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Abstract

Molecular design features which determine the ¢nantio- and stercoselective behaviour of
metal complexes derived from chiral linear Ny-tetradentate ligands with terminal o-pyridyl
groups arc described, Examples are provided of the ability of these complexes to recognise
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the molecular structures of biologically interesting molecules (2-aminoacids and nucleic acids).
Nancovalent binding and steric factors which mifluence these molecular recognition processes
are analysed and assessed. These include discriminatory interactions which oceur at the
iraligand, imerligand Gutramolecular) and intermolecular levels, < 1997 Elsevier Science S.A.

Keywords: Molecular recognition: Chiral discrimination: Noncovilent binding: Molecutar
design: N -tetradentates: v-aminoacidates: Asymmetric synthesis: DNA metallointercalitors

Abbreviations

R*-aa
R*-ala
ABMAH,

ABuTMAH,
AMMAH,
APMAH,

ARMAH,

bipy

R* R*-chxn
dmso

dppz

dppzMe,

dpq

dpgMe,

gly

hpm

S-3-Me-trp

phdi

R*-phe

phen
R*R*-picbn

R* R*-picchxn
R* R*-picchxnmi
R*R*-picchxnMc,

picen

picen*
picenBz,
picenMe,
R*-picpn
R*-picpnMe,

generic representation of a chiral -aminoacidate bidentate
R*-alaninate

2-amino-2-benzylpropandioic acid (x-amino-2-benzylmalonic
acid)

2-amino-2-butylpropandioie acid (x-amino-o-(n-butyl ymalonic
acid)

2-amino-2-methylpropandioic acid (2-amino-v-methylmalonic
acid)

2-amino-2-propylpropandioic acid (a-amino-a-propylmalonic
acid)

generic representation of an x-substituted-x-aminomalonic acid
2.2%bipyridine

I R*.2 R*-diaminocyclohexanc

dimethylsulphoxide

dipyrido[3.2-«:2".3"-¢]phenazine
dipyrido]3,2-¢:2",3"-¢]-7.8-dimethylphenazine
dipyrido[3,2-:2'.3'-f] quinoxaline
dipyrido[3,2-¢:2",3"-f]-2.3-dimethylquinoxaline

glycinate

hydroxy(2-pyridyl ymethanol

a-methyl-S-tryptophanate

9.10-phenanthrencguinoneciimine

R*-phenylalaninate

1.10-phenanthroline

IR* 4 R*-dimethyl-1,0-bis(2-pyridyl )-2,5-diazahexane

N, N'-bis( 2-picolyl }-1 R* 2 R*-diaminocyclohexane

N, N'-bis(2-picolyl)-1 R*-amino-2R*-iminocyclohexanc

N, N-dimethyl-N, N'-bis( 2-picolyl )-1 R¥ 2 R*-
diaminocyclohexane

1,6-bis( 2-pyridyl )-2,5-diazahexane

generic representation of substitnter homologues of picen
2,5-dibenzyl-1,6-bis(2-pyridyl )-2.5-diazahcxanc
2,5-dimethyl-1,6-bis(2-pyridyl)-2,5-diazahcxane
3R*-mcthyl-1,6-bis( 2-pyridy! ¥-2,5-dinzahexan
2,5-dimethyl-3R*-methyl-1,0-bis( 2-pyridyl )-2,5-diazahexane
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R*-picpyrrMe N.N'-bist 2-picolyl )-N"-methyl-2 R*-aminomethylpyrrolidine
R* R*-picstien IR* 4 R*-diphenyl-1,6-bis( 2-pyridyl )-2.5-diazahexane

R* R*-picstyen 3IR*-phenyl-1.6-bis(2-pyridyl )-2.5-dinzahexane

R*-pro R*-prolinate

pro-2H [.2-dehydroprolinate

S*R*R*S*-pychxn N, N'-bis(28*-pyrrolyd-2-yl)-1 R* 2 R*-diaminocyclohexine
tap 1.2 3-triaminopropane

tmp 3.4.7.8-tetramethyl-1,10-phenanthroline

1. Introduction

Molecular recognition. defined in its broadest sense, is a discriminatory process
in which a selection is made by a host molecule, through a thermodynamically
preferred interaction, for one of a number of potential guest molecules. For this
process to be discrimmatory the different mechanisms involved in cach intermolecular
association must necessarily be reversible and noncovalent, thereby ailowing subse-
quent displacement of a poorly matched guest molecule from an unfavourable
host-guest complex. If the energetic preference for one guest molecule is sufliciently
large then this discrimination process becomes specific and the ensuing recognition
ol one molecule by the other becomes unambiguos.

There are many examples of such discriminatory processcs in the ficlds of chemistry
and biology, determined by noncovalent intermolecular bonding and shape comple-
mentarity. An elegant molecular recognition process ensues when both the host and
quest mole-uivy arc chiral, with the one hand of the host being able to discriminate
between the crantiomeric forms of the guest. These fundamental concepts are
employed by all living systems at the molecular level and arc the basis for the
inherent chirality of biological matter, An excellent example is the pivotal role played
by DNA in orchestrating transcription and replication processes through its various
molccular recogaition functions.

The field of coordination chemistry provides ready application to this highly active
and rapidly expanding arca of scientific research. As a result, chiral metal complexes
arc finding potential uses ranging from that of auxiliaries in asymmetric synthesis
reactions ! their functioning as agents for molecular biology and pharmacology
through -~ - - -0 selectively recognise, or be recognised by, naturally occurring
molecu! -~ so the initial reversible molecular recognition process often may
lead to . wge et irreversible covalent binding reactions involving the metal ion.

In this paper attention is paid to work undertaken in our laboratories on the
abilities oi chiral metal complexes containing ligands with terminal a-pyridyl groups
to discriminate a-aminoacids and nucleic acids. Lead experiments involving com-
plexes based on the common oligopyridy! bidentate ligands bipy and phen have
resulted in our use of C- and/or N-substituted forms of the linear N -tetradentate
1,6-bis( 2-pyridyl )-2,5-diazahexane. picen (1 with R', R% R¥und R*=H), a ligand
which has been a subject for general study by coordination chemists for almost forty
years. An assessment is made of design factors which influence the stereochemistries
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adopted by these ligands upon coordination and the use of such species for the
asymmetric synthesis or optical enrichment #nd resolution of «-uninoacids, and of
thetr use as comy nents of metalloprobes of DNA conformational and base-sequence
structures.,

2. Intramolecular discrimination involving ligands with a-pyridyl groups

Examples of contributions made by noncovalent interligand interactions to the
chiroptical properties, stercosclectivities and thermodynamic stabilities of metal com-
plexes have been reviewed by Okawa [1]. Althoush cooidination chemists commonly
pay attention to the cflects of unfavourable intorligiond steric interactions on the
stercochemistrics adopted by metal complexces, the significant favourable contribu-
tions made by clectrostatics or hydrogen bonding or by interactions between hydro-
phobic groups on different ligands often receive less consideration. As a particular
example, the influence of n-stacking interactions between aromatic rings on the
“ercochemistries adopted by metal complexes is often overlooked or not recognised.
An cvaluation of all of these possible contributions is important when considering
the design features required for the molesular recognition capabilities of metal
complexes or wiien attempting to iaterpret their observed discriminatory behaviour,

The thermodynamic stabilities of ternary complexes often are considerably
cnhanced by the occurrence of interligand n-stacking between molecular components
of different ligands. Examples particularly relevant to this review are those between
the purine moicties of simple nucleotide ligands and coordinated aromatic ligands
[2-5]. between a-aminoacidate aromatic substituents and nucleotide bases [6,7],
between the aromatic substituents of two diflerent a-aminoacidate ligands on a
metal ion [6], and between aromatic a-aminoacidate substituents and aromatic
components of other ligands [8-13]. Further, the propensity for such interactions
Lo occur between pairs of complex ions containing coordinated phen ligands alone
also has been demonstrated. The self-association of [M(phen);)** cations (M=
divalent Ru or Zn) has been identified from 'H NMR studies [14,15]. In aqueous
media these species give rise to NMR spectra which are significantly concentration
dependent and display features consistent with n-stacking interactions between the
cations to form dimers. In the case of the Eu(Il) complexes an intermolecular chiral
recognition pracess is apparent in which the associative mechanism is enantioselec-
tive, with shape complementarity occurring only between racemic pairs [15]).
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2.1 Chiral discrimination in [ Ru(diing. - (R La) ] complexes

Our foundation work on & set of bivalent ruthenium complex cations of general
form A.A-[Ru{diimine),(R*-aa)]” (where diimine represents the oligopyridyl biden-
tates bipy or phen or their substituted homologues) provided cevidence for the usc
of a-pyridyl groups as ligand components for intramolecular chiral discrimination
purposcs. These diastercoisomeric cations may be resolved using chromatographic
methods. However, their photolability at the metal ion centres results in isomeric
cquilibrations which reflect the chiral discriminatory encrgy difference within cach
diastercoisomeric pair [16-22]. The steric bulk of the a-carbon aminoacid substitu-
ents wis observed to play a significant role in determining the position of each
equilibrium upon visible hght irradiation. In gencral, a significant A preference is
observed in equilibrated solutions of bulky S-aminoacidate complexes, ascribed to
the existence of a primary repulsive interligand steric interaction involving an
d-pyridyl proton of one diimine ligand (represented as H1 in 1) and the aminoacidate
a-substituent (R in 1) in the less-favoured A propeller [16, 19,20,23]. The consequent
higher steric strain in this diastercoisomer therefore is able to be relieved by inversion
of absolute configuration at the metal centre upon irradiation to give predominantly
the A complex at equilibrium,

7
= — hv
LTS D ==
p—
\ 4 " T\O ) h
Hh HN A
A-(5-na)

an

The steric nature of this discrimination process was exploited to provide a means
for the kinetically controlled stercospecific synthesis of some Co(1Il) analogues
[24,25]. Additional alkyl or aryl substitution on the a-carbon atom [23] or on the
a-aminoacidate N atom [22,26] was shown to enhance the overall steric contribution
to the determination of the position of these intramolecular equilibrations. However,
changes in the nature of the S-aminoacidate ligands demonstrate that unfavourable
steric interactions are only one form of determinant of the diatereoisomeric balance
existing after photoequilibration is achieved. Diastereoisomers with S-aminoacidates
containing a-substituent groups capable of intramolecular hydrogen bonding com-
monly show a thermodynamic preference for the A complex cation [17,18,20,21],
and the relative thermodynamic stabilities of such pairs also may be affected by
changes in pH and the nature of the solvent [18,20,21]. It is clear that the simple
achievement of a better steric fit is basic to each of the diastereoisomeric systems
that these complexes represent, but intramolecular hydrogen bonding and hydro-
phobic interactions nonetheless may be predominant factors,
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These diastercoisomeric equilibration processes repiesent an example of intramo-
Jecular recognition, veeurring because of interligand discriminatory interactions,
with the metal -bisdiir-ine and s-aminoacidate moictics playing host guest roles.
The photolability of thes. giasiereeisomeric systems has allowed a unique opportu-
nity to quantify and compzire the therme:lynamic contributions made by the difterent
determinants of this type of discriminatory recognition process [16,17.19,22].
Moreover, the identification of the nature of these individual discriminatory factors
allows them to be incorporated into other complex cations with similar structural
features which may be designed for molecular recognition purposes. For example.
the sterically-based discriminatory effect resulting from the disposition of the two
pyridyl groups in these [M{diimine),(R*-aa))"" species could similarly be achieved
i their two dumine bidentate ligands wore to be replaced by a single tetradentate
ligand containing equivalent a-pyridyl groups. For this reason tetradentates based
on substituted forms of picen have been selected for study and ternary complexes
of gencral form [M(picen*)(R*-aa)]"* have been synthesised. Our investigations on
these compounds are described in more detail in Scction 3 below. Similar discrimina-
tory principles allow complexes of this type to be designed as metailoprobes of
nucleic acid structures. This aspect of our investigations is claborated upon in
Section 4.

2.2. Stercochemical aspects of nicen-based tetradentates

Complexes derived from picen* tetradentates have a number of potential advan-
tages over bisdiimine-based compounds when used for discriminatory purposes, One
important advantage is that an appropriate choice of optically active precursor
allows such a tetradentate ligand to be readily constructed in a chiral form, thereby
facilitating the study of enantioselectivity in its coordination behaviour. Through
synthetic design, steric bulk and rigidity also may be incorporated intentionally into
such a tetradentate so as to enhance its selectivity functions. Complexes of thesc
hgands also would not allow the relief of steric strain achieved through optical
inversion which is available to the photolabile bisdiimine compounds, thereby
enhancing their enantiodiscriminatory abilitins.

Additional advantages derive from the increased geometric selection allowed for
study by thie different stereoisomeric products which arc possible when a lincar
tetradentate binds (o an octahedral metal ion. These are the rrans (planar), the
dissymmetric (C,) cis-o. and the asymmetric (C,) cis-f isomeric forms [27]. Morcover,
if’ the remaining two coordination sites on the mete! ion in a cis-f complex are
occupied by two different monodensates, or by an unsymmetrical bidentate, then
those sites are diasterentopic and it becomes necessary to distinguish further between
the possible cis-f, or cis-B, forms [1,27]. If the tetradentate is unsymmetrical then
cis-oy or ¢is-o, forms also are possible [28,29]. Further, the asymmetry of cach of
the individual c¢is forms of these complexes provides a foundation for control of
metal ion absolute configuration ind consequent enantioselective recognition abilities

of complexes derived from these ligands.
The intramolecular paramcters which determine the choice between these geome-
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tries have been comprehensively studied. Asperger and Liu [30-32], Bosnich er «/.
[33-35] and Brubaker ¢r al. [360-38] have investigated :nd reported on the effects
of C-substitution on the basic framework of picen. In particular, various defined
forms of inherent intramolecular steric and torsional strain were identified and
analysed in an extensive experimental study [39]. The existence of an important
unfavourable intramolecular steric interaction between the a-protons of the terminal
pyridyl groups (H1 and H2 in 1) in frans complexes, defined as B-strain {39], was
identified as the reason for the dominant preference for ¢is geometries observed with
these ligands on octahedral metal ions, These same protons remain important when
considering likely interligand and intermoiccular steric inieractions vhich could
influcnce molecular recognition functions (vide infiu).

2.3, Svathetic aspects of picen-hased metal complex precursors

The synthesis of the archetypal ligand picen (I with BT R2, R3, R¥=H) was first
described by Goodwin and Lions {40], followirg reduction of the Honitt”s base
diimine  formed Dbetween 1, 2-diaminoethane  and  pyridine-2-carboxaldehydc
Modificd forms of this general method have been utilised successfully wit. a selection
of diamines to produce a broad set of substituted homologues, as summarisea
in Table 1.

The simplest C-substituted derivative is the chiral ligand R*-picpn (I with
R?2=CH,), which may be obtained in cither enantiomeric form depending upon the
choice of optically resolved 1,2-diaminopropane precursor [41-43]. A phenyl-substi-
tuted analogue, R*-picstyen (I with R%=C H;), ulso has been synthesised [44].
Selection of various 1.2-disubstituted diamines as precursors has provided for a set
of tetradentates which may be obtained in enantiomeric or meso forms, depending
on the nature and chosen configurations of the central vicincl substituent gro aps

Table 1
Picen-type Ng-tetradentate ligands synthesised
Ligand Substituent group R" of (). n= Ref.
I 2 3 4
Picen H i I H [62]
PicenMe, CH; H H CH, [44]
PicenBz, CH,C H, H H CH,CH, [63]
R*-picpn H CH, H H [41-43]
R*-picpnMe, CH, CH, H CH, [28)
R* R*-picbn H CcH, CH, H [55]
R*S*-picbn H CH, CH, H [50]
R* R*-picsticn H CHs C.Hs H |51]
R*S*-picstien H CHq C.H« H [50]
R*-picstyen H CyH; H H |44]
R* R*-picchxn H ~CH,CH.CH,CH,- H [46]
R*R*-picchxnMe, CH, ~CH,CH,CHCH,- CH, [47]

R*-picpyrrtMe ~CH,CH,CH,- H CH, [29]
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(1. R? and R3), The facile opticai resolution of the enantiomers of R*R*-chxn {45]
allows ready access to synthetic precursors for thie RR or SS forms of picchxn
(11k(a)) [46]. The inherent inflexibility and chirality of this tetradentate, and N-
substituted derivitives [47], have proven to be important determinants of its sterev-
and enantioselective coordination behaviour and much of our work has concentrated
on the use of this lgand.

o) 8
Nf? KN Né_\N';\
g o & ©
) RR-picchxn {b) RR-picchxnmi
(111}

A series of PAd(H) complexes of these various tetradentates has been synthesised
and the products structurally characterised by NMR, X-ray diffraction and circular
dichroism mcthods [44.48]. Factors which determine the varying degrees of sterco-
selectivity which these ligands exhibit in an enforced square-planar geometry were
assessed.

In the maiu, trivalent cobalt and bivalent ruthenium have been chosen for our
study of the coordination bchaviour of these ligands with octahedral metal ions.
Noimally, mc.al complex precursors of general form [Co"!(picen*)Cl;]* have been
readily obtained either by aerial or peroxide oxidation of a Co''(picen*) specics in
situ [28,29,41,46,47,50-52] or by reaction of the chosen tetradentate with cither
trans-[Co™(py),Cl;]* [51] or Na,[Ce(CO,),]).3H,0 and hydrochloric acid [53]. The
two chloro monodentates of these precursor complexes are readily substituted by
other ligands such as nitro, oxalato or a-aminoacidates under relatively mild aqueous
conditions. Appropriatec Ru"(picen*) prec.rsor species are not so readily obtained,
although a general method employing cis-[Ru'(dmso),Cl,] as a starting material
often has provided cationic products of general form cis-[Ru"(picen*)(dmso)Cl]*
under normal reaction conditions [54,55]. The two monodentates in these cations
may be replaced by other common ligands (e.g. bipy, plien), usually with retention
of stercochemistry. However, ¢is- complexes of this general type have proven to
be photoactive, with one of the coordinated secondary picen* amine groups readily
being oxidatively dehydrogenated to produce monoirzine forms (e.g. HI(b)) [54-
571. This Ru-amine photoactivity therefore complicates the use of a-aminoacidates
as ligands in the formation of ternary complexes of these species [54).

Although c¢is geometries have been observed to result invariably with both of
these metal ions, flexible and less-substituted derivatives such as picen and picpn,
show very little stereoselectivity in their binding, and R*-picpn demonstrates little
enantiosclectivity [41,58-60]. This lack of sclectivity is also observed with related
chiral tetradentates in which the picolyl methylene hydrogen atoms arc substituted
by methyl groups [49]. Complexes of this type which have been studied most
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extensively are thoae of R*-picpn. Complicated paiter =« «i stereoselectivity are noted
for Co(lil) complexes of this ligand. For cxuwizt-. the dichloro complex
[ o (R-picpn)Cl,}* has been isolated in all four peassible cis geometries A-a, A-a,
Ay wad A-P33,36,37,41.42], and strain energy minimization calculitions have
been carried out for all of these stereochemistries. A thorough understanding of the
system and kinetic versus thermodynamic control of isomer distributions was assisted
by the realization [41,42] that the A-2-[Co(R-picpn)CL,]CIO, salt is isolated as the
least soluble diastercoisomer from & complex mixtu-e or diflerent species. Reaction
of this latter salt with oxalate in water gives four disastercoismers,
AA-2,3-[Co(R-picpn)(0x)]*, with the A-a disasterco..omer being predominant (this
represents @ new kind of octahedral inversion [41]). Reaction with NO; ion,
however, produced only two isomers, A-a- and A-B-{Co(R-picpn} (NG, ),] ", the latter
of which was siiown to be the more thermodynamically stable [58].

Because of the single methyl substituent in the central chelate ring ¢f R*-picpn a
further souwsce of isomerism exists for cis-ff complexcs. These are the exo and endo
forms, nanid according to the disposition of the methy! group relative to the fold
in the tetradentate. Remarkably, the fi-exo nitro complex forms stereospecifically,
only A-f-cxo-[Co(R-picpn)(NQ,),]* being ultimately ohtained, as confirmed by a
single-cry. tal X-ray study [61].

In coutrast to the mono-substituted ligands, the optically active forms of the
vicinal C,C-disubstituted lgands (I with both R? and R*+# H) exhibit high stereo-
and enantiostlectivity in their coordination behaviour, the latter being determined
by the choice ¢f chirality of the diamine synthetic precursor. In particular, this holds
for the N.-tetradentates hased on 2R* 3R*-diamincbutane (R* R*-picbn) ), 34, 55],
1 R*,2R*-diphenyl-1,2-diaminocthone (R*R*-picstien) [51,52] and 1 R*,2R*-diami-
nocyclohexane (R*R*-piccchxn) [46]. Each is observed to be both stereo- and
enantiospecific when bound to Co(111), the RR form of each, for example, producing
exclusively A-cis-p complexes. The common stereochemical characteristics of these
three vicing: ‘igands have been established by single-crystal X-ray studies ( Table 2),
circular dic. -oism and NMR measurements [8,34,46,51,52. 54].

The choi. between the formation of either ¢is-o or cis-f complexes is governed
by the stereochemical requirements of the inner secondary N atoms of these tetraden-
tates. The minor torsional requirements ot the H substituents of these atoms facilitate
the necessary meridional arrangement of three of the nitrogen donors in the cis-p
forms. The central of these three has the choice of adopting either an R or S absolute
configuration, whereas the N atom at the fold of the tetradentate is constrained
such that its configuration is determined by that adopted by the metal jon. It was
recognised that, simiiar to alkylpolyamine ligands [69,70], alkyl substitution at these
secondary nitrogen atoms should enforce ¢is-o geometries on the Co(111) complexes,
and experiment has shown this to be correct.

Suvbstitution by methyl or benzyl groups on the secondary amine N atoms of
several of these ligands has been achieved in high synthetic yields (>80%). The
choice of N-substituents (I, Rt and R4} provides control of coordination stereoselec-
tivity, with the N,N'dialkylated forms picenMe,, picpnMe,, picchxnMe, and
picpyrrMe, for example, yiclding solely complexes with cis-a topologies with Co(111)
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Table 2
Ternary Co(H-aminoacidate compleses of picen-type ligands which have been structurally characterized
by single-crystal X-ray methods

Complex Ref.
Aefh - O R R=picchxnR-ABMAYCIO . 1.5H,0 (8]
APyl Co[ R R-picchxn}(5-APMA ) CIO,2NaClO L 5HLO (9]
A-Bo-[ColRR-pichxny(pro- 1] CLCIOH O [01]
A-Par|ColRR-picchxn)(R-pro)(ClO), [64]
A-By-[Co[RR-picchxn) (S-pro)(C1O ). 11,0 (64
A-fy-{Col RR-picchxnp(S-2-Me-trp))(C10),), [10]
A -[Col RR-picstien) (AMMA)|CIO.2H,0 [52]
A-fy-cndo-| Co(S-picpn)(3-2ia) JICHO,), {65]"
A-[y-exo-| CotS-picpn)(S-al))(ClO,), [65]
A-=endo-[CotR-picpn) (5-aliDj(ClO,), |65]*
A-[ly-exo-{Co(R-picpn HS-alin)J(CIO,), {65)"
A-fy-exo-{Co(R-picpn HS-pro)(ClO,), [60]
A-f-[Cots, RR S-pychxn)(S-al)jCl10,).11,0 [66]
A-fy {CofSSSS-pychxn) (gly)(C1O,),.200,0 [67]
A-[-ICo(SSSS-pychxny(P-ala)(ClO), 21,0 [67]
A-7-|Co(§S-picchxnMe,) (R-ain)(ClO,), [47]
A-7-[Co(SS-picchxnMe ) (S-pro)(ClOY), 11,0 [68]
A-2-{ ColSS-picchxnMe,){(5-phe))(ClO,), (1]
A-0y,9,5-|Co(R-picpnMe, ) (S-alin))(ClQOy), {28]
A-a [ Co(S-picpyrrMe)(S-aln)](ClO,),.0.511,0 [29]
A2, [ColS-picpyrrMe) (R-ala)(ClO,), [29]

* Four diastercoisomers exist in a disordeied erystal structure,

[11.28,29.47.68]. A similar stercochemistry has been obscrved in dinuclear
Mn(11/1V) complexes of such ligands [71-73]. This stereospecificity is not retained
for Ru(1l), however, with these tertiary amine ligands. Although synthetic reactions
are enantiospecific with both Co(III) and Rof11), complex products often are
obtained as mixtures of cis-o and ¢is-f3 forms with I.:.{11), which require separation
[57,63.74,75]. The problem of the photoactivity o the secondary amine groups
obscrved with this metal 1on and the unsubstituted picen* species 1s, however,
overcome with these N-substituted ligands.

3. Recognition of a-aminoacid molccular structures
3.1, Chiral discrintinatioi in ternary [Co™ ( picen* )( R¥-aa) J** complexes

Tt stereochemistrics of ternary Co( Iy complexes formed with picen-type ligands
and a-aminoacidates have been extensively explored and these studies have revealed
the geometric preferences which are adopted. No cis-a isomers of ternary complexcs
of the type [Co(R*-picpn)}(R*-aa)]"" are known, but all eight AA-B, ;-cyo,
endo-[Co(R*-picpn)(R*-aa))* ™ diastercoisomers have been isolated for various
a-aminoactds und these Gave been studied by NMR and spectroscopic {including
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circular dichroism) methods [59.60). Five R*-picpn complexes of this type have
been characterised using single-crvstal X-ray methods (Table 2), with the simulta-
neous co-crystallization of four diastercoisomers being identified with S-alanine [05].
Possible steric ressons for the observed isomeric preferences or predominances
displayed by these R*-picpn ternary complexes are outlined in Section 3.3. However,
id is believed that at least in some of these ternary systems the isomer distributions
[ound are kinetic in origin,

Substantial crystallographic information has been accumulated on ternary com-
vlexes of this type with R*R*-picchxn. Tablc 2 lists those which have been studied
by single-crystal X-ray methods. This crystallographic work is complemented by
extensive NMR studies [8-10,46,53.76]. In all cases the a-aminoacidaie products
derived from RR-picchxn have been observed to retain the A-cis-fp gcometry of
the dichloro precursor species enantio- and stereospecifically. This overwhelming
stability of ¢iy-P diastercoisomers for Co(lll) complexes of R*R*-picchxn is not
confined to complexes comaining a-.minoacids or their dichloro synthetic pre-
cursors. Single-crystal X-rity structures have revealed the same geometry in the
specics  A-P-{Co(RR-picchxn}(NO,),]* [61]. A-B,-[Co(RR-picchxn)(tap)]** [62]
and A-B-Co(RR-picchxn)(hpm)P** [77].

Evidence s available to confirm that this is the thermodynamically favoured
geometry at room temperature [9]. When a-amino-a-(n-butyl ymalonic acid
(ABuTMAH,) is reacted with A-B-[Co(RR-picchxn)Cl,]* in aqueous media the
main product formed is A-B<[Co(RR-picchxn)(R-ABuTMAH )}(ClO,),. However,
small quantities of a A-cis-o diastercoisomer intermediate, formed under kinetic
control, were able to be isolated as a diperchlorate salt. This species appears to be
relatively stable in aqueous solutions under ambient conditions, but epimeriscs at a
rate conveniently followed by 'H NMR methods (o the A-cis-f, diastereoisomer
when dissolved in dmso [$]. When the reaction is complete, no trace of the A-cis-o
intermediate is detectable by NMR mecasurements and hence it is estimated that the
equilibrivm constant at room temperature refating the A-¢is-o and A-cis-P, isomers
is greater than 10? in favour of the latter. Thus the chiral discrimination energy
preference for the B form is greater than 12 kJ mol ™',

The saiite pattern of thermodynamic stability has been observed in asymmetric
synthesis experiments employing Co™-picen* complexes as chiral auxiliaries in the
formation of a-2minoacidates. These include experiments involving decarboxylation
of complexes containing various ARMAH, derivatives, these being precursors of
a-aminoacids. Such work was based on the pioneering study of Asperger and Liu
[31] and elaborations by other workers [78,79]. Thermodynamic rather than kinetic
control with respect to a number of a-aminoacids was established for these reactions,
which give mixes of two diastereoisomeric products containing opposite hands of
the a-aminoacidates [8,9,52,76]. In the cascs of R,S-phenylalaninate, and its coordi-
nated a-amino-a-benzymalonic acid precursor, significant n-bonding interactions are
evident between a pyridyl ring of the tetradentate and the phenyl ting of the pro-S
aminoacidate ligand [8] (Fig. 1). Similar ring stacking is obscrved in the structure
of the a-methyl-S-tryptophanate complex [10] (Fig. 2). Such interactions are impor-
tant in other related complexes (vide infra), Complenienting this asymmetric synthetic
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Fig. I. A stercoview [110] of the molecular structure of the A-f{Co[RR-picchxm(R-ABMA)]' cation
(atomic coordinates obtained from crystallographic data [81). The two favourable noncovalent inter-
actions indicated between the picchan ind ABMA ligands are (1) a hydrogen bond involving the amine
NH and unbound carboaylute group, and (2) n-sticking of the aromitic pyridyl and phenyl ring compo-
nents. A close structural relationship exists with that shown g, 2

Fig. 2. A stercoview [110] of the molecular structure of the A-B,-[Co[RR-picchan)(S-2-Me-trp)]* ' cation
(atomic coordinates obtained from crystallographic data [10]). A favourable m-stacking interaction
between one pyridy! ring of RR-picchxn and the arematic indole substituent of the S-aminoacidate ligand
is indicated. The structure may be related to diagram (1V(¢e)),

cherustry is that concerning the stercospecific hydrogenation of coordinated
1,2-dehydroproline (pro-2H) in a related complex (Table 2) to give R- and S-
prolinate products [53,64]. These observations and measurements of chiral discrimi-
nation encrgies are a result of molecular design in the various systems studicd based
gencrally upon non-bonded steric interactions in this class of complexes. Such
interactions are discussed in the structural papers (references in Table 2) and are
analysed in further depth in Section 3.3.

Finally, in this section, we note that variations in the stereoselectivities displayed
by these complexes which accompany diflerent substitution patterns on the central
chelate ring of the tetradentate are parallelled by similar effects occasioned by
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replacement of the pyridyl groups by saturated analogucs. Thus, a tetradentate
based on RR-picchxn but with the pyridyl groups replaced by 2S-pyrrolyd-2-yl
groups (SRRS-pychxn) is not at all stercospecilic in ternary complexes of Co(IH)
with s-aminoacidates [66]. The corresponding $SS8S tetradentate demonstrates a
higher degree of stercoselectivity {67], but these observitions contrast with others
reported in the literature [80.81]. Thice complexes containing these ligands also
have been characterized erystallographically (Table 2).

3.2. Stercochemical effects of ligand N-alk vlation

Alkyl substitution on the central N atoms of R*R*-picchxn is observed to have
a dramatic eflect on its coordination behaviour. With Co(ill}) its stercospecilicity
changes from cis-B to ¢is-a, and the absolute configurations at the metal ion centres
arc opposite to those obtained with the unsubstituted forms. The A-cis-% stercochem-
istry which RR-picchxnMe, enforces stercospecifically at Co(I1) has been estab-
lished by spectroscopic techniques [11,47,68] and confirmed by smgle-crystal X-riay
siudies on severil of its ternary a-aminoucidate complexes (Tuable 2). This same
stereochemistry is adopted by Ni(Il) [82]. It is worth noting also that the synthesis
of a-aminoicids via decarboxylation of coordinated a-aminomalonic acid precursors
gives rise to much lower enantiomeric excesses in the cis-o complexes than is observed
in the corresponding less symmetrical ¢is-' species [68]. The same kind of intramolec-
ular hydrophobic interaction found in the a-amino-o-benzylmalonicacidate (Fig. 1)
and o-methyl-S-tryptophanate ( Fig. 2) complexes with RR-picchxn is also observed
in the structuse of the S-phe A-complex of SS-picchxnMe, (Fig. 3). and its stability
in solution has been meusured in terms of rotamer populations by NMR mcthods

[11].

Fig. 3. A stercoview [110] of the molecular structure of the A-3-[Co{SS-picchanMe ) (S-phe)]** cation
(atomic coordinates obtained from crystallographic data [11]). A favourable n-stacking interaction
between ane pyridyl ring of $§-picchxnMe, and the phenyl substituent of the S-phe aminoacidate ligand
is indicated. The structure may be related to diagram (1V(¢)).
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Of some interest with respect to stercospecificity considerations is the fact that the
same pattern of geometric preference is found {or R-picpnMe, in that R substitution
in the picen backbone enforces exclusively & A-cis-v configuration, This was con-
firmed 1 a single-crystal Xeray study of A-7,. 1,-[Co(R-picpnMe, ) S-al) J(ClO ).
where the 2, /v, nomenclature refers to the sense of coordination positioning of the
aminoacid carboxylic oxygen atom, cither cis or (rans to the amine N atom closest
to the tetradentate methyl group [28]. The above considerations appear to be general
in the sense that other related but more exotic tetradentates (Table 1) give rise
to the same stercospecifics, For example, the rigidity of the R*-picpyrrMe lig-
and has been demonstrated by the structures of the (we  compounds
A-2,-|Co(S-picpyrrMe) (R*-ala)](C1Oy),. 1/2H,0 for both hands of the R*-ala ligand
[29]. A related PA(I1) complex also has been structurally characterised with this
ligand [44].

1.3, A structural analyvsis of s-aminoacidate diserimination

The distinction between the diflerent topological forms of a cis-M(picen*) moicty
when discriminating an a-aminoacidate bidentate is illushated in (IV). Here the
a-aminoacidate represented 1s R*-prolinate and the tetradentate is RR-picchxn,
Similar to the [Ru(diimine),(R*-aa)]" specics, a distinction may be made between
the different steric environments on the two sides of the w-aminoacidate chelate ring,
again best identified in cuch diastereoisomer represented in (1V) by the positioning
of the a-pyridyl protons H! and H2 rclative to that ring. The ¢is-a structures (IV(c)
and (d)) alone would produce steric environments analogous to those of the bisdii-
mine complexes (IV(a) and (b)), and hence similar discriminatory behaviour might
be expected. In the ¢is-B, forms (IV(e) and (f)), however, the predominant steric
interaction which would derive from proton HI is absent, and hence so also would
be any chiral discrimination based on this interaction. In contrast, this structural
feature still exists in the cis-p, isomers (FV(g) and (h)) and therefore in these forms
this steric source of potential discrimination remains.

Hence, for discriminatory functions based on chirality recognition there are very
important structural distinctions between these three c¢is diastercoisomeric forms.
These sterically based discriminations would not exist for an achiral a-aminoacidate
ligand such as glycine, discrimination should be minor between the enantiomeric
forms of a flexible and less bulky ligand such as R*-alanine, but they should become
quite pronounced for bulky a-aminoacids with limited torsional flexiblity such as
R*-proline, as represented in (IV). This is consistent with results obtained both for
the photolabile Ru-bisdiimine compounds [22,23] and for the Co™-picen* systems.
Hence in the set of A complexes represented by 1V(b), (d) and (h) the R-prolinate
ligand might be cxpected to be discriminated against by its metal-tetradentate hosts,
its § cnantiomeric form being the more welcome guest. Conversely, preferential
recognition of the R-prolinate enaniiomer would be achievable, i desired, through
usc of A-cis-a or A-cis-f3, tetradentate complex fragments as hosts.

Other potential sources of discrimination through noncovalent interactions also
may be identificd in these different structures. The secondary amine NH group in
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the fold of the tetradentate is a potential H-bond donor. It adopts a fue relationship
with the O and N donors of the aminoacidaie ligands in the ¢is-f} isomers but not
in the cis-ot forms. As a result, for aminoacids with a-substituents containing H-bond
acceptor groups the potential exists for discriminatory contributions due 1o interli-
gand H-bonding in the A-B,-(R-aa), (EY(1)). and A-f,-(S-aa) (1IV(g)) diastercoisom-
ers alone, Conversely, the pyridyl groups would have the potential for interligand
hydrophobic interactions through n-stacking involving aromatic aminoacid substitu-
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ents in the cis-f~(5-aa) (IV{e}), ¢is-B,-(R-aa) (IV(h)) and both cis-n-(R*-aa) forms
(IV (¢) and (d)). This suggests that m-stacking may make a more significant contribu-
tion to cnantiosclectivities exiiibited in the eis-f systems than in those based on a
ciy-o geometry.,

The aaulysis provided above is consistent with the stercosclectivities displayed in
experiments involving optical resolutions or the syntheses of the a-aminoacidate
complexes. The [Co(picen*)(R*-aa)]* " products are readily obtained by reaction of
an a-aminoacid with the respective [Co( picen*)Cl,] " species as precursors in agueous
solutions and under mild conditions, The A-B-[Co(RR-picchxn)Cl,}" precursor, for
example, demonstrates little discrimination in reactions with R*-alanine under such
conditions and both S-aluninate and R-alaninate ternary products may be readily
obtained [46]. Itis of interest that, consistent with steric arguments presented ibove,
both A-cis-B; and A-cis-B, forms of the S-alaninate complex are 1solated, but the
A-cis-B, form alone may be obtained with R-alanine. Similar behaviour is observed
with the other tetradentates studied | 52,59,60] and to date no A-cis-[}, product
containing an R-aminoacidate guest molecule has been obtained from a reaction
involving a A-pB-Co-picen* host moicty and an a-aminoacid as synthetic precursors.
Furthermore, such synthetie reactions involving the less flexible R*-proline as a
precursor arc observed to be enantiospecific, Each Co™-picen* moiety studied has
demonstrated an ability to distinguish the two hands of this more sterically demand-
ing ligand and no R-prolinate complex has been isolated under these conditions as
either a A-cis-a or a A-cis- product.

It must be noted that this discriminatory behaviour is in complete contrast o
that observed when the A-B-Co™-RR-picchxn moicty is used as a template for the
asymmetric synthesis ol R*-proline. The ternary complex formed with the prochiral
1,2-dehydroproline bidentate has a A-B, geometry [53] (allowed by the bidentate’s
lack of chirality) and its reduction by aqueous sodium borohydride yiclds a
A-Po-[Co(RR-picchxn)(R*-pro)** mix in which the R-pro species is in the higher
diastercoisomeric proportion [53,64]. This result is quite remarkable in the context
of the other synthetic chemistry and predictions based on steric factors, as described
above. However, the two sets of synthetic conditions are distinctly different. In one
case the Co"™(RR-picchxn) moiety discriminates against R-prolinate as an incorning
ligand entering the coordination sphere. In the second, discrimination likely is
governed by steric access to the already bound iminoacidate precursor for the
incoming reducing agent. In this mechanism other factors such as selective hydrogen
bonding or electrostatics involving reaction intermediates may play dominent roles.
In cach case, however, the molecular recognition process between the two reagents
would be controlled by the stereochemical features established by the bound chiral
tetradentate ligand.

Indeed, the results of the a-uminoacidate asymmetric syntheses experiments based
on decarboxylation of coordinated a-substituted-a-amimomalonate precussors con-
firm that likely products cannot be predicted solely from simple steric considerations.
Decarboxylation experiments on A-p,-[Co(picen*)(ARMA)]™ species generally
result in diastercoisomeric product mixtures which have a significant excess of the
R-aminoacidate forms [8,9,52,76]. The AMM A-bascd precursors, for example, con-
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sistently give R-:S-alaninate product ratios of around 9:1 for the RR-picchxn [76].
RR-picbhn [8] and RR-picstien [52] complexes. There is no obvious steric reason for
cnantiopreferences in ¢is-f, 1somers (1V (e) and (). vide sur- * and these consistent
and high sclectivities in favour of the R-handed products deny. - irate the importance
of the overall common molecular architecture of the complexcs. An important
comparison of the different discriminatory abilitics of the cis-o and cis-f§ geometrics
is allowed by the observation .hat decarboxylation of the more symmetrical
A-2-[Co(SS-picchxnMe, )X AMMA)]* analogue under the same conditions results in
no detectable enantiodiscrimination in the R*-alaninate products [68].

When the A RM A-based precursors in these experiments have aromatic substituent
groups. however, the enantiopreference observed in the products is reversed such
that S-aa products are obtained in significant excess [8.9]. This behaviour has been
attributed to stabilisation of the pro-§ configuration by interligand H-bouding and
to the existence also of n-stacking interactions involving the aminoacidate side-chain
and the adjacent pyridyl ring in the A-f3, isomeric forms. The presence of these
structural features in the ABM.\ synthetic intermediate has been confirmed by X-ray
analyses [8] ¢ Fig. 1). Morcover, the o interaction would appear to play a dominant
role in determining the chirality of the products, since similar interligand H-bonding
15 apparent also in the erystal structure of the non-aromatic pro-S AMMA analogue,
decarboxylation of which results nonetheless in a significant R-alaninate preference
[52]. Similar hydrophobic n-stacking interactions have been shown to exist in cach
of the [Co(picen*)(K*-aa)]** crystal structurcs obtained thus far for a-uminoacidates
containing aromatic a-substituents [ 10,11,83] (Figs. 1--3). In addition, intermolecu-
lar m-m interactions between pyridyl rings alone have been observed in a related
Pd(11) structure [44]. The indications are that this type of noncovalent interaction
is a source of discrimination which is at {cast as significant as interligand steric effects.

4. Recognition of nucleic acid molecular structures
4.1. Simple tris-bidentate metallointercalators

The development and use of chiral metal complexes as molecuiar probes of nucleic
acid structures has been the subject of intense research over the last decade and the
topic has been well reviewed recently [84 1. Much of this work has been initiated by
early reports of the enantiomeric recognition of duplex DNAs by simple tris-chelate
octahedral cations derived from oligopyridyl bidentates und of general type
[M(diimine),]'* [85-89]. Both Yamagishi [88] and Barton ¢/ o/. [89] initially ascribed
the observed enantiopreference for A-{Ru(phen);]** to be due 1o a selective intercala-
tive form of binding. In that model, one coordinated phen ligand of the A cation
was proposed to be involved in positive hydrophobic bonding through n-stacking
with the nucleobases of the duplex whilst the other tws ancillary ligands make steric
contacts with the surface of the helical groove [87]. It was proposed that the
enantiopreference observed arises due to the more pronounced steric clashes that
would exist between the two ancillary phen blades of the A isomer and the ribophos-
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phate backbone of the duplex. The emergence of evidence against this intercalative
model for the tris-phen complexes [960- 93] led to the development and use of several
modifiect derivatives. In particular. complexes containing diimine bidentates such as
phdi (V). dppz (V1) ppz (VH) or dpq (VHT), which provide enhanced aromatic
surface arcas for intercalation. have been shown unambiguoeusly to intercalate into
DNA [74.94 96].

Olw s
T 00 o)

(VD) (VID (VII)

Both enantiomers of the [Ru(phen),(dppz))** cation. for example, have been
shown (o bind to calt-thymus DNA |95 97}, to alternating GC and AT homo-
polymer duplexes [96]. ard to HCGCGATCGCG), [90] and H(GTCGAC), [99]
duplex fragments vig intercalation. From NMR analyses it 1s concluded that the A
enantiomer antercalates  sclectively into  the central CG - base  sequence  of
J(GTCGAC), from the major groove of the duplex [95.99]. Similar intercalative
behaviour has been observed for homologues based on phdi. The interaction of
[Ru(diimine),{ phdi)}** complexes (diimine represents phen or bipy) with calf-
thymus DNA and homo-polynucleic acids has been investigated, A study employing
clectric dichroism and photolysis methads [ 100] shows all ions to bind with enantio-
meric discrimination vig intercalation of the phdi fragment, and a Z-DNA conformer
is transformed to B-DNA as a result of this mtercalative interaction, Analogues of
Rh(1L}) derived from bulky substituted forms of the ancillary diimine ligands show
cnantioselective base-sequence recognition [101]). The complex based on 4.4
diphenyl-2,2"-bipyridine specifically targets 5-CTCTAGAG-3' sites. We have demon-
strated that a corrclation exists between the degree of aromatic area available for
intercalation and chromatographic retention times on immobilised DNA for
[Ru(diimine),}** complexes of phen, dppz. dppzMe,, dpq and dpgMec, [74].
Nonetheless. the enantiosclectivity exhibited by simple complexes of this tris-biden-
tate type for interaction with call-thymus DNA has been shown to be quite unpredict-
able [94].

4.2. Ternary [ Fa® ( picon* ) {bidentate) J* jons designed as DNA mctallointercalators

The basic structural description of this intercalative model now has been proven
to be substantially correct, at least for probe molecules containing bidentates with
¢xtended aromatic surface arcas [95,96]. Hence the discriminatory abilities of com-
plexes of this type, which are determined predominantly by intermolecular contacts
between the DNA-groove surfaces and the ancillary bis-diimine components of the
different [M(diimine),( bidentate)]"* enantiomers, should be controlled by sterco-
chemical factors similar to those discussed above for the recognition of
a-aminoacidates by M(diimine);* species. That is, the unsymmetrical environment



LR Aldrich-Wright ot al.; Coordination Chemistry Reviews 166 ( 1997) 361 359 379

provided by the bis-diimine moicties which can assist in the discrimination of
y-cminoacidates should be a common factor if applied to their recognttion of nucleic
acids. Oncee again, important advantage: could be achieved if the two diimine figands
of these metalloprobes were to be replaced by pieen-based tetradentates. Hence we
have  synthesised  ternary  complex  cations  of  general  form
[Ru(picen*)(bidentite)]?* and arce evaluating them for this recognition purpose
[54.56,57,63.74,75.102.103] Itis of interest that the only previously reported species
of this general type is the elemental [Ru{ picen)(bipy)(ClO,), complex described by
Goodwin and Lions with the original synthesis of picen [40].

Ternary metallointercalators of this type would have a number of advantages over
probe molecules based on a tris-bidentate geometry. Flexibility in their synthetic
design again would allow for more facile control of chirality and for the ready
incorporation of steric bulk and selective secondary-binding sites. Morcover, (1)
since they contain only one mtercalating bidentate any ambiguity as to which
molecular fragment intercalates can be avoided: (2) their inherent chirality, deter-
mined through tetradentate design (vide supra). can provide optically pure metallo-
probes which are not subject to racemisation at the metal centre and which do not
require development of individual optical resolution methods: (3) the tetradentate
non-aronittic components provide well-dispersed NMR resonances, of major assis-
tance in solution structural analyses of interactions with oligonucleotide targets [82]:
and (4) the existence of cis-o and ¢is-f} sterecoisomerism allows the opportunity for
a study of discriminatory eflects based on molecular shape which are unavailable to
the structurally less-sophisticated tris-bidentate probe molecules.

We have synthesised a variety of Ru(11) complexes of this general type and, where
necessary, have resolved the diastereoisomeric products into their pure cis-a and
cis-f3 forms. { The distinction between [, and 3, geometries docs not exist with the
symmetrical oligopyridyl bidentates.) The various complexes obtained with picen
demonstrate little stercoselectivity in their formation, although the phen and tmp
ternary derivatives have only been obtained with cis-o geometry [55]. The crystal
structure [104] of the simplest potential metallointercalator of this type, the
cis-a-[Ru(picen)(phen)]** cation, is shown in Fig. 4.

The use of vicinal disubstituted picen derivatives provides the control over sterco-
selectivity which is lacking in the unsubstituted forms, and their structural chemistry
parallels that of the Co(lil) compounds described carlier. Complexes containing
R* R*-picchxn, for example, display the same sterco- and enantiospecificity found
for Co(I1l). That is, RR-picchxn again forms solely A-cis-p products with Ru(Il)
[54,56,102]. Similar stercospecifics are observed with R* R*-picbn [55]. The molecu-
lar structurc of the «'1'.\'-/\--[3-[l?;u(I\’R-picclnm)(hhcn)]2+ cation [104) is shown in
Fig. 5, where a comparison of its cis-p geometry may be imade with that of the cis-o
picen homologue (Fig. 4).

Photo-oxidation of complexes of this type [54-56] lvads to products containing
the tetradentute in & monoimine form (HI(b)), and the crystal structure of such a
complex has been determined [56]. The cis-A-B-[Ru(RR-picchxnmi)(phen)]** cation
crystallises in an unusual solvate form with one molecule of unbound phen, and its
melecular structure ( Fig. 6) demonstrates two highiy significant features. The parallel
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Fig. 4. A stercoview, T 110} of the molecalar structure of the A enantiomer of cis-y-[ Ru{picen}( phen))’
(atomic coordinates ebtained from erystallographic data [ 104]). The molecule has C, symmetry and hence
the stereochemical environments above and below the phen moicty, exemplified by 7-pyridy! protons 111
and 12, are cquivalent. These protons would make primary stevie contacty with duplex DNA for metal-
lointereatators based on this peometry,

Fig. 5. A stercoview [ 11] of the molecular structure of the A-B-[Ru(RR-picchxn)(phen))* ' diastereoisomer
(atomic coerdinates obtained from cerystallographic data {104]). Note the interchange of the positions in
the coordination sphere of a pyridyl and an amine group of the tetradentate in comparison with a A-
civ-a stereoisomer (I'ig. 4). The lower amine group would provide the opportunity of nucleabase-sequence
selectivity through H-bonding for metallointercalators based on this structure.

relative placement of the bound and unbound phen molecules clearly indicates
hydrophobic bonding through a =m-stacking interaction. Moreover, a bifurcated
N-H---N hydrogen bonding arrangement involving the picchxnmi amine group as
donor and the two unbound-phen N atoms as acceptors also is indicated by the
interatomic geometrics [98]. These structural features are significant factors when
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Fig. 6. A stereoview [ 110] of the molecular structure of the A-p-fRutRR-picchsnmi)(phen))* ' phen sol-
vate complex obtained after photn-oxidation of the corresponding picchxn species |54, 5G] shown in Fig, 5.
Atomic coordinates were obtained from crystallographic data [104]. Favourable intermolecular n-stacking
and H-honding interactions between the ¢ation and the free heterocyclic base are indicated.

considering both molecular recognition potential and probe design. The n-n inter-
action demonstrates the propensity for cations of this type to stack with aromatic
bases such as those in DNA. This is particularly so for those derived from proven
intercalating bidentates such as (V) (VIIE). The indicated availability of the H-bond
donor group for interaction with an acceptor on a n-bonded arometic base also
provides the potential for control of nucleobase-sequence selectivity 1 that inter-
action [84]. Molzcular modelling shows this N-H group tc v¢ ideally positioned for
interaction with the 06 atom of a guanine residue in the major groove of DNA,
(IX ). Analogous behavicrr has been demonstrated with a sct of Rh(II1) ternary
metallointercalators [84,105-109].

Guanine-Cytosine
base palr

(iX)

Like H-bonding interactions arc not available to the c¢is-a forms of the complexes
since their amine group protons are directed away from the aromatic bidentate



382 J R Aldrich-Wright et al. | Coordination Chemistry Reviews 166 ( 1997) 561 -38¢

component (c.g. Fig. 4). Hence an important design distinction exists between the
cis-o. and cis-f forms when employed for DNA molecular recognition purposes. This
mirrors their different intramolecular H-bonding potential when discriminating
o-aminoacidates (IV, vide supra). The cis-o forms alone, with dyad symmetry, are
structurally analogous to the tris-bidentate metallointercalators, where their molecu-
lar recognition function is thought to be determined primarily by shape selection
due to steric clashes between ancillary ligands and the DNA groove surfaces [84-
89]. Once again, the closest intermolecular steric contacts with the nucleic acid are
Ikely to be those involving the two a-pyridyl protons (designated as HI and H2 in
the figures) in the cis-o complexes.

Unlike their Co(1I1) complexes, the N, N'-disubstituted picen* ligands are not
stereospecific and commonly produce cis-a and cis-} isomeric mixtures with Ru(II),
which nonetheless may be resolved by standard chemical or chromatographic means
[63,74,75,102]. Ternary Ru(Il) complexes of R*R*-picchxnMe, have been isolated
in both e¢is-o and eis-p forms [57,75,102], and the structure of the
cis-A-B-[Ru(SS-picchxnMe,)( phen)]** complex cation, derived from an X-ray analy-
sis [104], is shown in Fig. 7. A comparison of its molccular structure with that of
its unsubstituted analogue ( Fig. 5) allows two important distinctions 1o be discerned,
apart from features arising from the opposite chiralities of the R* R*-chxn fragments.
The N-CH, substituents remove the intermolecular H-bonding potential of these
probe molecules, and therefore any potential nucleobase-sequence selectivity deriving
from this feature. Moreover, this methyl substituent group may be seen to protrude
over the aromatic bidentate (here phen) such that it is likely to act as a source of
steric hinderance to any n-stacking interactions near the metal ion centre. In contrast,
the corresponding c¢is-A-a form would have both methyl substituents disposed well
away from the aromatic bidentate moiety (cf. Fig. 3), similar to the amine protons

Fig. 7. A stercoview [110] of the molecular structure of the A-B-[Ru(SS-picchxnMe,)(phen)] " cation
[75.102] derived from the crystal structure of its enantiomer [[04]. A comparison with the structure of
the RR-picchxn diastercoisomer shown in Fig. § illustrates topological changes resulting from N-methyla-
tion of the tetradentate. Primary steric contacts made with DNA by metallointercalators based on this
geometry would involve the lower methyl group and the a-pyridyl proton HI.
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of the unsubstituted forms (e.g. Fig. 4), and hence this steric hindrance feature
would be absent. Once again the intermolecular recognition potentials of the two
cis-or and ¢is-B forms are definably different.

Confirmation of the propensity of these molecules for n-stacking interactions is
demonstrated by their solution behaviour, as measured by 'H NMR experiments
[57,75,82,102]. Similar to the simpler [M(phen),]** caticns [14,15], the ternary
metalloprobes based on the extended bidentates phdi and dpg show evidence of
significant self-association in aqueous media at higher concentrations. An analysis
of proton resonance data is consistent with dimer formation through ring stacking
interactions between the aromatic bidentate probe components ( Fig. 8). Comparable
magnetic shielding effects are apparent in NMR spectra when these complexes are
allowed to interact with small synthetic oligonucleotide duplexes [57,82,102], again
consistent with molecular recognition based on hydrophobic intercalative binding.
These NMR studies also show these intermolecular associations to be both groove
and basc-sequence selective [82]. An in vitro bacterial DNA system also has been
utilised in support of tneze studies. The different frameshift-detecting S. typhimurium

mutual shielding
of dpq protons

/ A\
|
=n__
iy Vil T'</\
CHy

pyridyl protons are 4 \
de-shielded by N
dpq ligands (a)

methyl protons are
de-shiglded by
dpq ligands

mutual shielding \
of dpg protons
Pq P (t) y

Fig. 8. Representations of possible paired structures formed threugh n—m interactions between aromatic
bidentate components of (a) rac-cis-a- and (b) rac-cis-p- [Ru(pic kxnMe,)(dpg)}]** species. An interpreta-
tion of the consequent magnetic shielding effects obscrved in ':1 NMR spectra is given.
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strains used indicate higher mutagenic activities for the cis-o diastereoisomers, and
for those derived from the bidentates with higher aromatic surface areas available
for intercalation [75,102,103].

As desceibed above, the potential exists with metal complexes of this type for the
determination of metalloprobe enantioselectivity through picen* chirality selection,
and for control of nucleobase-sequence selectivity through intentionally designed
steric bulk and H-bonding capacities. A simple example of this principle is illustrated
in Fig. 9. The DNA-recognition capabilities of such complexes could be further
enhanced by the synthetic incorporation of tethered secondary binding groups into
the probe molecules. We are undertaking such a study. The potential exists also for
the complexes to be incotporated into chimeras designed for purposes such as
specific DNA sequence recognition [84] or photocontrolled repair reactions per-
formed on the duplex [112].

S. Summary and conclusions

The significant advantages of using a picen-based ietradentate ligand rather than
two bidentate ligands in octahedral metal complexes which are intended for discrimi-
natory molecular recognition functions have been described above. An analysis in
depth employing the considerable structural information accumulated on such com-
plexes has allowed the identification of the noncovalent interactions which control
their stercocheraical behaviour. These discriminatory interactions may be applied at
three different molecular levels, as summarised below.

3.1. Intraligand discriminatory interactions

The factors which determine the particular ¢is stereochemistries adopted by these
tetradentates are identified as deriving primarily from intraligand torsional inter-
actions. These are controlled by appropriate substitution on the central N~-C-C-N
atoms of the picen skeleton. Simple C-mono-substitution introduces chirality to the
tetradentates but this generally resuits in non-discriminatory coordination behaviour.
Appropriate alkyl or aryl substitution on both vicing/ C atoms produces chiral
ligands which are highly stereo- and enantioselective in their coordination behaviour.
This is enhanced further by N-substitution, which also is a primary stereochemical
determinant. The thorough understanding of these paramcters has required elaborate
experimental testing, but it is now clear that absolute stereospecificity, as far as can
be experimentally determined, is simply a matter of choice through synthetic design
for this M—picen* class of coordination complex.

5.2. Interligand (intramolecular) discriminatory interactions
The ability of a M~picen* moiety to act as an asymmetric template in discriminat-

ing chiral bidentate ligands in the coordination sphere of the metal ion, as exemplified
by a-aminoacidates, has been studied in depth. This principle has been applied both
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(b)

Fig.9. Stereoscopic views of (a) the A-u- and (b) the A-u- cnantiomeric forms of a
cis-a-{Ru(picen)(bidentate)]** cation positioned for intercalation into a fixed model /(TACGTA), duplex
fragment [111]. The A enantiomer shows a steric interaction between the pyridyl protons H12 and H22
of the picen ligand and the thymine methyl groups (indicated *) in the major groove of the duplex. Steric
bulk or secondary binding components incorporated into the tetradentate in these positions should result
in a major enhancement of the enantioselective and sequence recognition capabilities of metallointercala-
tors of this type.
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to enantioselective coordination or optical resolution of a-amingacidates as =vell as
to their asymmetric synthesis. Pronounced differences are observed for the diastereo-
isomeric products of these two applications, demonstrating that discriminatory
behaviour cannot be predicted from intramolecular stereochemical factors alone.
At least three structural features which lead to noncovalent interligand inferactions
are identified as important discriminatory factors in complexes of this type. One
common determinant obviously is sterically based and involves the disposition of
the picen* a-pyridyl groups relative to the bidentate chelate ring. A second relates
to the potential of a secondary amine group of the tetradentate to be involved in
interligand hydrogen bonding in the ternary c¢is-8 diastereoisomers. A third feature
is the availability of the pyridyl groups for involvement in interligand hydrophobic
n-stacking interactions with aromatic substituents on the bidentates. The pyridyl
rings provide potential, therefore, for both unfavourable steric and favourable
hydrophobic interactions. Each of these features may contribute to the subtle control
of the molecular recognition functions exercised by the M-picen* template hosts on

their bidentate guests.
5.3. Intermolecular discriminatory interactions

An understanding of these sources of interligand discrimination allows their
application to the design of intact picen*-based complexes for selective recognition
of other molecular structures. An important example lies in their use as chiral
metallointercalators of nucleic acids. For this purpose we currently are investigating
in detail a selection of ternary Ru(II) complexes which incorporate these tetraden-
(ates with bidentate ligands having known DNA-intercalating capabilities.

Common principles governing the control of enantioselectivity, hydrophobic or
H-bonding interactions, and steric complementarity through chelate structural design
apply to both intra- and intermolecular discriminatory applications. The increased
synthetic flexibilty and structural diversity that this picen class of ligands allows in
comparison with chelates based on simple oligopyridyl bidentates provides scope
for significant enhancement of the many potential molecular recognition functions
to which such compounds may be applied.
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