Cohen, A.J.; Yang, W. Revealing Non-covalent
Interactions. J. Am. Chem. Soc. 2010, 132, 6498–6506. [CrossRef]

18. Dougherty, D.A. The Cation−π Interaction. Acc. Chem. Res. 2013, 46, 885–893. [CrossRef]
19. Weaver, E.L.; Bose, R.N. Platinum(II) catalysis and radical intervention in reductions of platinum(IV)

antitumor drugs by ascorbic acid . J. Inorg. Biochem. 2003, 95, 231–239. [CrossRef]
20. Shi, Y.; Liu, S.A.; Kerwood, D.J.; Goodisman, J.; Dabrowiak, J.C. Pt(IV) complexes as prodrugs for cisplatin

Author links open overlay panel. J. Inofrg. Biochem. 2012, 107, 6–14. [CrossRef]
21. Niu, T.; Wan, W.; Li, X.; Su, D.; Huo, S.; Shen, S. Reduction of platinum(IV) prodrug model complex

trans-[PtCl2(CN)4]2− by a peptide containing cysteine and methionine groups: HPLC and MS studies.
J. Mol. Liq. 2018, 252, 24–29. [CrossRef]

22. McCormick, M.C.; Keijzer, K.; Polavarapu, A.; Schultz, F.A.; Baik, M.H. Understanding Intrinsically
Irreversible, Non-Nernstian, Two-Electron Redox Processes: A Combined Experimental and Computational
Study of the Electrochemical Activation of Platinum(IV) Antitumor Prodrugs. J. Am. Chem. Soc. 2014, 136,
8992–9000. [CrossRef]

http://dx.doi.org/10.1038/205698a0
http://dx.doi.org/10.1021/cr980421n
http://dx.doi.org/10.1021/ic034296w
http://www.ncbi.nlm.nih.gov/pubmed/14577785
http://dx.doi.org/10.1021/cr980420v
http://www.ncbi.nlm.nih.gov/pubmed/11749486
http://dx.doi.org/10.1039/b917753a
http://dx.doi.org/10.1002/chem.201000148
http://dx.doi.org/10.1002/ejic.201600908
http://dx.doi.org/10.1002/anie.201308899
http://www.ncbi.nlm.nih.gov/pubmed/24453035
http://dx.doi.org/10.1039/C4CC00419A
http://www.ncbi.nlm.nih.gov/pubmed/24777030
http://dx.doi.org/10.1002/chem.201800488
http://www.ncbi.nlm.nih.gov/pubmed/29723436
https://dtp.cancer.gov/organization/dscb/obtaining/available_plates.htm
http://dx.doi.org/10.1039/c4dt00911h
http://www.ncbi.nlm.nih.gov/pubmed/24874896
http://dx.doi.org/10.1093/nar/gkv951
http://www.ncbi.nlm.nih.gov/pubmed/26400175
https://pubchem.ncbi.nlm.nih.gov
https://pubchem.ncbi.nlm.nih.gov
http://dx.doi.org/10.1039/C6CC07834F
http://www.ncbi.nlm.nih.gov/pubmed/28079213
http://dx.doi.org/10.1016/j.jinorgbio.2012.06.013
http://www.ncbi.nlm.nih.gov/pubmed/22877926
http://dx.doi.org/10.1021/ja100936w
http://dx.doi.org/10.1021/ar300265y
http://dx.doi.org/10.1016/S0162-0134(03)00136-3
http://dx.doi.org/10.1016/j.jinorgbio.2011.10.012
http://dx.doi.org/10.1016/j.molliq.2017.12.134
http://dx.doi.org/10.1021/ja5029765


Int. J. Mol. Sci. 2020, 21, 4741 10 of 11

23. Terada, Y.; ¡Inoue, K.; Matsumoto, T.; Ishihara, M.; Hamada, K.; Shimamura, Y.; Ogata, K.; Inoue, K.;
Taniguchi, Y.; Horino, T.; et al. 5-Aminolevulinic Acid Protects against Cisplatin-Induced Nephrotoxicity
without Compromising the Anticancer Efficiency of Cisplatin in Rats In Vitro and In Vivo. PLoS ONE 2013, 8,
e80850. [CrossRef]

24. Ahn, J.C.; Biswas, R.; Mondal, A.; Lee, Y.K.; Chung, P.S. Cisplatin enhances the efficacy of 5-Aminolevulinic
acid mediated photodynamic therapy in human head and neck squamous cell carcinoma. Gen. Physiol. Biophys.
2014, 33, 53–62. [CrossRef] [PubMed]

25. Yu, C.H.; Yu, C.C. Photodynamic Therapy with 5-Aminolevulinic acid (ALA) Impairs Tumor Initiating and
Chemo-Resistance Property in Head and Neck Cancer-Derived Cancer Stem Cells. PLoS ONE 2014, 9, e87129.
[CrossRef]

26. Girotti, A.W. Upregulation of nitric oxide in tumor cells as a negative adaptation to photodynamic therapy.
Lasers Surg. Med. 2018, 50, 590–598. [CrossRef] [PubMed]

27. Kurokawa, H.; Ito, H.; Matsui, H. The Cisplatin-Derived Increase of Mitochondrial Reactive Oxygen
Species Enhances the Effectiveness of Photodynamic Therapy via Transporter Regulation. Cells 2019, 8, 918.
[CrossRef]

28. Zhu, W.; Gao, Y.H.; Song, C.H.; Lu, Z.B.; Namulinda, T.; Han, Y.P.; Yan, Y.J.; Wang, L.X.; Chen, Z.L. Synthesis
and evaluation of new 5-aminolevulinic acid derivatives as prodrugs of protoporphyrin for photodynamic
therapy. Photochem. Photobiol. Sci. 2017, 16, 1623–1630. [CrossRef] [PubMed]

29. Becke, A.D. Density-functional thermochemistry. III. The role of exact exchange. J. Chem. Phys. 1993, 98,
5648–5652. [CrossRef]

30. Lee, C.; Yang, W.; Parr, R.G. Development of the Colle-Salvetti correlation-energy formula into a functional
of the electron density. Phys. Rev. B 1988, 37, 785–789. [CrossRef]

31. Grimme, S.; Ehrlich, S.; Goerigk, L. Effect of the damping function in dispersion corrected density functional
theory. J. Comput. Chem. 2011, 32, 1456–1465. [CrossRef]

32. Dabbish, E.; Russo, N.; Sicilia, E. Rationalization of the Superior Anticancer Activity of Phenanthriplatin:
An In-Depth Computational Exploratio. Chem. Eur. J. 2020, 26, 259–268. [CrossRef]

33. Veclani, D.; Melchior, A.; Tolazzi, M.; Cerón-Carrasco, J.P. Using Theory to Reinterpret the Kinetics of
Monofunctional Platinum Anticancer Drugs: Stacking Matters. J. Am. Chem. Soc. 2018, 140, 14024–14027.
[CrossRef] [PubMed]

34. Cerón-Carrasco, J.P.; Ruiz, J.; Vicente, C.; de Haro, C.; Bautista, D.; Zúñiga, J.; Requena, A. DFT Simulation of
Structural and Optical Properties of 9-Aminoacridine Half-Sandwich Ru(II), Rh(III), and Ir(III) Antitumoral
Complexes and Their Interaction with DNA. J. Chem. Theory Comput. 2017, 13, 3898–3910. [CrossRef] [PubMed]

35. Cerón-Carrasco, J.P.; Jacquemin, D. Tuning the Optical Properties of Phenanthriplatin: Towards New
Photoactivatable Analogues. ChemPhotoChem 2017, 1, 504–512. [CrossRef]

36. Melchior, A.; Martínez, J.M.; Pappalardo, R.; Sánchez Marcos, E. Hydration of Cisplatin Studied by an
Effective Ab Initio Pair Potential Including Solute–Solvent Polarization. J. Chem. Theory Comput. 2013, 9,
4562–4573. [CrossRef] [PubMed]

37. Tomasi, J.; Mennucci, B.; Cammi, R. Quantum Mechanical Continuum Solvation Models. Chem. Rev. 2005,
105, 2999–3093. [CrossRef] [PubMed]

38. Frisch, M.J.; Trucks, G.W.; Schlegel, H.B.; Scuseria, G.E.; Robb, M.A.; Cheeseman, J.R.; Scalmani, G.; Barone, V.;
Petersson, G.A.; Nakatsuji, H.; et al. Gaussian 16, Revision A.03; Gaussian, Inc.: Wallingford, CT, USA, 2016.

39. Bochevarov, A.D.; Harder, E.; Hughes, T.F.; Greenwood, J.R.; Braden, D.A.; Philipp, D.M.; Rinaldo, D.;
Halls, M.D.; Zhang, J.; Friesner, R.A. Jaguar: A high-performance quantum chemistry software program
with strengths in life and materials sciences. Int. J. Quantum Chem. 2013, 113, 2110–2142. [CrossRef]

40. Schrödinger Release 2020-2: Jaguar, Schrödinger; LLC: New York, NY, USA, 2020.
41. Ang, W.H.; Khalaila, I.; Allardyce, C.S.; Juillerat-Jeanneret, L.; Dyson, P.J. Rational Design of Platinum(IV)

Compounds to Overcome Glutathione-S-Transferase Mediated Drug Resistance. J. Am. Chem. Soc. 2005, 127,
1382–1383. [CrossRef]

42. Ma, L.L.; Ma, R.; Wang, Y.P.; Zhu, X.Y.; Zhang, J.L.; Chan, H.C.; Chen, X.F.; Zhang, W.J.; Chiu, S.K.; Zhu, G.Y.
Chalcoplatin, a dual-targeting and p53 activator-containing anticancer platinum(iv) prodrug with unique
mode of action. Chem. Commun. 2015, 51, 6301–6304. [CrossRef]

43. Petruzzella, E.; Sirota, R.; Solazzo, I.; Gandin, V.; Gibson, D. Triple action Pt(iv) derivatives of cisplatin:
A new class of potent anticancer agents that overcome resistance. Chem. Sci. 2018, 9, 4299–4307. [CrossRef]

http://dx.doi.org/10.1371/journal.pone.0080850
http://dx.doi.org/10.4149/gpb_2013046
http://www.ncbi.nlm.nih.gov/pubmed/23846261
http://dx.doi.org/10.1371/journal.pone.0087129
http://dx.doi.org/10.1002/lsm.22807
http://www.ncbi.nlm.nih.gov/pubmed/29504635
http://dx.doi.org/10.3390/cells8080918
http://dx.doi.org/10.1039/C7PP00203C
http://www.ncbi.nlm.nih.gov/pubmed/28933502
http://dx.doi.org/10.1063/1.464913
http://dx.doi.org/10.1103/PhysRevB.37.785
http://dx.doi.org/10.1002/jcc.21759
http://dx.doi.org/10.1002/chem.201903831
http://dx.doi.org/10.1021/jacs.8b07875
http://www.ncbi.nlm.nih.gov/pubmed/30185041
http://dx.doi.org/10.1021/acs.jctc.7b00139
http://www.ncbi.nlm.nih.gov/pubmed/28641006
http://dx.doi.org/10.1002/cptc.201700090
http://dx.doi.org/10.1021/ct400433c
http://www.ncbi.nlm.nih.gov/pubmed/26589171
http://dx.doi.org/10.1021/cr9904009
http://www.ncbi.nlm.nih.gov/pubmed/16092826
http://dx.doi.org/10.1002/qua.24481
http://dx.doi.org/10.1021/ja0432618
http://dx.doi.org/10.1039/C4CC10409A
http://dx.doi.org/10.1039/C8SC00428E


Int. J. Mol. Sci. 2020, 21, 4741 11 of 11

44. Curci, A.; Denora, N.; Iacobazzi, R.M.; Ditaranto, N.; Hoeschele, J.D.; Margiotta, N.; Natile, G. Synthesis,
characterization, and in vitro cytotoxicity of a Kiteplatin-Ibuprofen Pt(IV) prodrug. Inorg. Chim. Acta 2018,
472, 221–228. [CrossRef]

45. Sabbatini, M.; Zanellato, I.; Ravera, M.; Gabano, E.; Perin, E.; Rangone, B.; Osella, D. Pt(IV) Bifunctional
Prodrug Containing 2-(2-Propynyl)octanoato Axial Ligand: Induction of Immunogenic Cell Death on Colon
Cancera. J. Med. Chem. 2019, 62, 3395–3406. [CrossRef] [PubMed]

46. Kastner, A.; Poetsch, I.; Mayr, J.; Burda, J.V.; Roller, A.; Heffeter, P.; Keppler, B.K.; Kowol, C.R. A Dogma in
Doubt: Hydrolysis of Equatorial Ligands of PtIV Complexes under Physiological Conditions. Angew. Chem.
Int. Ed. 2019, 58, 7464–7469. [CrossRef] [PubMed]

© 2020 by the author. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1016/j.ica.2017.07.019
http://dx.doi.org/10.1021/acs.jmedchem.8b01860
http://www.ncbi.nlm.nih.gov/pubmed/30879295
http://dx.doi.org/10.1002/anie.201900682
http://www.ncbi.nlm.nih.gov/pubmed/30870571
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Results 
	Discussion 
	Computational Methods 
	Conclusions 
	References

