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Abstract. There are increasing efforts towards the development of new synthetic models that can
mimic phenoxazinone synthase activity due to the important applications of several biomolecules
bearing the phenoxazinone chromophore. However, deliberate studies of systematically varied coor-
dination species for the knowledge of underlying molecular determinants of catalytic outcomes us-
ing fully characterized mimicking models are scarce. In this report, two new dianionic and syntheti-
cally obtained diazene—disulfonamide N"N"N chelators of the form RSO2—NH-Ph-N=N-Ph-NHSO2R
(R = methyl for 1 and tolyl for 2) are coordinatively self-assembled around cobalt(II) centres in the
presence or absence of co-ligands (acetate, bipyridine, 4-dimethylaminopyridine and/or water) to ob-
tain four new and structurally analysed complexes [Col2][Et3NH], Col-OAc-bpy, Col-OAc-bpy and
Co2-dmap-w, which are all found to be octahedral cobalt(IIl) polyhedra, distorted to varying extents,
by using Continuous Shape Measurement calculations. Based on structural and thermal factors, it is
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observed that the trends of the phenoxazinone synthase mimicking activities by these complexes cor-
relate with their inherent abilities to generate vacant coordination space for substrate-metal ion in-
teractions. Finally, it is also observed that coordinative steric strains control catalytic trends among
the complexes at low temperatures while susceptibility to thermal dissociations is the determinant at

higher temperatures.

Keywords. Novel o-sulfonamide ligands, Cobalt(IIl), Structure-property correlations, Mimicking phe-
noxazinone synthase, Continuous shape measurement.
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1. Introduction

The multi-copper metalloenzyme called phenox-
azinone synthase is naturally found in Strepto-
myces antibioticus [1,2]. This metalloenzyme catal-
yses the oxidative coupling of 2-aminophenol (or
o-aminophenol) derivatives [3-5], which leads to
biomolecular building blocks of medicinally im-
portant anticancer and antibiotic macromolecules
such as actinomycin-D, pitucamycin, dandamycin,
chandrananimycin E, etc. (Scheme 1(a)) [6-9]. In
biological systems, factors like substrate accessibil-
ity of the metal binding site, the presence of a sec-
ondary coordination sphere, ligand chelation char-
acteristics, non-covalent interactions, hydropho-
bic/hydrophilic properties and hydrogen bonding
have been recognized to influence the mimicking
activity of metal complexes in different biochemical
processes [10-13]. Therefore, we assumed that the
design of a series of new cobalt(Ill) coordination
materials in systematically varied coordination envi-
ronments could improve the understanding of how
specific coordination environments affect the en-
zyme mimicking behaviour of synthetic complexes.
Such a structure-property correlation study holds
the potential of enabling greater yields in the indus-
trial preparation of the beneficial phenoxazinone
chromophores.

Sulfonamide-based molecules have been known
for several decades, and they occupy a significant
place in biomolecular sciences [14-16] because of
their importance in the development of numerous
pharmaceuticals [17-20]. In organic synthesis, the
use of sulfonamides as protecting groups and as ex-
cellent sources of introducing nitrogenous units into
organic compounds is also well documented [21,22].
However, sulfonamide moieties are much less ex-
plored as N-donors in coordination chemistry. A few
reports of complexes containing sulfonamide lig-
ands are encountered for applications in magnetism
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[23,24], optics [25,26], catalysis [14,27,28] and drug
design [29-32], but complexes of these biologically
significant sulfonamide moieties are scarcely re-
ported as functional models for mimicking metal-
loenzymes in biological systems [33] and so on.

We herein present the results of the synthe-
ses, structural characterization and phenoxazi-
none synthase mimicking activity of octahedral
cobalt(Ill) complexes bearing sterically varied tri-
dentate diazene—disulfonamide N-donors, which are
dianionic, as well as bidentate and monodentate N-
and O-donor co-ligands (Scheme 1(b-c)).

2. Experimental section
2.1. General information

All starting materials for synthesis as well as sub-
strates for the catalytic experiments were obtained
commercially as reagent grades and used as supplied
without further purification. The o-sulfonamide azo-
benzene ligands 1 and 2 have been previously pre-
pared and reported [34]. IR spectra were measured
with a Bruker Equinox FT-IR spectrometer equipped
with a diamond ATR unit in the range of 4000-
600 cm™!. UV-Vis measurement was carried out us-
ing Varian Cary 5E UV-VIS-NIR Spectrophotometer.
Elemental analyses were carried out on Leco CHNS-
932 and El Vario IIT elemental analysers. Mass spec-
trometry (MS) spectra were measured with a Bruker
MAT SSQ 710 spectrometer. 'H and '3C NMR spec-
tra for characterization of the phenoxazinone prod-
uct were recorded with a Bruker AVANCE 400 MHz
spectrometer using deuterated solvents and TMS as
the internal standard.

2.2. Synthesis of cobalt(Ill) complexes

Col-OAc-bpy: Ligand 1 (51 mg, 0.14 mmol), 2,2-
bipyridine (22 mg, 0.14 mmol) and cobalt(I) acetate
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Scheme 1. (a) Biosynthesis of actinomycin-D catalysed by phenoxazinone synthase, (b) structures of
synthesized chelating sulfonamides and (c) the co-ligands incorporated for cobalt(III) complex assembly

in this study.

tetrahydrate (0.04 g, 0.14 mmol) reacted in 5 mL
ethanol after which a 0.1 mL methanol solution of
0.05 M NaOH was added to the reaction mixture. The
solution was kept under slow evaporation. After 2
weeks, Col - OAc-bpy was obtained as purple crystals
suitable for X-ray measurement. Yield (58 mg, 65%).
M.p = 223°C. Selected IR data (ATR, cm™): 3060w
(Ar-H), 2965w (methyl), 1653m (C=0, acetate), 1606s
(C=C, C=N), 1596vs (C=C, C=N), 1507m, 1445vs,
1243s,1158m, 1119m, 1035m, 959s, 856s, 731s, 623m.
MS (EI, Calc. m/z = 640.58): 502 (M - acetate —
SO,Me, 5%), 424 (M - bpy & OAc, 50%), 368 (ligand
1), 345, 289, 267, 210, 156 (bpy, 100%), 128. Anal. calc.
for Cy4H22CoNgO4S,: C, 49.57; H, 3.81; N, 14.45; S,
11.03%. Found: C, 49.14; H, 3.83; N, 14.20; S, 10.84%.

[Col2][EtsNH]: Ligand 1 (99 mg, 0.27 mmol) and
cobalt(Il) acetate tetrahydrate (35 mg, 0.14 mmol) re-
acted in methanol (2 mL) together with 0.1 mL of
triethylamine (EtzN). The solution was allowed to
slowly evaporate for 2 weeks, which led to the for-
mation of purple crystals that are suitable for X-ray
measurement. Yield (61 mg, 25%). M.p = 301 °C. Se-
lected IR data (ATR, cm™'): 3073m (Ar-H), 2933w
(methyl), 1595s (C=C, C=N), 1569s, 1474s, 1330s,
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1300vs, 1244s, 1041s, 958vs, 867s, 840vs, 751s, 726vs,
625s. MS (ESI, Calc. m/z = 893.95): 916 (M + Na™,
15%), 758 (M - 2 methyl — EtsNH*, 45%). Anal. calc.
for C34H43CON908S42 C, 45.68; H, 4.96; N, 14.10; S,
14.35%. Found: C, 45.54; H, 4.98; N, 13.87; S, 14.13%.

Co2-OAc-bpy: Ligand 2 (53 mg, 0.10 mmol), 2,2-
bipyridine (15 mg, 0.10 mmol) and cobalt(I)acetate
tetrahydrate (26 mg, 0.10 mmol) were added together
in 3 mL ethanol. 0.1 mL of 0.05 M methanol solu-
tion of NaOH was added to the reaction mixture. The
solution was slowly evaporated. After 2 weeks, pur-
ple crystals of Co2-OAc-bpy suitable for X-ray mea-
surement were obtained. Yield (63 mg, 79%). M.p
= 236°C. Selected IR data (ATR, cm™'): 3063w (Ar-
H), 2978w (methyl), 1606s (C=C, C=N), 1594s (C=C,
C=N), 1569m, 1497s, 1451vs, 1357vs, 1295vs, 1247vs,
1159m, 1138vs, 1080vs, 965s, 911s, 836vs, 763vs,
686vs, 624vs. MS (ESI, Calc. m/z + Na* = 815.76): 815
(M + Na, 45%), 733 (M - acetate, 100%), 659 (M —
bpy, 25%), 578 (ligand 2 + Co3", 20%). Anal. calc. for
C36H30CON604SZ -2H202 C, 55.07; H, 4.50; N, 10.14; S,
7.74%. Found: C, 54.99; H, 4.37; N, 10.11; S, 7.74%.

Co2-dmap-w: Ligand 2 (53 mg, 0.10 mmol), 4-
dimethylaminopyridine (dmap) (12 mg, 0.10 mmol)



172 Hammed Olawale Oloyede er al.

and cobalt(Il)acetate tetrahydrate (26 mg,
0.10 mmol) reacted in ethanol (3 mL). The solu-
tion was slowly evaporated. After a week, yellowish
crystals of Co2-dmap-w suitable for X-ray mea-
surement were filtered, washed with ethanol and
air-dried. Yield (51 mg, 71%). M.p = 291 °C. Selected
IR data (ATR, cm™!): 3166w (OH, water), 2918w
(methyl), 1612vs (C=C, C=N), 1589vs (C=C, C=N),
1533s, 1465s, 1381s, 1280s, 1228vs, 1045s, 1016vs,
942vs, 834m, 781vs, 707s, 661vs, 633s. MS (EI, Calc.
m/z = 716.72): 606 (M - tolyl - H,O, 100%), 577 (lig-
and 2 + Co, 20%), 547 (M - 2Me — dmap — H» 0, 80%),
121 (dmap, 20%). Anal. calc. for C33H33CoNgO04Sz: C,
55.30; H, 4.64; N, 11.73; S, 8.95%. Found: C, 55.48; H,
4.70; N, 11.47; S, 8.68%.

2.3. Catalytic oxidation of o-aminophenol to 2-
aminophenoxazin-3-one

Phenoxazinone-synthase-like activity was studied by
deploying 100 equivalents of 0-aminophenol (OAPH)
relative to concentration of the individual complexes
maintained at 5.0 x 10~> M in acetonitrile and under
aerobic conditions at a thermostat temperature of
25°C. The reaction was followed spectrophotometri-
cally by monitoring the increase in the absorbance of
phenoxazinone chromophore as a function of time
at 426 nm (¢ = 17,278 M~! cm™!), which is char-
acteristic of 2-aminophenoxazin-3-one in acetoni-
trile. The 2-aminophenoxazin-3-one molecule was
isolated, fully characterized and used for the genera-
tion of a calibration curve on the UV-Vis spectropho-
tometer.

For the catalytic oxidation of 2-amino-4-
chlorophenol (Cl-OAPH) to 2-amino-8,10a-dichloro-
10,10a-dihydro-3H-phenoxazin-3-one (CI-APX,
Scheme 2), 2.5 x 107> M of the complexes was uti-
lized in the presence of 100 equivalents of Cl-OAPH
while the increase in absorbance of the phenoxazi-
none chromophore was monitored at 433 nm. Ab-
sorbance spectra of the solutions were measured at
time intervals of 30 minutes for all the complexes.
The initial rate method was applied to determine the
rate of reaction by linear regression from the slope of
absorbance values against time.

2.4. Crystal structure determinations

Single crystals of the complexes were obtained by
slow evaporation of the solution of the complexes
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in ethanol or methanol. The intensity data for the
compounds were collected on a Nonius KappaCCD
diffractometer using graphite-monochromated Mo-
K radiation. Data were corrected for Lorentz and
polarization effects; absorption was taken into ac-
count on a semi-empirical basis using multiple
scans [35-38]. The structures were solved by di-
rect methods (SHELXS) and refined by full-matrix
least squares techniques against Fo, (SHELXL-97
and SHELXL-2014) [38,39]. The hydrogen atoms
bonded to the water molecule O5 of Co2-dmap-w
were located by difference Fourier synthesis and
refined isotropically. All other hydrogen atoms were
included at calculated positions with fixed thermal
parameters. All non-hydrogen and non-disordered
atoms were refined anisotropically [38]. The crys-
tal of Co2-OAc-bpy contains large voids, filled with
disordered solvent molecules. The size of the voids
is 281 A3/unit cell. Their contribution to the struc-
ture factors was secured by back-Fourier transfor-
mation using the SQUEEZE routine of the program
PLATON [40]. The program XP (SIEMENS Analytical
X-ray Instruments, Inc. 1994) was used for struc-
ture representations [41]. Crystallographic data as
well as structure solution and refinement details are
summarized in Table 1.

3. Results and discussion

3.1. Syntheses and characterization of
cobalt(I1l) complexes

The octahedral cobalt(III) complexes were generally
obtained in good yields by allowing Co(OAc), and
any of ligands 1 or 2 to interact at room temperature
in a given solvent and in the presence of a selected
co-ligand additive or base. Analytical characteriza-
tion data of the complexes agree with the expected
values and are further confirmed by X-ray crystal
structures.

Although  the complexes  Col-OAc-bpy,
Co2-0OAc-bpy and Co2-dmap-w possess mixed-
ligand coordination environments, our deploy-
ment of triethylamine as a potential co-ligand
preferentially yielded only the bis-ligand complex
[Col;][EtsNH], where the triethylamine only func-
tions as a base and acts as a counter cation after
becoming protonated (Scheme 3(a)). Furthermore,
the tendency of these dianionic ligands to oxidize the
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Scheme 2. Aerobic catalytic oxidation of (a) o-aminophenol to 2-aminophenoxazin-3-one and (b)
2-amino-4-chlorophenol (CI-OAPH) to 2-amino-8,10a-dichloro-10,10a-dihydro-3H-phenoxazin-3-one
(CI-APX).
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Scheme 3. (a) Synthetic route and compositions of the obtained cobalt(III) complexes. (b) C-H activation
of tolyl arm of ligand 2 leading to Co—C cyclometallation.

cobalt(Il) starting material into cobalt(II]) productsis ~ 3.2. X-ray structural analyses

also worthy of note. The very rare organometallic cy-

clocobaltated bond in Co2-dmap-w (shaded regions Complexes Col-OAc-bpy, [Colz][EtsNH] and
in Scheme 3(a)), which results from the C-H bond  Co2-0Ac-bpy crystallized in the monoclinic P2;/n,
activation of a tolyl ring of ligand 2 (Scheme 3(b)), is C2/c and P2;/c space groups, respectively, while
also remarkable. complex Co2-dmap-w crystallized in the triclinic

C. R. Chimie, 2020, 23, n° 2, 169-183
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Table 1. Crystal data and refinement details for the X-ray structure determinations

Compound Col-OAc-bpy [Col,][Et3NH] Co2-OAc-bpy Co2-dmap-w
Formula Co6H2o5Co0NgOgS2  C36Hs50CoNgO19Ss  CyqoH3z9CoNgO7S2[*]  C33.5H35CoNgOs55S)
fw (g-mol_l) 640.57 958.04 838.82[%] 732.73

°C —-140(2) -140(2) —-140(2) —-140(2)
Crystal system monoclinic monoclinic monoclinic triclinic
Space group P2y/n C2/c P2,/c P1

al A 8.2777(2) 12.7142(2) 10.2788(2) 10.7826(5)
b/ A 18.0371(5) 20.2034(4) 16.6381(4) 12.1672(6)
c/ A 18.4623(3) 17.5336(4) 24.9023(5) 14.1688(7)
al® 90 90 90 74.698(2)
BI° 94.003(1) 107.981(1) 98.559(1) 78.483(2)
y/° 90 90 90 65.782(3)
VIA3 2749.80(11) 4283.88(15) 4211.35(16) 1626.32(14)
Z 4 4 4 2

p (g-cm™3) 1.547 1.485 1.323[%] 1.496

u (cm™h) 8.29 6.62 5.61[%] 7.1
Measured data 27341 24426 42423 21261
Data with I >20(I) 5610 4493 8547 6554
Unique data (Rint) 6256/0.0349 4912/0.0313 9615/0.0448 7379/0.0458
WR; (all data, on F?)? 0.0767 0.0952 0.2033 0.1112

Ry (I>20(D)? 0.0363 0.0376 0.0912 0.0427

sb 1.046 1.025 1.235 1.062
Res. dens./e-A3 0.676/—-0.445 0.500/-0.422 0.921/-0.573 0.673/-0.595
Absorpt method multi-scan multi-scan multi-scan multi-scan
Absorpt cortr Trin/max 0.6845/0.7456 0.7001/0.7456 0.6742/0.7456 0.5665/0.7456
CCDC No. 1903078 1903080 1903079 1903081

[*] Derived parameters do not contain the contribution of the disordered solvent.

4 Definition of the Rindices: Ry = (X||Fy| — |Fel)/ Z|F,l;

WRy = {Z[w(FZ - F2)!/ L[w(FH?1}Y? with w™! = 0?(F2) + (aP)* + bP; P = [2F2 + Max(F3)1/3;

b s = {Z[w(F? - F?)?1/ (N, — Np)}/2.

Pi space group (Table 1). Crystal structures re-
vealed that the synthesized ligands formed tridentate
five-six-membered N"N"N chelation for complexes
Col-OAc-bpy, [Colz][EtsNH] and Co2-OAc-bpy
while tetradentate N"N"N"C chelation is obtained for
Co2-dmap-w due to cyclocobaltation (Figures 1-4).
Such chelations suggest higher coordination stability
from ligands 1 and 2 relative to the other coordi-
nated co-ligands. Bond lengths and angles around
the coordination centre of the complexes are within
the expected values (see Table S1 of the Supplemen-
tary information) [42]. The diversity of coordinative
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saturation observed among the obtained complexes
fulfils our deliberate aim of studying the influence
of diverse coordination environments on catalyst
efficiencies.

The interesting C-H activation of an ortho-proton
on one of the tolyl rings of ligand 2, which leads to
cyclometallation in complex Co2-dmap-w, can be
attributed to the strong electron-withdrawing influ-
ence of the bonded sulfonamide function (Figure 3).
A further factor that possibly supports the cyclomet-
allation is the absence of sufficient anionic donors
or insufficient pyridyl co-ligands to satisfy the co-
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Figure 1. Structure of Col-OAc-bpy with ellipsoids drawn at the 50% probability level. Protons have been

omitted for clarity.

Figure 2. Structure of [Col2][Et3NH] with ellipsoids drawn at the 50% probability level. Protons have

been omitted for clarity.

ordinative saturation required by the Co(III) centre.
Even a water molecule had to be taken up as the
co-ligand to achieve an octahedral geometry. The
only few reports of cyclometallated cobalt complexes
have been obtained under classical organometallic

C. R. Chimie, 2020, 23, n° 2, 169-183

inert conditions [43-46]. To the best of our knowl-
edge, the formation of a cyclocobaltated complex in
the presence of moisture and air as in the prepara-
tion of Co2-dmap-w is rare. It is therefore plausi-
ble to conclude that incorporation of a sulfonamide
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Figure 3. Structure of Co2-dmap-w with ellipsoids drawn at the 50% probability level. Protons have been

omitted for clarity.

Figure 4. Structure of Co2-OAc-bpy with ellipsoids drawn at the 50% probability level. Protons have been

omitted for clarity.

substituent could be important for the purpose of
facilitating C-H bond activations for organometallic
syntheses [47].

In order to properly describe the coordination
polyhedra around each cobalt(III) for Col-OAc-bpy,
[Col2][EtsNH], Co2-OAc-bpy and Co2-dmap-w,
Continuous Shape Measurement (CShM) calcula-
tions were carried out by using the experimentally
obtained X-ray structural coordinates of the central
cobalt atoms and their directly coordinated donor
atoms. The results, which are summarized in Table 2,
revealed that the coordination polyhedron around
each cobalt(IIl) centre can best be described as oc-
tahedral (Oy) [48-50]. The distortion path analysis,
which provides the percentage deviation from an
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ideal polyhedron on a scale of 0%-100%, revealed
the lowest distortions from an ideal octahedron
(i.e. 0.348-0.748%) relative to hexagonal pyramid
(30.155-32.295%), pentagonal pyramid (25.530-
27.265%), trigonal prism (11.964-19.84%) and John-
son pentagonal pyramid (29.178-30.560%) [51]. The
complex Co2-dmap-w possesses the closest geom-
etry to an octahedron arguably because of the water
donor, which allows for the lowest distortive ligand—
ligand repulsion and may imply some sort of coordi-
native stability in Co2-damp-w. However, the chelate
effect in the bis-ligand complex [Col.][EtsNH]
would represent a much stronger coordinative
stability.
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Table 2. Calculated CShM parameters for Col-OAc-bpy, [Col2][EtsNH], Co2-OAc-bpy and Co2-dmap-w

Polyhedron? Col-OAc-bpy [Colz][EtsNH] Co2-OAc-bpy Co2-dmap-w
HP-6 (Dgp) 32.295 30.155 31.750 31.862
PPY-6 (Csy) 25.530 26.011 26.823 27.265
0C-6 (Op) 0.748P 0.673P 0.598P 0.348P
TPR-6 (D3p) 11.964 13.963 13.305 14.845
JPPY-6 (Csy) 29.178 29.644 30.185 30.560

4HP-6 (Dgp) = hexagon; PPY-6 (Csy) = pentagonal pyramid; OC-6 (Oh) = octahedron; TPR-6 (D3}) = trigonal

prism; JPPY-6 (Csy) = Johnson pentagonal pyramid J2.

b Oh has the closest agreement.

Table 3. Catalytic performance of the four complexes in oxidative coupling of OAPH

©:OH Co(III) complex
NH, Air / l\/f)eCN
OAPH 25°C Phenoxazinone

CLx
N NH,

Complex

103 x V(h™}

No complex
Col-OAc-bpy
[Colz][Et3NH]
Co2-OAc-bpy
Co2-dmap-w

0.46
23.30
1.15
15.48
13.30

Reaction conditions: acetonitrile, 1:100 catalyst to OAPH, 25 °C.

3.3. Phenoxazinone synthase mimicking activity
by cobalt complexes

The phenoxazinone synthase mimicking activity of
the complexes was tested via oxidative coupling of
OAPH or its derivative 2-amino-4-chlorophenol (Cl-
OAPH) in the presence of 1 mol% of cobalt(IIl) and
at 25°C (Scheme 2). The relative catalytic efficien-
cies for the various complexes were evaluated via ab-
sorbance changes (Figure 5(a and b)) as a function of
time. Estimates of the initial rate values (V) were de-
termined by linear regression from the slopes of ab-
sorbance versus time plots (Figures 6 and 7). These
estimates were used for quantitative comparison of
catalytic efficiencies among the prepared complexes
(Tables 3 and 4).

Insignificant absorbance changes were observed
in the absence of the complexes, which proves the
importance of the metal ions (Figure 6(a and b) and
Table 3). Correlation could be observed between the
coordination features and the catalytic outcomes.

C. R. Chimie, 2020, 23, n° 2, 169-183

The bis-ligand complex [Col2][EtsNH], which is the
most strongly chelated analogue, has remarkably the
least catalytic productivity among the complexes,
which could be attributed to the difficulty in releas-
ing the metal centre from the hold of two tridentate
chelators. This emphasizes the importance of free co-
ordination sites for the catalysis and that a ligand
with strong chelation characteristics as obtainable
with porphyrin ligands should be avoided when de-
signing metalloenzyme models.

On the other hand, from a comparison
among complexes assembled along with co-
ligands [i.e. Col-OAc-bpy (23.30 x 1073 hr™!) >
Co2-OAc-bpy (15.48 x 1073 hr™!) > Col-dmap-w
(13.30 x 1073 hr™1)], the catalyst efficiencies appear
to correlate with the percentage extent of devia-
tion from the regular octahedron according to the
CShM calculations (i.e. Col-OAc-bpy = 0.748% >
Co2-OAc-bpy = 0.598% > Col-dmap-w = 0.348%;
Table 2). It is therefore plausible to conclude that the
general state of steric hindrance in the various coor-
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Figure 5. Stack of UV-Vis spectral scans at regular time intervals showing the increasing phenoxazinone
chromophore band for substrates in the presence of 1 mol% of cobalt(IIl) complexes in acetonitrile
solution. (a) Col-OAc-bpy + OAPH, 48 hours; (b) Co2-OAc-bpy + CI-OAPH, 12 hours.

dination polyhedra, which is associated with ligand
and co-ligand sizes and the corresponding ligand-
ligand steric repulsions, may be accountable for the
observed differences in catalytic productivities of the
different metal centres. A strained coordination poly-
hedron hints at the readiness for dissociative events,
which is required for creating free substrate-binding
sites around the metal ion. Additionally, of the three
mixed-ligand complexes, the cyclocobaltated com-
plex Co2-dmap-w has the tetradentate trianionic
complexation feature of ligand 2 as further reason
for its poorer catalyst performance.

Complexes Col-OAc-bpy and Co2-0OAc-bpy,
which possess higher catalytic yields for the coupling
of OAPH, are further deployed for the coupling of
Cl-OAPH at 25°C. Their resulting initial rates are
32.06 x 1073 hr~! and 26.06 x 1073 hr~!, respectively,
which reveal higher initial rate values relative to
the experiments without cobalt(Ill) complex (Fig-
ure 6(b)). A similar coupling reaction for Cl-OAPH
in the absence of cobalt(IIl) also yielded negligible
products (see Supplementary information Table S2).
Yet itis noteworthy that Col - OAc-bpy shows a higher
catalytic efficiency than Co2-OAc-bpy towards the
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oxidative coupling of CI-OAPH. It is also worthy of
mention that coupling of the chloro-substituted
substrate CI-OAPH is less favoured compared to
the non-substituted OAPH, which can be expected
on the grounds of steric influence of the chloro-
substituent (Figure 6(b) vs. (a)). A proposed scheme
of catalytic coupling by complex Co2-OAc-bpy has
been summarized in Scheme 4.

3.4. Temperature variation and phenoxazinone
mimicking activities

The effect of temperature variation from 25°C to
65 °C on the phenoxazinone activity was examined
using complexes Col-OAc-bpy, Co2-OAc-bpy and
Co2-dmap-w as catalytic models. The results show
aremarkable increase in catalytic activity as the tem-
perature increases (Table 4 and Figure 7). This agrees
with the increasing tendency to dissociate co-ligand
donors, which then creates vacant coordination sites
for substrate binding. Thus, the tendency of the com-
plexes to generate free coordination sites could on
one hand depend on the coordinative strain as well
as on thermal dissociations on the other hand.
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Figure 6. Plot of absorbance vs time for the phenoxazinone synthase mimicking activity of complexes at
25°C. (a) 1 mol% of complex in oxidative coupling of OAPH (5 x 1073 M). (b) 1 mol% Col -OAc-bpy or
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Table 4. Varying temperatures and corresponding 103 x V values for complexes Col-OAc-bpy,

Co2-OAc-bpy and Co2-damp-w

Temp. (°C) Col-OAc-bpy Co2-OAc-bpy Co2-dmap-w
25 23.30 15.48 13.30
35 27.67 36.91 18.41
45 41.18 63.20 27.14
55 65.89 117.61 37.50
65 99.76 157.87 50.76

Reaction conditions: coupling of OAPH (5 x 10~3 M), 1:100 complex to OAPH, 25-65 °C.

A very important observation during the increase
in catalysis temperature from 25°C (Figure 6(a))
through 35°C, 45°C (Figure 7(a)) and 55°C to 65°C
(Figure 7(b)) is the steady improvement in perfor-
mance for complex Co2-OAc-bpy. This complex dis-
played the second best efficiency at 25 °C and there-
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after overtakes the originally most active complex
Col-OAc-bpy from 35°C (Table 4). The superior ac-
tivity for Co2-OAc-bpy at higher temperatures rela-
tive to Col-OAc-bpy might be attributed to a higher
susceptibility to the thermal dissociation of acetate
or bipyridine co-ligands in Co2-OAc-bpy. The bulk-
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iness of the tolyl substituents in Co2-OAc-bpy ap-
pears to be a contributory factor to its thermal sus-
ceptibility [52]. In general, the catalysis outcomes
suggest that the availability of a vacant binding site
during the catalytic process is important.

4. Conclusion

Two well-characterized tridentate N"N"N ligands 1
and 2 designed as dianionic disulfonamide-diazo
chelators were deployed along with co-ligands
such as acetate (OAc), 2,2’-bipyridine (bpy), 4-
dimethylaminopyridine (dmap) and/or water (w)
to form octahedral cobalt(IIl) self-assembled com-
plexes from cobalt(ll) acetate. These complexes,
which were characterized by elemental, spec-
troscopic and single-crystal structural analyses,
were obtained in varying coordination compo-
sitions. While Col-OAc-bpy, Co2-OAc-bpy and
Co2-dmap-w were obtained as mixed-ligand com-
plexes, the complex [Col2][EtsNH] assembled as a
highly chelated bis-ligand cobaltate(III) anion with
a triethylammonium counter cation due to the ab-
sence of co-ligands. The sulfonamide group also
proved to be useful for enabling C-H bond activa-
tion of its substituent aryl rings, which led to cy-
clocobaltation for the complex Co2-dmap-w in the
presence of insufficient co-ligands. The tendency of
the dianionic ligands 1 and 2 to oxidize cobalt(Il)
during complexation into cobalt(Ill) is noteworthy.
Continuous Shape Measurement calculations based
on the single-crystal geometries of atoms within the
coordination spheres of these complexes revealed
varying degrees of small deviations from a regular
octahedral polyhedron (0.348-0.748%).

Trends of the phenoxazinone synthase mimick-
ing activities by these complexes correlated with
their relative tendency to dissociatively create a va-
cant coordination space for substrate-metal site in-
teractions. While the control catalysis experiment
in the absence of the complexes and catalysis in
the presence of the highly chelated bis-ligand com-
plex [Colz][EtsNH], respectively, produced negligi-
ble and very low coupling efficiencies, the mixed-
ligand complexes actively acted as coupling catalysts
for the substrates. Furthermore, among the mixed-
ligand complexes, correlation is also observed be-
tween the extent of octahedron distortion as well as
the thermal dissociation potentials and the coupling
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activities, which emphasized the importance of gen-
erating vacant binding sites for the substrates on oc-
tahedral cobalt(III) centres.

A key result drawn from catalytic trends observed
among the complexes in this study is that while co-
ordinative steric strain attributable to ligand sizes
and their corresponding ligand-ligand repulsions is
the determinant at low temperatures, susceptibility
to thermal dissociation of co-ligands is the predomi-
nant reason for the catalytic behaviour at higher tem-
peratures and is found capable of reversing the low
temperature trends.
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