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ABBREVIATIONS

acacen acetylacetonatoethylenediimine

amben bis{2-amino-1-benzaldehyde)ethylenediimine

amp aminomethylpyridine

BAE (benacen) benzoylacetonzethylenediimine

bipy hipyridyl

CoHb coboglobin - {cobalt substituted hemogiobin)
CoMb cohalomyocgichin

cys cysteine

cyt cytochrome

dgenta diglycylethylenediaminetetraacetic acid

dien diethylenetriamine

dipsalen 3,3'diiminodipropylaminebissalicylaldehyde

dmg {D.H,} dimethylglyoxime

sdtma symmetric diethylenetriaminemonoacetic acid
dtda N,N".diethylenetriaminediacetic acid

udtma diethylenetriaminemonoacetic acid

dmf dimethylformamide

dmso dimethylsulfoxide

EDTA ethylenediaminetetraacetic acid

sedda N,N'-ethylenediaminediacetic acid
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uedda N,N-ethylenediaminediacetic acid

en ethylenediamine

F salen fluorosalicylaldehydeethylenediimine

ga(slysly) glycylglycine

glysarc glycylsarcosine

his histamine

hist histidine

hedien N(2-hydroxyethyl)diethylenetriamine

fHhb hemoglobin

im imidazole

{CH,im) 1l-methylimidazole

Mb myoglobin

meacacen N,N’-ethylenediaminebis{3-methylacetylacetone)
napsalen bis(2-hydroxy-1-naphthaldehydejethylenediimine
aep (oeporphine) octaethyiporphine

orn ornithine

P protoperphyrin IX dimethyl ester

phen 1,10-phenanthroline

phacacen N,N'-ethylenediaminebis{3-phenylacetylacetone)
Dip piperidine

pn 1,2-propylenediamine

pis pthalocyaninetetrasulfonate

Py pyridine

salen salicylaldehydeethylenediimine

sacsacern N,N'-ethylenediaminebis{monothicacetylacetone)
saloph bis(salicylaldehyde}-g-phenylenediimine

tep tetraethylenepentamine

tren triaminotriethylamine {(tris{2-amincethyl)amine)
trien triethylenetetramine

tpp tetraphenylporphine

trpy terpyridyl

A, INTRODUCTION

The utilization of molecular oxygen in biclogical systems is obviously of
extreme importance. As the terminal electron acceptor in the electron trans-

port chain, molecular oxygen is essential for the electron flow which produces
most of the adenosinetriphosphate {(ATP) for aerobic metabolism. In addition
to this vital role (which accounts for approximately ninety percent of dioxy-
gen utilization), oxygen is also activated and utilized in a number of biclogical
reactions mediated by oxygenases [1,2] {which catalyze oxygen insertion re-
actions) and oxidases {1,2] (which catalyze the oxidation of organic sub-
strates}. A common feature of all these reactions of molecular oxygen, inciud-
ing transport to the site of utilization, is the involvement of metal atoms in
complexing and activating oxygen (Tabie 1}.



TABLE 1

Representative metalloproteins involved in oxygen metabolism

Protein Metal Keaction catalyzed or function
Hb Fe oxygen transport

Mt Fe oxygen transport
Cytochromes Fe electron transport

Peroxidase Fe O%’"— —+ Hy,0

Superoxide dismutase Cu, Zn 207+ 0%~ + 0,
Dioxygenases Fe O insertion =+ diol derivative
Ex : pyrocatechase Fe catechol - cis muconaie
Monooxygenase Cu O3 insertion = mono OH derivative
Ex : monophenol oxidase phenol = catechol

cyt P450 Fe{heme} 03 insertion, detoxification
Oxidases Cu oxidation of organic substrates

The transport proteins hemoglobin and myoglobin utilize iron, with one
oxygen bound per iron atom in the fully saturated state, while the somewhat
more primitive transport proteins hemerythrin [3] {found in sipunculids) and
hemocyanin [4] (found in molluscs) utilize iron and copper respectively,
with an apparent metal ;: dioxygen stoichiometry of 2 : 1. The oxidase and
oxygenase enizymes generally contain copper, while the cytochromes invelved
in oxygen utilization in the electron transport systems use iron. Other metals
believed to be involved in oxygen metabolism include manganese, implicated
as a possible oxygen transport agent in photosynthesis [5,6], and cobalt,
which is thought to utilize oxygen in free radical reactions of vitamin By, [7].

Oxygen transport involving hemogiobin has been intensely studied, so that
many of the details of its interaction with oxygen are now known {8]. How-
ever, the fundamental question of the nature of the metal dioxygen interac-
tion remains a matter of controversy for hemoglobin, and all oxygen utilizing
proteins. This problem has been fruitfully approached by the use of model
systems in which simple compounds incorporating a metal dioxygen hond
have been synthesized and studied by a number of physical techniques in or-
der to gain insight into the bonding. Two basic classes of metal dioxygen com-
plexes have been proposed as model systems; those incorporating a side-on 7
linkage {the *‘Vaska complexes”) [9], and those involving a metal dioxy=zen
o bond, proposed by Pauling and others [10—12] {Fig. 1). The former class,
discovered and intensively studied by Vaska [13] and others {14,15}], while
of intrinsic interest, is probably a poor model for biological systems for the
following reasons.

First, these compounds incorporate metals in low or zero oxidation states,
not found in biological systems, and generally incorporate xrather arcane (from
a biological standpoint} ligands (e.g. phosphines} and are generally unstable in
aqueous media. From the rather naive standpoint of hard soft acid base theory,
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Fig. 1. Diagramatic representation of the possible medes of Op binding to metal ions.
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these metal complexes would be considered very “soft” and thus would pre-
ferentially bind oxygen in a soft  linkage, whereas metals of biological inter-
est {e.g. iron) in higher oxidation states, would favor a “harder" o bonding
mode. (It might be noted that such qualitative arguments are subject to excep-
tion, e.g. chromium(IV} is rather “hard’ yet binds oxygen in a 7 linkage [16]).

Furthexrmore, as Mingos {16] has pointed out, even if 7 bonding is initially
assumed, the operation of a second order Jahn Teller effect will lead to a bent
bond for copper and iron. In a somewhat less qualitative vein, it has been
noted by Valentine [14] that 7 bonding is favored by complexes susceptible
to 2e™ oxidative addition (Rh?, Iz!), whereas one electron reductants might
favor end-on binding resulting in a 1™ reduction of oxygen to superoxide
{Fig. 2). Having noted this distinction, and assuming the ¢ bonding model, a
second criterion for oxygen complexation may be stated.

Among the first row transition metals, only those capable of undergoing a
une electron oxidation interact with dioxygen. Thus Mn¥, Fell, Coll, Cu?, Cr**
=1l complex dioxygen, while Fe'™, Co™¥, Cu®¥ as well as Ni'f and Zn™ which
%ave no readily accessible higher oxidation states, do not. This, then, we take
to be a basic tenet of dioxygen complexation under biologically relevant con-
ditions: in the oxygenation reaction, the metal reversibly transfers an electron
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Fig. 3. Diagramatie representation ‘of orbital overlap occurring in metal dioxygen comptlex
formation,

to the dioxygen, conveniently represented as a formally oxidized metal
bonded to the formally reduced oxygen. More succinctly, of the resonance
forms helow, form (B} makes the major contribution to the ground state.

o=0 L-O==0
ol sy
Mn+ * 02 -5, MF‘H’ — M(-‘NE
a a

This can be visualized {16—71.8] by considering 1 bonding scheme in which o
bonding occurs by transfer of metal d,. electron to the 7* oxygen orbital, with
possible retrodative bonding from oxygen to metal dn (Fig. 3).

If this description is valid, then by utilizing model systems based on one or
imore of the possible first row transition metals (Fe'!, Col!, Cu!, Cr™) one
shouid be able to accumulate physical evidence consistent with such a descrip-
tion. Such has been the case for all of the metals listed above. While the prima-
ry metals of biological interest are Fe'' and Cu’, their chemistry is rather in-
tractable (particularly in aguec us solution) as is the case for Mn!? and Cr!. Co-
balt, on the other hand, is quite easily studied in agqueous solution, and allows
utilization of a number of physical probes unavailabie in the other systems
(e.g. ESR}.

These considerations, coupled with the tremendous literature available on
cobailt chemistry, have made cobalt chelates the primary target for model sys-
tem studies. We will therefore deal first with the work on cobalt, focusing on
physical studies of bonding, and dynamics of the cobalt—dioxygen interaction.
As will be demonstrated, the cobalt model systems yield results consistent
with the most recent discoveries in Fe!’ and Cu! dioxygen chemistry, and can
lead to a clearer understanding of enzymic dioxygen interactions.

B. COBALT MODELS

The literature dealing with dioxygen cobalt complexas is vast, and has been
reviewed several times in the past [19—22]. The earliest known synthetic dio-
xygen complex is probably {{NHj3},5C02021# characterized by Wemar and
Myelius in 1898 [23]. This discovery in the formative years of coordination
chemistry was not pursued further for almost forty years, until the discovery
by Tsumaki {24] of the oxygen complexing properties of some cobalt Schiffs
base complexes. This work was followed by that of Calvin et al. {25301,
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Dichl et al. [31] and others, and has been reviewed elsewhere {32,33].

Of primary concern to present research was the demonstration that molec-
ular oxygen could be reversibly bound by certain metal chelates, including
those formed by acacen, salen, and salicylaldehyde.

At about the same time, Burk, Hearon and others [34—37] discovered that
certain cobalt arnino acid complexes [ 38,39] (particularly bis histidinato co-
balt{Il}) were capable of reversibly complexing dioxygen. Reviews of this early
work have been published [19,20]. Interest in this work slackened, but under-
went a renaissance in the mid to late 1960"s and continues to elicit consider-
able interest.

Tables 2—5& contain a list of all characterized cobalt dioxygen complexes.
As the tables show, cobalt complexes are capable of bonding oxyger: in both
2:1 and 1 : 1 stoichiometries. The dimeric complex is generally more stable
and will be formed unless inhibited sterically (as in B;s, coboglobin, and
“picket fence™), or by combined use of low temperature, low concentration
and nonaqueous solvents (to inhibit formation of a highly charged dimer}.

TABLE 2

Mononuclear dioxygen complexes of cobalt(Il} **

Ligand Formula of Reference
Complex

1,7-Bis{salicyiidineimine}-4-azaheptane, HaL, CoLOE*’ 25, 28, 40

Bis{acetylaceione)ethylenediimine, HyL; L' = pyridine,

4-aminopyridine, 4-methylpyridine, 4-cyanopyridine L'CoLOj, 41—43
Bis(salicylaldehyde}ethylenediimine, Hal; L' = pyridine,

DMF, DMSC L’'CoLO, 43, 44—49
Bis{methoxysalicylzldehyde)ethylerediimine, HpL;

L’ = pyridine L'CoLOg 46, 47, 49
Bis(benzoylacetoneethylenediimine), HoL; L’ = pyridine L'CoLOg 50, 52
Bis({salicylidize-y-iminopropyl}methylamine, HaL CoLOy 53
2.(2'-pyridy})jethylethylenebis{salicylidimine), HyL CoLOg 54
Dimethylglyoxime, HoL; L’ = pyridine, dimethyl sulfide,

triethylamine L'Co{HzL4)0%" 55
Cobalamine (vitamin BEjar), HoLs CoLQy 55, 56
Tetrapheny porphine, HaL (also tetra(p-methoxy-

phenyljporphine); L' = pyridine, nitrogen bases L’'CoLOg © 5759
Protoporphyein I[X dimethyl ester, HaL LCoOg 57,60,61
Tetrasuifophthalocyarine, HgL CoLG§— 62, 63
Mesotetra{a,a,«,a-0-pivalasnidophenyl)porphine, HoL., CoLOg 64
Coboglobin. HyL CoLOg 65~T1
1,2-Bis(diptenylphosphino Jathylene, L CoLg03 72

* The mononuclear dioxygen complex [Co{CN}g 02]3_ has recently been characterized in
aprotic poizr solvents (e.g. dmf) [230, 231}

* In an important work, Lever and co-workers have demonstrated maononuclear dioxygen
complex formation by bis-s-N,N’-dimethethylenediaminedichlorocobalt{Il} in nonaqueous
sofvents [232]. '



TABLE 3

Binuclear oxygen complexes of cobatt

Ligand Formula of Complex References
Ammonia, L LsCoOpCoLd* 23, 73—77
Ethylenediamine, L; Ammonia, L' L'L,CoQsCoLaL’4* 74
Diethylenetriamine, L LoCo0O2CoLg" 78, 79
Diethylenetriamine, L.

Ethylenediamine, L' LL'CoO2CoLL*" 78, 79
Diethylenetriamine, L

Trimethyleniediamine, L' LL'Co0OzCoLL'%* 80
Diethylenetriamine, L; Ammonia,

L’ LL'Co02CoLL™*" 81
Dipropylenetriamine L

Ethylenediamine, L' LL'CoO4CoLL'** 80
Dipropylenetriamine, L

Trimethylenediamine, L’ LL'Co0,CoLL™** 80
Triethylenetetramine, L; Ammonia,

L' L'LCoOgCoLL % 78
Terpyridyl, L; o-Phenanthroline L' LL'CoO,CoLL* 82
Terpyridyl, L; Dipyridyl, L’ LL'CoO2CoLL'Y* 82
Tetraethylenepentamine, L LCo0sCoLA* 78,83
Cyclam, L LCoOzCoL 4 84, 85
Triaminotriethylamine, L

Ammonia, L' LL'O,LL'#* 86
Cyanide ion, L™ LsCo02CoLE™ B7—89
Histidine, HL L2Co0OzCoLy 34—37, 90—94
2,3-Diaminopropionic Acid, HL L2Co03CoLy 95a, 950
2,4-Diaminobutyric Acid, HL LoCo0oCoLg 95a
Ornithine, HL LoCo045CoLa 95a
Clycylglycine, HL AT,,CoQsCola 38, 39, 96—104Q
Various dipeptides, HL: =

histidyl-histidine, glycylzlanine,

alanylglycine, alanylalanine 2 LaCo0eCoLa 99a, 99b, 100
Bissalicylaldehydeethylenediimine,

HoL and phenylsubstitutad

derivatives LCoO42CoL 25—33, 48, 101
Bissalicyialdehydeethylenediimine,

HaL
L’ = DMF, DMSO, pyridine,

thiocyanate, azide LL'QO2CoLL’ 45,47, 62, 101

Dimethylglyoxime, HoL; L' =
pyridine, {riphenyiphosphine,

dimethy! sulfide

N.N'-diglycylethylenediamine-
tetraacetic acid, HyL

N,N'-digivcylbutylenediamine-
tetraacetic aecid, ML

L'(H,L2}Co0,Co(HpL oL 4"

H._gLCo05CoH_oL%~

LCo02CoL3™

55

102

81

% Active complex involves daprotonated amide,
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Quite recently stable 1 : 1 complexes of simple Co!* polyamines have been ob-
tained in large zeolite cavities, where dimerization is sterically hindered [123—

1251].

Under the theoretical framework outlined, the 1 : 1 complexes can be visual-
ized as superoxo cobaltic complexes, and the 2 : 1 complexes similarly as p-
peroxo bis cobaltic complexes, with resonance forms

MZ* O—OM* o M¥»0—0 M?
a 1 ${ B
M3 OO~ M M2t O—O— M3
D c

where form D predominates. These u-peroxo complexes can be oxidized by a
variety of appropriate oxidizing agents (e.g. Cl,, Ce'V ) to give corresponding
g-superoxo complexes (M3 —QO—0O~—M?*"} with the 0dd electron residing pri-

marily on the oxygen bridge.

The tables show a preponderance of complexes based on nitrogen donors.
This trend, noted by Fallah, led to the formulation of the widely quoted “3N
rule” [21] which states that the presence of three nitrogen donors in the co-
ordinstion sphere of cobalt is a necessary condition for dioxygen complexa-
tion. However, it is apparent that cobalt acacen violates this rule. Among sim-
pler aliphatic ligands the complexation of molecular oxygen by Co(EDDA)
has recently been demonstrated {115} thus invalidating the “3N concept”. The
trend, however, remains and might allow one to surmise that, in the absence
of other factors, the presence of three donor nitrogens is sufficient but not
necessary for oxygen complex formation. Results with NH; dispute even this

TABLE 4

Binuclear dioxygen complexes of ¢obalt{II} containing ji-hydroxo bridges

Ligand Farmula of Complex References
Ethylenediamine, L LgoCo0,0HCoL3" 74,79, 103—106
Bipyridyl, L L.Co0,0HCoLY" 107, 108
o-phenanthroline, L 1,Co0O50HCoL3* 108, 109
Histamine, L L.CoO,0HCaL3* 99, 106, 79
Diethylenetriamine. L LCo040HCoL 79,101
Triethylenetetramine, L LCoQ20HCoL3* 103, 110—112
Triaminotriethyiamine, L LCoOz0HCoL¥ 74, 85, 103, 113
N,N-Bis{amincethyllglycine, HL LCoC)20HCoL+ 114
N-diethylenetriamineacetic acid, HL LCoO20HCoL* 114

N,N -ethylenediaminediacetic acid, HoL LCoOs0OHCoL™ 115
N,N-ethylenediaminediacetiz acid, HgL LCoQ0HCoL - 115
Hydroxyethyldiethylenetriamine, L LCo020HCoL3* B1
Giycylhistidine LCaOa0OHCoL™ 99a, 100
Various aming acids, HL LsCoQy0HCoLg™ 100
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claim {77], although the results are questionable. The role of the nitrogen do-
nor can be easily visualized in terms of the complexation scheme previously
discussed. As the electron donating power of the ligand increases, it should be
easier for the metal to donate an electron to the electrophilic oxygen forming
the “oxidized metal—reduced dioxygen™ linkage postulated,

This concept has been subjected to quantitative evaluation, as discissed in
the dynamics section. Similarly, while electron donors tend to promote oxy-
genation, electron withdrawing groups (e.g. carboxylates, aromatic rings)
might tend to retard stable oxygen complex formation. Such is indeed the
case. General methods for the preparation of solid dioxygen complexes have
been given elsewhere [26~28,74,80] and vary for each complex.

A standard preparation used successfully in the authors® lJaboratory for u-
peroxo biscobalt polyamines involves preparing a concentrated (0.1 M) solu-
tion of cobalt and ligand in the proper stoichiometric ratio, and high pH (to
insure complete formation), aerating, and precipitating the mixture at ice tem-
perature with excess NaClO, or EtOH. These complexes may then be used to
prepare u-superoxo derivatives [741.

1t may be noted that in cases where two cis sites are, or can be, made avail-
able on the metal, a second bridge may be formed. This will occur spontane-
ously in aqueous solution [103—115] in which case a p-hydroxo bridge will
be formed. Alternatively, using Vortmann’s sulfate {116—122} as a starting
material and substituting multidentate ligands for ammonia yields the corre-
sponding p-amide bridged complexes.

Methods for preparation of some solid 1 : 1 complexes can be found in the
literature [44,45]. A useful high pressure method for obtaining crystalline
monomeric complexes has been described {48,49].

(i} Physical methods
A number of physical methods have been utilized in the study of these oxy-

gen complexes in an attempt to define the nature of the honding of oxygen

TABLE 6
Amido-bridged oxygen complexes of cobalt{II}

Ligand{s) Formula of Complex References
Ammonia, L L4CoOx(NH,)CoLy* 23, 116
Ethylenediamine, L LaCoOo{NHg)CoL3" 74,117, 118120
Bipyridyl, L Lo CoOa(NH,)CoL3" 121, 122
o-Phenanthroline, L LyCoOg(NHp)CoL3* 121, 122
Triethylenetetramine, L LCoOy(NHg)CoL** 78

Triaminotriethylamine, L LCoOz(NH,)CoL3* 86
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and consequent effects on the complex reactivity. Perhaps the first and most
widely employed tool has been magnetic susceptibility studies. The brown
dimeric u-dioxygen complexes as initially prepared are diamagnetic [118].

This Qiamagnetism is consistent with their formulation as u-peroxe biscobalt-
(1) complexes with all electrons paired in low spin Co!!}, and the electrons

of dioxygen pairing in the 7* orbital. (A somewhat more complex expiana-
tion involving loss of degeneracy of the oxygen * orbitals to give singlet oxy-
gen, combined with super exchange of the unpaired electrons on Co!! through
the oxygen bridge would also explain the observed diamagnetism.) The simplic-
ity of the former explanation makes it the more attractive of the two.

The green complexes prepared by le— oxidation of the y-peroxo biscobalt
species are paramagnetic {u ¥ 1.6 BM), and may most easily be assigned as a
u-superoxo biscobalt(III} species with the unpaired electron residing principal-
iy in the oxygen w* orbitals {127]. A more historical formulation proposed a
mixed valence dimer [23] to account for the magnetic properties of the com-
plex. Such a formulation postulates an unusual Co!'V state, indicated below:
Com /'o‘_-':)\l".‘c»“r
This ambiguity has been resolved by a number of elegant ESR experiments
{7,78,123—128]. Typical spectra are given below for 2:1 and 1:1 systems
{Pigs. 4, 5).

For the 2 : 1 u-superoxo dicobalt complex, a well defined isotropic spec-
{rum is obtained at room temperature in agueous solution (0.2 M HCIO,),
consisting of 15 lines {(due to hyperfine splitting of the **Co nucleus) with a

g

alk

5 -5

Fig, 4. ESR spectrum of the 1 : 1 Co : Oz complex [Co{NHz)505 ] 3* at ~196°C. {Data
from Vansant and Lunsford [123]).

Fig. 5. ESR spectrum of [Cogr.ren202}5+ in 0.3 M HCIO,, 25.0°C.
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peak separation 4, = 10 gauss. Such a spectrum would be expected if the
two cobalt nuclei were equivalent {number hyperiine lines = 2af + 1, n = num-
ber identical nuclei, I = nuclear spin magnetic moment = 7/2 for %°Co}). On
this basis then the Co™—Co®V formalism may be discarded, as the cobalt nu-
clei are clearly magnetically equivalent. Furthermore, the very small hyperfine
splitting observed is consistent with localization of >90% of the unpaired elec-
tron density onto the dioxygen bridge [127]. (By contrast, for simple Co™!
complexes in the absence of oxygen, pooriy resolved spectra with hyperfine
splitting A = 10Q gauss are obtained [127]). These results have been extended
using 170 Izbelled oxygen. The 70O hyperfine structure is consistent with such
a formalism.

Mononuvclear species have been similarly characterized [43,44,52—54,123—
125,129—7331]. They are paramagnetic, as might be expected if assigned as Co™
—07 superoxo complexes. ESR has served as an invaluable tool in their identifica-
tion and characterization. The complaxes exhibit a well defined 8 line *°Co
hyperfine spectrum {consistent with their mononuclear character) with peak
separation of 10—12 gauss {~12 cm™!), implying a bonding mode very similar
to the u-superoxo bridged dimers.

170) labelling has shown the two atoms of bound dioxygen o be equivalent
in solution {52,125}, which is unexpected for hinding of the metal to a ter-
minal oxygen. The equivalence may be due to a rapid equilibrium between
two bent conformations in solution. In frozen solution, or solid, non equiva-
lence is restored, as expected {123}. The percent electron density on the diox-
ygen moiety is >90% but cannot be accurately calculated due to overlap of
39Co—170 lines. Recently, Tovrog and Drago [53}] have challenged the Co!¥f
formalism, based on studies of a carbomonoxy adduct of cobait which ap-
peared to exhibit a very similar spectrum to the dioxygen adduct. As no rea-
sonable Co'®—CO™ form could be expected this result cast doubt on the
validity of the charge separation. Further studies by Basolo and coworkers
[129] have revealed Drago’s spectra to be the result of residual Oy contamina-
tion, as the cobalt porphine complex investigated has little affinity for carbon
monoxide, but high oxygen affinity, in common with most five coordinate
cobalt porphine complexes {130].

Relevant ESR data from a number of investigations is summarized in Table
6. It might be emphasized, however, that the formulation is primarily a con-
venient visualization of bonding in the complex, and all resonance forms pre-
viously given contribute to the observed properties. The particuiar amount of
electron density transferred to the oxygen moiety will depend on the ligands
complexed to the cobalt center. In this regard, recent investigations by Pratt
and co-workers [131] of the *eis effect’ in cobalt dioxygen complexes may be

_evaluated. The effect of varying equatorial Schiffs base ligands on cobalt hy-
perfine splitting (ACo) has been rationalized in terms of decreasing donation
to the axial dioxygen through Co. An alternative but closely related explana-
tion may be proposed in which the equatorial ligands which have significant
T acceptor properties compete with dioxygen for the available electron densi-
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TABLE 6

ESR data for some cobalt dioxygen complexes

Complex Liso & g1 A Agp A Reference
Binuctear.
TrenCoOsCotren 2.03 10.4 81
SdtmaCo05Cosdtma 2,03 11.0 81
TrienCoDgCotrien 2.03 i1.0 81
TapCoQgsCotep 2.03 10.9 31
Pya{D2H2)}2Coa09 2.03 12 7
Dien{en)CoOsCodien{en) 2.03 11.0 78
{(CN)5Co0zCo{CN), 2.02 8.n 83
{NH3}5C00:Co{NH3}s 2.03 11.4 127
Mononuclear.
Py{DoH2}C00o 2.01 2,06 2.00 8.5 16 12 7
Vit Bya{r}Oa 2.02 2.07 2.00 12 16 13 7,56
BAECoOg 202 2.08 1.99 13.7 19.6 10.7 131
SalenCoO3 2.02 2.08 1.99 13.0 17.5 10.8 131
AmbenCoOg 2.02 2.08 1.99 12,9 18.2 10.3 131
SalophCoOsn 2.02 2.08 1,99 12.1 16.8 9.8 131
OeporphineCoQy 2.02 2.08 1.99 12.1 19.6 8.4 131
NapsalenCoQg 2.02 2.07 1.99 121 16.8 9.8 131
AcacenCopyQsg 2.08 1.99 19.6 10.7 43
PasCoOn 2.07 2.00 15.9 8.5 63
TppCaO,L 2.07 2.00 18.3 14,2 59
L = 4-aminopyridine
Co{NH3}.O9 2.07 2,00 17.7 15.6 121

ty. A similar phenomenon has been found by Walker [132] in that strong
accepting solvents (e.g. trinitrobenzene) compete with oxygen ror the sixth
position in cobalt purphines. S8imilar solvent effects have been noted elsewhere
[133]. This effect of ligands on electron transfer is underscored in crystallo-
graphic studies of the dioxygen complexes (Figs. 6 annd 7). These results are

suramarized in Table 7.

It is worthy of note that the bulk of crystallographic data is consistent with
a trans configuration of the cobalt nuclei about the dioxygen bridge, rather
than the skewed arrangenicnt suggested by Vleck [9b]. The early crystallo-
grarhic investigations which suggested such an arrangement {134} have been
shown to be erroneous {135]. The O—O bond distance for the diamagnetic u
dioxygen {u peroxo) complexes is generally of the order of 1.47 &, consistent
with the peroxo formulation {O—0O in Na;Op = 1.49 A) with a non planar ar-
rangement of the Co—0—0—Co grouping as in H,0,. For the p-supernxo com-

plexes, the bond distances eorrelate well with the

= struetursl assignment

{(O—0O=1.354Ain [(NH3)5C0~O~—O—-CO(NH3}5]5*, 0—0=1.33 A in KO,) and
the coplanar arrangement of the Co—(O—0—Co group is consistent with the
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Fig. 6. Crystai structure of [Cos(CN}1502]K. {Data from Franezek and Schaeffer [1391.}

bonding requirements of O35~ (partial sp® character). On the latter point of
planarity vs. non planarity it has recently been found that the nlanarity of the
Co—Q—0—Co group depends strongly on packing forces, and thus must be
interpreted carefully [140Q].

Co—N bongd lengths are very similar to those found in simple Co!!
complexes. For Co(salen)dmTf, the situation is not so simple, as might be ex-
pected from ESR results. Here the non planarity of the grouping is consis-
tent with peroxo character (although packing forces might enter here) while
the O—O bond length is quite short {(1.37 A) implying less than total delocali-
zation of electron density on to the oxygen bridge. We feel these results might
be easily explained by considering the eleciron withdrawing effects of the
equatorial ligand, consistent with the earlier observation that o donating
groups increase peroxo character, and electron withdrawing groups decrease it.

Fig. 7. Crystal structure of [Co(bzacen}{p¥}(0s]. {Data from Rodley and Robinson [50].}
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TABLE 7
X-ray data for cobalt dioxygen complexes
Complex 0—0{A) Co—0-0 Co—0 Reference
Peroxo.
[{NH3)10C0902](5CN)g 1.65 112 1.83 134
[(NH3}30C050421{504)2 1.47 112 1.88 76, 135138
{non planar}

[{en}4CogOsNHs [{SCN}3 - HaO 1.46 110 L.87 117
[(dipsalenCo)202]CSH5CH3 1.45 118 1.93 136
[{salenCo)pOo jdmis 1.34 120 1.91 101
[Coo{CN)1002 JKg 1.45 1.99 139
[FsalenCaOaCoF=alen {(Ha)] 1.31 120 1.90 142
Hydraperoxo.
{(en)4Cox(Q2 H)NHy }

{NO3z}, - 2Ha0 1.42 115 192 143
Superoxo.
[{NH3)}aCos0sNH3 [{NO3}4 1.32 120.8 1.87 116

{planar}

[{en}4Cos0sNHg [{NO3)4 1.36 119 {planar} 143
[{NHal10Cop0q J504{HSO )3 1.31 118 (planar) 137
[Cog{CN)10021Ky 1.26 1.94 140
1:1 complex.
[Co{bzacen){py}Oal 1.26 126 1.86 50
[Co{acacen}py}Os] 1.95 143
[{CaHg)aN 13 Co({CN}xO5] 1.24 153 1.91 230

Similarly, Schaeffer and others have recently investigated the structures of
analogous u dioxygen bis(pentacyanocabalt) complexes with interesting re-
sulés {139,140]. For the u superoxo complex an O—O bond length of 1.26 A
was found much shorter than that for the corresponding ammine (ef Table 7).
This result may be raticnalized by considering a competition of CN™ and O3
for the available electron density, as CN™ is a good & acceptor. Consistent with
this interpretation are quite long Co—O bond distances (1.94 A vs. 1.88 A for
the decaammine). In this light, the small A ¢, in [C0CN;4051%* should be re-
interpreted not as high electron density on O3, as originally thought [93] but
as delocalization of electron density onto the CN™ ligands.

It is unfortunate that crystallographic results from a wide range of com-
plexes are unavailable, particularly for the dibridged comgiexes. In the ab-
sence of such data a rather sensitive probe, which has only recently yielded
valuable information on the nature of bonding in the complexes, ic vibrational
spectroscopy. The oxygen linkage is highly symmetric in these complexes,
thus simple stretching modes might not result in an appreciable dipole mo-
ment change. In accerd with this, oxygen stretching modes have not been reli-
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TABLE 8

Vibrational spectra of dioxygen complexes

Complex Yo, {em™1) Voo—o (em™ 1) Reference

li-peroxo dicobalt single bridged.

{solid) S0R 145
f(hist)sCo 1202 BO5 145
{{salen)aCo0]0q 565 144
Dibridged complexes,
[(his}sCo]2020H 790 145
[{NH3}4Co]20aNH, 793 145
p-superoxo dicobalt complexes.
[(his)aCo1202 1120 145
{{NHa)SCohOz 1122 146
H{CN)}gCo]a02 11064 493 146
Dimeric biological comnplexes.
Oxyhemerythrin 844 147
Oxyhemocyanin 742 148
Mononuclear species,
[Co{hzacen}L }Op 1128 413
[Co{acacen)L g 1140 43
[Co{mesoalen}L}Oq 1128 43
{CoHbIO, 1105 ¢
{FeHb]O, 1107 149
{FeMb]O2 1103 150
Fe “picket fence™ 8P 1385 151
Representative dala for oxygen.
Os 1556 152
Oz("A} 1483 153
KOg 1145 152
NagOg 738 154
NH,4HOq 830 152

A *picket fence™ = meso tetra{o,o,o 0-0-pivalamidephenyi} porphine. N-methyiimidizole is
incorporated as an axial ligand.

b This stretch has recently been shown to be an artifact arising from physisorbed oxygen
and should thus be disregarded.

ably identified in the IR, although a Co—0O, stretch has tentatively been as-
signed [144].

The use of Raman spectroscopy has alleviated this difficulty and 0—O
stretching modes have now been positively assigned for several u-peroxo [145]
and u superoxo [146] complexes. The stretching frequency (v = 900 cm™!
for g peroxo and ~1100 cm™? for i superoxo) fits quite well within the range

expected for such groupings {cf. KO, vg, = 1145 cm™! NH,HO, vO, = 820 cm™1).
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The Co—N stretching frequencies are also consistent with appreciabie Co™
character at the metal center {Table 8).

It is interesting to note that while little difference was found in the O—0
distance for the monobridged (u O4) versus dibridged {u Oz, NH,) complexes
(cf Table 7), solution Raman spectra show a clear distinction, with vo, 10 cm™
lower for the dibridged complexes, corresponding to greater peroxo character
of the bridge. This interesting finding is consistent with the suggestion of
Martell and co-workers [110,1151 that dibridging of the complex tends to
“lock in” the dioxygen moiety. This point is more fully discussed in the dy-
namics section.

The v, vibrational band is in resonance with an electronie transition at
~350 nm in the visible spectrum. This peak, which is highly allowed (&> 10%)
is generally assigned to a I, - M charge transfer {(which for the bonding scheme
presented herein, may be visualized as transfer of an electron to the cobalt d,»
from the 7, O, orbital). This transition is responsible for the ubiquitous vel-
Iow-brown color of the bis cobalt y peroxo complexes and serves as a finger-
print in the UV for identifying g peroxo complex formation {100,102]. De-
pendent on the nature of the ligand, the band maximum shifts slightly from
~360 nm in the case of simple polyamines and amino acid complexes to ~390
nm for pyridyl systems [82,108].

In this latter case, it is not entirely clear whether the 390 nm band repre-
sents the actual charge transfer band, or simply a d—d transition of proper
symmelry to steal intensity from the CT band. Empirically, it has been noted
that mono {(u0Q%7) bridged complexes generally exhibit two maxima at ~300,
330 nm * while dibridged (u(Og, NHj,) and u(O,, NH}} complexes exhibit a
sirgle maximum between 350—360 nm [92,81,99,155,156}.

Of secondary interest are the Co!!! like transitions at ~510 and 620 nm
which are guite similar to those observed in simple Co'™ chelates, supporting
the ground state formalism. However, recent thorough spectral studies of the
Cea(phen),Q,0H system show ligand bands intermediate to those observed
for Co!! and Co'™ systems [108]. On oxidation to the g-superoxo species, a
complex snectrum characterized by highly allowed bands at 670700 n.n,
~47C nm and ~ 300 nm are found, corresponding to the strong green color of
the complex.

The spectra of the superoxoc species have been shown to be highly dichroic
J145]. Here, the 670 nm band is a *‘fingerprint” for these complexes, as few
Co™ complexes absorb strongly in this region. Further d—d bands in the near
IR have been reported for salen cobalt oxygen complexes [156].

Spectra of mononuclear Co—0, adducts are less well characterized, as d—d
bands are generally obscured in these complexes by strong ligand bands. Re-
flectance spectra of {Co(en),(0,]** should prove interesting in this regard.
Several theoretical treatments of the spectra of cobalt dioxygen {primarily pu-
mng may be explained as a splitting of the Og 7 and 7% levels into in-plane my,

end out-of-plane 7, components. For the dibridged complexes, with smaller allowed di-
hedral angles, this separation will be reduced and thus only one band is observed | 229]
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superoxo) complexes have appeared {156—165,16,17] often with contradic-
tory results. A definitive treatment has yet to appear, particularly for the u-
peroxo and mononuclear complexes *.

In an attempt to define more closely spectral assignments, CD spectra have
been obiained for several Schiffs base {156,162} and polyamine [121,163]}
oxygen carriers. These results suggest that the peak at ~1000 nm should not
be assigned as a d—d transition. For the {Lpn}),;Co,0, complex, an absolute
configuration of AA has been assigned [156]. Further studies in this area
could be of value, particularly in the assignment of u-peroxo and mone-
nuclear complexes.

In order to quantify the ““oxidized cobaltreducad oxygen® formalism,
these systems have been studied polaragraphically [143,166—171]. These
studies have reinforced the (Co!l!—03} concept. In particular Vleck {171] has
found the y-superoxo decarnmine cobalt{III} complex to be more stable than
the corresponding u-peroxo complex, in acid media. Such “stability™ is ques-
tionable however, as it is a function of the medium. In acidic solution, the
superoxo species is stable, whereas in hasic solution it is rapidly reduced to the
y-peroxc complex, even in the absence of conventional reducing agents {166].
More interestingly, Basolo and co-workers have found an apparent correlation
between redox potential of the dioxygen complex and oxygen complex stabili-
ty [43], for a series of mononuclear complexes, as suggested by the “internal
redox™ model ¥*.

{ii}) Dynamics of the oxygenation reaction

In summary, the physical methods outlined have provided a framework for
understanding the interaction of dioxygen with cobalt. A quantitative under-
standing of how these factors are reflected in the formation and reactivity of
the dioxygen species has been obtained from recent studies of solution dynam-
ies. Wilkins and co-workers have provided definitive kinetic support for the
mechanism of oxygen complexation in the p-peroxo systems [19,79,85,90,
91,109,112] as outlined helow.

CoL + Oz CoLO,

]
CoLO;, + CoL h‘—_i CoLO,CoL

-2

Since as already discussed, the y-dioxygen complexes have characteristic L. -~ M
CT bands in the 360—390 nm range, the reaction zan conveniently be fol-
lowed by monitoring this band. As these reactions are generally quite rapid

* Assignments for L-peroxo complexes have recently been made by Miskowski et al. [229]
and by Bogucki et al. {108} with essentially identical resulis. Recent studies of the 1: 1
dioxygen complex of pentacyanacobaltate{Il} show the spectra to he essentially the same

as those of the binuclear *superoxo-bridged” dioxygen complex of pentacyanocohaltate(II},
implying a minimal perturbation by the second cobalt. The spectra may be assigned [231]
with some modilication following the assipnments of Gray and co-workers [229—231] for

the binuclear complex.
* An excellent review of this type of dioxygen complax has recently appeared [233].
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(¢1y2 << 10 s) a stopped flow system is required for the measurement.
For the mechanism given, assuming a steady state in CoLO, and following
initial rates so that the term &£__ [CoL.O,CoL] is small, we have

d[CoLO,CoL] klkz[COle[OQ} _h
dt " k_y+ ky[CoL] o [O2]

under conditions generally chosen, {Col.] >> O, (pseudo first order) and
ko[CoL.] >> k_; so that the expression reduces to a first order dependence on
[CoL]
d complex

ar = k1[CoL1[O,]
and k; is obtained directly. If [CoL] is small so that k; [CoL] is not dominant,

the rate terms may be obtained graphically [{8§5,90,91] by plotting [CoL1/Robs
vs. 1/fCoL}] giving %, and ki kg/fe 4. If 2_, can be determined independently

TABLE 9
Kinetic parameters for the oxygenation reaction at 25°
Complex Ry(M— 2 secﬂl) oo AHd  Asd Reference
(sec 1) {eu)
Coftrien) 2.5 x 10% 0.45 7 -~15 112
Co{trien}(OH) 2.8 x 10° 0.46 112
Coftep) ~10% 18 +9 112
Co{histamine)y 1.8 x 104 79
Cofen)s 4.7 x 10° 0.015 15 +19 79
Co{Lhist)s 3.5 x 103 0.47 5 25 90
Co(LhistH)a ® 2.6 x 109 91
Co(glygly)s 1.0 x 10 50, 98
Co(glyely) > 104 a8
Co(Lcys)s 2 x 108 19
Co(DLbhist )g 7.6 x 103 0.04 90
Coftren)? 2.8 x 10° 0.4 113
Co{sdtma)P 3 x10? 0.6 114
Co{udtma)P 1.4 x 104 0.3 114
Co{dien} <100 79
Cofdien); 1.2 x 109 0.016 10 —12 79
Co{amp)g 720 6 —25 T3
Co{amp); 47 79
Co(sedda)P 25 115
Col{uedda)® 22 115
Co{NHj)s 2.5 x 10* 56 4 —25 77
Co{pts) <100
Coltrpy }(bipy}?¢ 1 x 105® ~0.5 82
Co{trpy)}ophen) B¢ 8.5 x 10°% 0.5 82
2 Tetrahedral species.
br=01M.
SN2 sec—L

d]=1—2 M except where noted.
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{by decomposition of the fully formed complex with dithionite, EDTA or H*)
a measure of the overall equilibrium constant Ko, = k,k2/k_;k_; can be ob-
tained. Values obtained in this way are in good agreement with other methods.
These resulfs have been extended to a number of different complexes in our
own laboratory [98,113,115,108]. The kinetic results of all workers are sum-
marized in Table 9.

Recently, Huchital and Martell {82] have described the kinetics of dioxy-
gen complexation by the trpy-bipy and trpy-phen cobalt mixed ligand sys-
tems. Here, a second order dependence of Col is observed implying k_,
>> Ra[CoLli.e. a rapid pre-equilibrium is obtained. Activation parameters for
the reaction have been obtained for a number of systems,

As can be seen, rate constants and activation parameters are generally simi-
lar in magnitude, implying a common process of H;0 replacement by oxygen,
dominated by H,0O exchange, but are smaller than the rates of ligand replace-
ment for simple Co!! systems (e.g., Co(NH;3)}:H.O + NHj f,‘ Co(NHa)g, k1 = 10%)
[172] implying stricter orientation requirements. Interpretation of the rate
constant k_, is somewhat less straightforward, particularly for complexes in
which secondary bridging may be involved [12,79,113,115].

An exhaustive study of one such dibridged complex (CotrienO,0HCotrien)
has been reported [112]. Here the mechanism supported by pH dependence

of the rate is

CoL2* + O, = CoLO3Z*

CoLO%* + Col?* = Hzo‘fCoLOzCoLHgO‘“
HOColL.O,CoLH,0%* = EOCoLO;Col.OH?*
C‘ongOHCoLa+

in which the secondary bridging is a slow, first order, intramolecular process
subsequent to the initial oxygenation and dimerization [112,113], so that the
initial oxygenation rate (k,) may be observed independently. Here, however,
decomposition experiments performed by plunging the formed solution into
a low pH buffer [79,112] are complicated by the presence of the hydroxo
bridge as the observed rate probably incorporates breakup of the hydroxide
bridge. Thus the £_5 values obtained in this way must be cautiously inter-
preted. ) . L R i .

In conjunction with the kinetic studies, a number of equilibrium studies
kave been carried out to define the salient factors contributing to.dioxygen
complex formation and stability. A number of methods have been utiljzed in
these studies including oxygen pressure measurements -(l:_loth Warburg {367
and polarographic [79,115]}), spectral measurements [115,106} and potentio-
metric equilibrium methods [82,98,102,104,108,100,113—115}],

Of these, the most powerful technique, where applicable, has been the po-
tentiometric equilibritm method. In this method, competition is set up be-
tween proton and metal for the basic ligand groups (e.g. amines}. From the
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Fig. 8. Potentiometric equilibrium curves for the cobalt system at 25°C, u = 0.1 M (KNOy).
L =] gand alone; N2 = 1 : 1 molar ratio of ligand to cobalt under an inert atmosphere; air,
0o = 1: 1 molar ratio of ligand to cobalt under air, and pure Og respectively; a = moles
base added per mole ligend.

observed {H*] concentration, the amount of metal—ligand species in solution
mey he calculated, if the ligand acid dissociation constants are accurately
kna wvn, simply by setting up and solving the appropriate charge and mass ba-
lance ¢quations. By performing these studies in the presence 2nd absence of
oxygen, the relevant equilibrium constants may he obtained.

Typical sesultant equilibrium curves are given in Figure 8 for the Co(sdtma)
system *. T'wo points of particular interest are demonstrated in the curves. First
of all, the stoichiometry of the complex can be assigned by noting the break
that occurs at 4.5 equivalents of metal complex, one extra equivalent of base
for every two equivalents of metal complex, over and above that required to
neutralize the ligand. This result is highly suggestive of formation of a dibridged
p-peroxo—u-hydroxo bis cobalt system as the final stable product in solution.
Such complexes have been isolated and characterized by analysis and spectral
techniques [86,113—115]. Although no structural determination is available,
they are anilogous to the well known u-peroxo—u-amido complexes [116
—122]. p-Hydroxo bridge formation has been shown to occur whenever two
cig sites are available on the metai—ligand complex.

This peint has often been overlooked in assignment of structures [107,793]
and interpretation of kinetic [79} and thermodynamic data {106]. For exam-
ple the slow decomposition processes observed by Miller et al. [ 79] for the
Co(en}, and Co{histamine}, system and ascribed to ligand bridging are more
probably due to hydroxo bridging. Similarly, while Nancollas recognized u-hy-
* Fallab and co-workers have recently deseribed dioxygen complexation by Co{dtda) in
which a secondary u-hydroxo bridge is formed at high pH [235}]
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droxo bridging in the Co(en), dioxygen complex, it was ignored for the Co-
(histamine)/dioxygen system {106]. Similar examples may be found in the
“non stoichiometric reactions” of Co + en [173], and studies of Co(bipy).
[107], and others. Even the well characterized Co(histidine), system has been
suggested to undergo olation at high pH [92].

Thus, such dibridging must always be considered wherever two cis sites
can be made available at the metal center. The effect of dibridging seems to
be to “lock in™ the dioxygen bridge more tightly, perhaps by restricting rota-
tion. Thus oxygenation of some cobalt polyamines (e.g. Co(tren)) is revers-
ible within the buffer region, where significant amounts of the monobridged
species exists in the equilibrium

H,O + CoLO,CoL = CoLO,0HCoL™ + H*

but not at kigh pH, where the olated species is present almost exclusively.
Physical evidence for the “locking in” process has been found in vibrational
spectra, as previously discussed.

A second important qualitative observation is the displacement of the equi-
librium curve obtained under oxygen below that obtained under nitrogen, im-
plying much stronger competition by the metal for the ligand in the metal di-
oxygen complex than in the simple metal—ligand complex. This observation
is most easily explained by considering the effect of partial transfer of an elec-
tron from cobalt to dioxygen. The increased effective charge (Co'!! character)
of the metal would enable it to compete more effectively with protons for the
nucleophilic ligand; thus cornplexation would occur at a lower pH.

This qualitative observation is amenable to quantitative testing. If this
mechanism is operative, as the cobalt center becomes more strongly electron
donating to the electrophilic oxygen, the stability of the complex should in-
crease. Such an effect might be expected on increasing the o donating ability
of the coordinated licand {as measured by the ligand pK’s) for a group of li-
gands without significant m donor or acceptor properties, so that ¢ donation
can be evaluated independently. The results of such an analysis [174] are
given in both tabular (‘Table 10) and graphical form (Fig. 9) for a series of di-
bridged complexes.

_ [MLO,OHML][H"]
[MLJ?[O:]

Q2

Considering the crudeness of the approximation, the observed fit is quite
remarkable and offers substantive, quantitative support for the chemical rele-
vance of the Co'''—0Q2Z—Co'™ description. It is unfortunate that limited data
for non hydroxo bridged u-peroxo complexes are available, so that the oxygen-
ation reaction cannot be evaluated in the absence of the olation reaction over
a wide range of compounds,

One system for which it has been possible to separate the olation and oxy-
genation reactions is Co(bipy), [108]. The chelate forms completely at low pH
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TABLE 14

Correlation of stahilities of dioxygen compiexes of cobsalt with basicities of ligands * {174 ]

Lizand T pK,Pb Log K,fmx Log Ko,

Dibridpged {monchydroxo) species.

Sedda 16.2 11.2 —4.1
Uedda 16.7 11.6 —5.4
Sdtma 25.3 12.3 2.3
Udtma 24.6 121 2.4
Dijan 23.2 8.2 1.1
Trien 28.7 10.4 6.1
Tren 30.5 12.3 4.4
En® 35 10.7 10.8
Histamine © 32 8.0 8.5
Hedien© 22.5 7.9 1.5
Monobridged species.

Tep 34.5 13.2 15
Dgenta 44 8.5¢ 14.5
Trpy(phen} ~13 6.63¢ 6.3
Trpy(bipy) ~12 5.38°¢ 54
Histidine © 30.4 13.9 6.6

2 All measurements made at 25 + 0.1°C and ionic strength of 0.10 adjusted with KNQg.

b ¥ pK, is summation of pK s of all donor groups of ligands coordinated to cobalt(II) ion.
© Data given are for 2 : 1 complexes.
¢ Recalculated from Ref. 14 for Kqg,;= [MLPL_zozu‘ILH__zlj[MLH_z] [O2] assuming step-
wise amide deprotonation, 2!{1 =12, pKqg = 14.
€ For reaction for Co{trpy)*" with second ligand.

and in this buffer region complexes a small constant amount of oxygen in a
pH independent reaction {measured nolarcgraphicaily}).
2ZMLy + Oz = (ML33}0,

After neutralization of the original ligand protons however, a new huffer re-
gion emerges, with concomittant formation of a deep brown oxygenated com-
plex. Within this region oxygen uptake is markedly pH dependent, suggesting
forruation of a u-hydroxo bridge, which, as discussed, pushes the equilibrium
toward greater dioxygen complex formation.
The relevant equilibrium constants
[MLO,ML] fMLO,OHML}{H*]
°2 = MLF[G;] ™ K0T T MLPIO,]
2 2

may be combined to give the equilibrium constarit for the olation reaction

[MLO,OHMLI{H"]
{MLO;ML]}

Kou =
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Fig. 9. Correlation hetween hasicities of the auxiliary ligands (measured by ¥ pK's) and
the stahilities of the dioxygen complexes formed by cobaltous chelates of these ligands:

t=250°C, 4= 0.1M(KNO3).

For the Co(bipy)s system log Koy = 6.7. Such a low hydrolysis constant is
consistent with considerable, but not total, Co'* character.

Similar analyses of basicity vs. oxygen affinity based on somewhat more
limited data have been undertaken for some mononuclear oxygen complexes,
in which the equatorial ligands are held constant and the axial ligands varied
[43,58,60], and vice versa. Although these results have been the subject of
controversy {176,176] they are probably valid. These results are compiled in
Table 11.

Using the Gibbs—Helmholtz treatment, equilibrium data obtained at vari-
ous temperatures have been used to derive thermodynamic parameters AH and
AS8{113,79]. Recently calorimetric technigues have also been applied [106,
33]. These data are summarized in Table 12, The most striking feature of the
results is the highly negative values of AH and AS. The negative entropy term
probably arises from the loss of transiational and rotational freedom of oxy-
¢en on binding, whereas the highly exothermic AH value can be accommo-
dated by consideration of the simple energy cycle [108]. For the mononuclear
systems, AH essentially parailels the basicity of the ligand, whereas AS {and
thus Kg,) exhibits marked varietions dependent on a number of factors, in-
cluding steric effects [43]. Increasing ligand 7-donor ability also increases
oxygen complexation markedly [233], as noted in the interpretation of X-ray
and ESR data herein.

One limitation suffered by the potentiometric method, and to a lesser ex-
tent in all equilibrium techniques, is that a long term stable equilibrium is re-
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TABLE 11

Eguilibrium data for mononuclear cobalt—dioxygen complex formation at 293 K
Complex Log Ko, ® Log Ko,® Reference
Col(acacen)py —3.Q 2.0 43
Co(phacacen)py —3.7 1.3 43
Co{meacacen}py ~-3.5 1.5 43
Co(sacsacen)py —4.1 0.9 43
Co{benacen}py —4.0 1.0 43
Cao(benacen)nBuNHs —2.8 2.2 13
Co(benaceniBulNHay —4.0 1.0 32
Co{benacen)secBuNHy —3.3 1.7 43
Co(benacen)NMelm —3.0 2.0 43
Cof{benacen)SCINMeIm -—3.1 1.9 43
Co(benacen)pip —3.2 1.8 43
Co{benacen}3,4Lutidine -—3.6 1.4 43
CoPDMF -—4.7 0.3 60
CoPpy —4.7 0.3 6C
CoP4tBupy —4.9 0.1 60
CoPlm . W 0.8 60
CoPNMelm —4.1 0.9 60
CoP4NHapy —4.2 0.8 60
GCoFpip —4.2 0.8 6J
Cobaltomyoglobin {whale) —1.7¢ 4.3 69
{ferro)mycglobin{whale) +0.1¢ 6.1 69

2 Ko, = [CoLO21/[CoL]PO,;

b Ko, = [CoLl/[CaL][02];

¢ pH = 7.0, phosphate buffer. Standard state for POg = 1 {orr; toluene solution except
where specified. Solubility of O3 from International Critical Tables.

quired for accurate rneasurements, whereas all the cobalt dioxygen complexes
are subject {o irreversible decomposition to mononuclear Co*! products. For
a number of cobalt polyamine dioxygen complexes {e.g. Co{en),, To(trien),
Co{tren}) the intermediate dioxygen compiex is stable enough to be readily
examined by potentiometric methods. For other complexszs, incluzding most
peptide and amino acid complexes, the irreversible reaction is quite rapid (e.g.
t1;2 < 5 min for Co{glygly) at pH 9) precluding the use of potentiometric
methods. In these cases, a polarographic oxygen sensor with a fast response
time (>90% in 10 s} can be utilized to obtain useful, although less accurate,
data. The precise mechanism of the conversion of binuclear oxygen complexes
to mononuclear products is still unclear (Table 13).

For a series of dipeptide complexes the rate appears to be first order in
both complex and H* [100] whereas cobalt polyamines are more stable at in-
termediate pH but decompose rapidly above pH 12 [103] and appear to fol-
low complex kinetic schemes [81,84,94,108,177}. The overall oxidation pro-
ducts have not been fully characterized. One possible scheme involves proton-
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TABLE 12
Thermodynamic parameiers for the oxygenation reaction of cobalt complexes

Camplex AH kecal/m  AS (eu) Method b Reference

2 :1 Complexes.

Cothist), —30.1 —70 calorimetric 106
Cof{histamine)p * —29.4 —49 oxygen uptake 106
Col(en), —29 —65 calorimetric 106
Ca(tren) —32 —100 potentiometric 113
1:1 Complexes.

Co{salen }DMSO ¢ —16 —41 spectral 43
Co{acacen)py —17.3 —73 ” 43
Co{phacacen}py —16.3 —72 »” A3
Co(meacacen)py —15.6 —69 b 43
Co{sacsacen)py —13.3 —64 » 43
Ca(benacen)py —16.6 —75 » 43
Co(benacenmBulNH2 —17.4 —~72 o 43
Co(benacen)iBuNH, —18.0 —80 * 43
Co(benacen }secBuNHa —17.8 —16 » 43
Co(benacen }NMelm —17.5 —73 » 43
Co{benzcen}5CINMelm —17.5 —74 " 43
Co(benacen)pip —16.7 —-72 " 43
Co{henacen}3,4Littidine —16.8 —T4 » 43
CoPDMF —11.0 —59 " &0
CoPpy —9.2 —~53 » 60
CoP4tBupy —9.8 —56 * &0
CoPIm —11.3 —58 » 60
CoPNMelm —11.8 —59 » 50
CoP4NH,py -9.9 —53 » 60
CaPpip —9.0 —50 » 60
Cobaltomyoglobin (whale)d  —13.3 —~53 ” 69
{ferro}myogliohin {whale} 4 —17.5 —59 > 69

8 QOH ~ bridging not considered.

b AH AH values calculated from temperature coefficient of AG, except for those labelled
calorimetric.

¢ DMSQ solution.

4 nH 7.0 phosphate buffer. Standard state for POg = 1 torr; toluene solution excent where
specified.

ation of the dioxygen bridge to give H,0, and 2Co* L.
CoLO,CoL + 2H » 2CoL + H,0,

For the Co,(CN);,0, system quantitative production of H,O, has been observed
[87]. Such an observation in other systems may be hampered by further reac-
tions of H,Q, including oxidation of the ligand [84].

It should be noted that several possible schemes are available for decomposi-
tion, as evidenced by the wide range of pH dependence of the rate, Whatever
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TABLE 13

Rates of the reaction CoL.O5Col. —~ Co'L =

Complex ty2 Reference
(Co{orn)2)202 800 min 95
{Caosedda);0,0H 7 hr il
{Couedda)a0,0H ~24 hr 77
{Cosdtma)2020H >6 months 77
{Coudtma}s0;0H >6 months 77
{Cotren)p020H ~4 months 77
{Colglygly}z}a0Op 40 min 99
~ 5 min 100
{Co{histgly}p)}202 7 hrs 99
] 40 min 100
{Co(dien}a}209 18 min 99
{Cothistinamide)q}aOg 6 hr 99
(CO(egCinamideja}zog 4 hr 99
{Coglyhist }50,0H 7hr 99
3 hr 100
(Co(dapia}2aOa 24 hr 95
{Colen)z}a020H 8 days 99
{Cofhis)u}a0a0OH 12 days 99
(Co(glyala}s}aOo 10 hr 99
10 min 100
{Co{glyval}a}aCO2 3 months 09

a Approximate conditions, 1 x 103 M, pH 9—11, 25°, for reactions from ref. 99 only.
Original papers should be consulted since rates are strongly pH and concentration depen-
dent. The apparent inconsistentcy in the rates may he explained by sequential reactions: a
fast oxidation followed by a slower substitution reaction of the cobali(II1} product {100].

the precise mechanism, the dioxygen complex is believed to be an obligatory
intermediate in the standard preparation of Co!! complexes by air oxidation
[19,99]. Those cobalt chelates which do not complex oxygen (e.g. glycylsar-
cosine [99,100]) appear to be totally inert to air oxidation to cobalt!¥ gpecies.

In some cases, however, (e.g. Co{EDTA)*") evidence for the dioxygen inter-
mediate is minimal [178].

(iii) Reactions of dioxygen complexes

In order to understand the reactivity of oxygen complexes in biological sys-
tems, their reactivity o simple substitution and redox reactions must be de-
fined, preferably first in well characterized model systems. Some progress has
been made in this area, as coutlined below.

The obvious suggestion has been made [17,114] that the stability of cobalt
dioxvgen complexes relative to the iron and copper species is a kinetic pheno-
merion, reflecting the inertness of the Co'!! like metal center on dioxygen co-
ordination. While such an expianation may be partially correct, it does not ac-
count for the fact that dioxygen complexes of formally Crlil and Fe!* should
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also be guite inert from a simple crystal field viewpoint, whereas rdioxygen
complexes of these metals are in fact quite unstable,

More importantly, the limited data available on substitution chemistry of
cobalt dioxygen adducts shows them to be much more reactive than classic
cobalt{II]} complexes. For instance, acid hydrolysis of u-peroxo dicobalt deca-
amine is extremely fast, requiring a stopped flow apparatus for measurement
[179]. Similarly, data available for the deoxygenation reaction show it to be
quite rapid (¢,;» < 10 s for most complexes). This apparently contradictory
behavior may be rationalized by considering that the stable “cobalt{III)"” di-
oxygen compiex is in fact simply a resonance form of a labile cobalt{Il} spe-
cies so that reaction through the cobali(II} species can rapidly occur. Thus the
chemical lability of the complex may be ascribed to a2 rapid intrammolecular re-
dox reaction.

Shibahara and Mori [180] have studied the reactions of u-peroxo bis co-
balt decammine with a variety of substrates (NCS—, NO3, CN7). The reaction
pathway was found to be strongly pH dependent. Although reaction products
were characterized, no kinetic data were obtained. A more therough investiga-
tion oi thereactivity of these complexes toward substitution is warranted.

The redox chemistry of i dioxygen complexes has been more extensively
investigated by Sykes [120,122,181—183], and others [179,184]. A review of
earlier work is available [22] 50 that we will concentrate on more recent devel-
opments.

The p-superoxo species have been shown to undergo rapid one electron re-
duction to the pu-peroxo species, which in several characterized cases undergoes
further multi-step reduction [181] ultimately reducing oxygen to HoO.

While the u-superoxo species reacts by an outer sphere mechanism [179,
183], an inner sphere process has been postulated for the reduction of the u-
peroxo complex, as suggested by the relative rates for several u-peroxo ji-hyd-
roxo systems [184]. The scheme suggested by Sykes is reproduced below.

[LsCo—O—0O—CoLg]%* = [L;Co—O—O—CoL,]**
M
{outer sphere) Mt | kg
H
[LsCo—O~—M0 + D5+ & LsCo—O—0—M™*D" + CoL,
H
MY [ ks H*
[L5Co—O—M® + DT 4 4+ M +2 Co™ + 5 LH
b
OH
H* where M™** = Fe'l, Crl}, VI etc.
Ls;Co—OH

While the scheme given is that best supported by experimental evidence [184],
it must be regarded as tentative beyond the second reduction step, although
protonation rearrangement reactions of the type shown are well known. Rate
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TABLE 14
Redox chemistiry of some cobalt dioxygen complexes

Complex Reductant ki M~ sect Reference

L-peroxo complexes.

Cofen)y)a0,0H* Fe2* 630 184
23202

{Codien}yO,OH3* Fe2* 230 184
(Cotrien)0,0H3* FeZ* 35 184
{Cotep)oO3+ Fe?* ~2 184
(Cofen)s )2 0o NHZ" Cr?* 2000 181
p-superoxo complexes,

(Colen)z)a0,NHEY ol >10% 181

2

{Colen)2)203" Fe?* >8000 184
{Cotrien), 03" Fe?* 430 184
(Cotep)20F* FeZ* 380 184
{Co{NH3)5),03 Fe?* 0.03 183
{Co{NHz)4)20oNH3" FeZ* 25.2 183
{Colhipy)z )02 NHE* Fe?* 7000 122
(Co(phen)y },0, NHA+ Fe2* 10,000 122

constsitis k; and k. for some complexes are listed in Table 14.

The inner sphere complex is formed in the initial one electron reduction of
the u-peroxo complexes, and the g{OH, O3} and u{0,, NH:} complexes. Here,
the effect of dibridging seems to be to increase the reactivity of the dioxygen
moiety [181] by exposing the bridge to m:ore direct attack. While the p-amido
bridge would be expected to be more basic than the y-hydroxo, and thus less
stable in strong acid, the reverse is actually found. This apparent anomaly may
be understood in terms of metal proton cempetition for the bridging group.
Thus the very strong bonding of Co—NH3; more than compensates for the
high basicity of NH3 so that the equilibrium strongly favors cobalt binding
even in the presence of large H* excess,

In addition to these standard aqueous reactions, photochemically activated
redox reactions have been intensively studied for the y-superoxo species by
Valentine [185—187] and others [188,189]. Irradiation of the C1 band at
300 nm or of the d—d at 540 nm, which is mixed with the CT band, gives the
following reaction.

(NH3)sC00 ,Co(NH3)s — 2 » Co(NHg)sH,0™ + Co® + O+ 5NH;
H>0.H

The presence of anions leads to products of the type [Co(NH3)sX |2*, suggesting
formation of a penta coordinate intermediate [22,187]. Similar results have
been obtained for two series of monc and dibridged p-superoxo complexes
[187].
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Photochemistry of the corresponding g-peroxo complexes is less well invest-
igated.

One important area of dioxygen complex chemistry which has generated
particular interest is the oxygenase and oxidase activity exhibited by these
complexes. Although simple metal complexes exhibiting such activity have
previously been studied {16] the mechanisms involved were unclear, as the role
of oxygen can only be inferred kinetically {189]. Recently, however, several
well characterized Co—Q; complexes have been shown to exhibit oxidase [188,
190} and oxygenase [191] activity. A particularly interesting example is pro-
vided by the reaction Co,(glytrp)(0O; = Co(Ill)glykyneurinine, a model for the
kyneurinase reaction [234]. Both ternary complexes of the type L-—Co—0,
f194] (reaction 1) and Co—0—0—L [191,193] {reaction 2) have been pro-
posed as intermediate (where L is the reducing substrate).

A third intermediate type, in which no ternary complex is involved, has
been postulated [192] but these results are equally explicable by reaction
scheme 2. By utilizing this process, the unfavorable one electron reduction of
oxygen can be converted into a 2e™ process.

In the face of the wealth of data available for cobalt dioxygen compiexes
an attempt should be made to extend the understanding gained in these sys-
tems to the more complex enzymic systems utilizing iron and copper. In order
that reasonable comparisons might be made, it is necessary first to examine
the recent data obtained for similar model systems utilizing e, so that one
might not be misled into neglecting differences between the metals themselves.

Reaction 1
2

CoTSP + NH,OH — HOH,N—CoTSP 23 HO—N—Co{TSP)—0,
-+N, + HoO + CoTSP
Reaction 2

R

R
@\(©'+ Col + CO

fo
0\
0]

ol

C. IRON MODELS

Until quite recently, little work has appeared on iron-containing model sys-
tems. Early work by Corwin and Reyes with protoheme [195] has been con-
troversial, as with the Fe—DMG [196] system. In the early 1960°s, Wang [197]
incorporated ferrous porphines into a polystyrene matrix, resulting in a sys-
tem which could reversibly complex oxygen. This work demonstrated that iron
model systems for hemogliobin could be synthesized in a properly constrained
environment. Quite recently, the field of iron dioxygen complexes has gained
appreciable attention.
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The work described above with cobalt had suggested that mononuclear oxy-
gen complexes are stabilized in aprotic, hydrophobic environments in which
dimerization is inhibited sterically, or by use of low temperature. These same
conditions have been utilized as a means to prepare monomeric Fe—0O; com-
plexes with conspicuous success. A summary of this work to date is contained

in Table 15.

The success of this synthetic method has led to the understandable sugges-
tions that stable Fe—0, complexes require a hydrophobic environment, and
strict protection from dimerization, which might offer a pathway for irrevers-
ihble oxidation, This latter requirement is questionable in view of hemerythrin,
a biological oxygen carrier found in certain invertebrates, which is almost cer-
tainly dimeric [201]. Furthermore, the Fe—pts system appears to form a dimer-
ic oxygen complex [217,218] which is stable in aqueous solution. If valid, this
complex also violates the “hydrophobic rule”, This system is presently being

re-investigated by the authors.

Unfortunately, the mononuclear systems so far investigated utilize extreme-
ly similar equatorial ligands, involving substitution of the basic porphine riug.
Variations in axial ligand, however, as with cobalt systems, have yielded use-
ful data. Traylor and co-workers have shown that increasing the basicity of the

TABLE 15

Dioxygen complexes of iron(1l)

Ligand ¥ormula References
Biological complexes.
Hemaglobin, FeL, FeLOg 8
Myoglobin, Fel FaLOg 8
Cytochrome P450, FelL Fel.Op 198
Cytochrome g, Fel, FelLOgp 199
Cyiochrome ¢, Fel. FeLO3 200
Hemerythrin, Fel FeLOgFel. 201
Synthetic mononuclear complexes.
Frotoporphyrin IX, HoL; L’ = imidazole, 1-methylimidazole L'FeLOg 262, 203
Proioporphyrin dimethyl ester, H,L; L' = 1-butylimidazole L'FelOg 204
Mesopoerphyrinbis{3-(1-methylimidazoy}}propyllamide

HaL FeLOg 204207
Mesoporphyrin-3-(3-pyridyl)propyl ester, HoL, FelLOq 208
Pyrroporphyrin-3-(3-pyridyl)propyl ester, HaL Fel.Og 209
Pyrroporphyrinbis[3-{1-methylimidazoyl)propyl Jamide, HoL. FeLOs 208
Tetraphenylporphine, Hgl; L'FeLQ4 210

L' = pyridine, piperidine, 1-methylpyridine and in silica

gel matrix 210a
Meso-tetra{o,@,q,@ 0-pivalamidaphenyl}porphine, HyL FelLOo 211—214
“Capped’ porphyrin, CgaHgaN 02 FelOg 215, 216
Synthetic binuclear complexes.
Tetrasulfophthalocyanine, HpL LFeQgFel 217, 218
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axial proup results in net stabilization of the oxygen complex (indicated by
P;203, the partial pressure for half saturation} [204,208], as does increasing
solvent polarity, consistent with a dipolar Fe!!l-07 formulation [203].

in addition to 7 donating ligands, good o donors (e.g. t-butylamine} also
promote oxygen complexation when bound in an axial site, in accord with
analogous cobalt chemistry [202]. Although elaborate ligands which protect
the iron atom from dimerization [211—218] have been synthesized, much
less hindered {215] models appear to possess comparable stability [203,

210}. However, use of a covalently bound axial ligand has allowed an unequi-
vocal investigation of kinetic phenomena of oxygen complexation and dissoci-
ation, using flash photolysis techniques [209] *.

Further studies of thermodynamics and kinetics of dioxygen binding by fer-
rous model compounds would be very valuable, and will certainly be forthcom-
ing. These results do confirm, however, that oxygenation of ferrous complexes
proceeds independently of the protein, and that a major function of the pro-
tein is to inhibit irreversible oxidation. Limited physical data are available for
Fe—Oj systems, and are somewhat contradictory.

Vibrational spectral data, previously summarized in Tabie 8, have given 2
value of vg, of 1105 cm™1 in oxyhemogiobin but 1380 cm™! in the oxygenated
Fe *““picket fence”, the former suggestive of O™, the latter of ‘A singlet oxygen.
As this latter value'is now known to arise from an artifact [228] the former
bonding mode, more consistent with our arguments, shouid be assumed.

Mossbauer spectra for simple porphine Fe—Q3 complexes have been ob-
tained {203,212] which are very similar to those found in exymyoglobin, A
crystal structure of the FeQO, “picket fence” compound has been undertaken,
which clearly demonstrated bent bonding, as predicted from cobait models,
but disorder in the oxygen moiety prevented the obtention of a good O—OQ
bond length [212]. While changes in the Soret bands at approximately 450
nm have been used to characterize oxygenation, the spectra cannot easily he
interpreted in a more quantitative manner. For the dimeric Fe,pts,0a system,
however, it is obvious that spectra of the oxygenated complex much more
closely resembie the ferric form than the ferrous [77,218].

The majority of Fe—O, complexes are diamagnetic consistent with low spin
Fe" and A'O,, or Fe!™—Q3 with spin pairing of the odd electrons {either
through a super exchange-like process or accidental orbital degeneracy). As
previously emphasized, the true situation probably lies between these extremes,
more closely approximating to the latter,

A paramagnetic dioxygen derivative of ““Fe picket fence” has been prepared
[213] but O ESR spectra which might yield information on the degree of OF
character are not available. It is obvious that further studies are necessary with
the iron systems to clear up precisely the effects of ligand o and m donation
{and retrodonation) on oxygen complex stability, culminating hopefully in a

* Basolo and co-workers have examined the reaction Og + Fe{tpp)Lg = Fe(tpp}LO, and
found a 5-coordinate species to be the oxygen-active form {233}
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precise knowledge of electron distribution in such complexes. The role of sol-
vent environment in stabilization of dioxygen complexation, and of dimeriza-
tion in complex decomposition also remain to be elucidated fully. Far less has
been accomplished in studies of other relevant metal dioxogen systems.

D. COMMENTS AND CONCLUSIONS

F.ecent reports have appeared of oxygen complexation by Cr?* in zeolites
[219] and Cu! in a polymer matrix [220], but simple solution studies are non-
existent, although dioxygen intermediates have been implicated in autooxida-
tion reactions [15}. As before, these results supgest that stable monomeric ad-
ducts mighs be obtained by utilizing dilute low temperature reactions in
aprotic solvents, or simply by sterically inhibiting dimerization. Recently Mn?!
—TPP has been shown to interact with oxygen, presumably in an oxidative ad-
dition to vield Mn'™V—0% analogous to the Vaska complexes [221]. This mass
of data may be rationalized by application of a few simple principles.

First, the metal dioxygen reaction is best viewed as a considerable transfer
of electron density from the metal to the dioxygen, with scme retredative 51
bonding, i.e., the bulk of evidence indicates formal reduction of oxygen.
Secondly, the precise extent of this transfer will be determined primarily by
the ligands attached to the metal, and secondarily by the solvent environment.
Sigma donating lipands (e.g. polyamines, imidazole} will tend to increase the
transfer, while 7 acceptors will compete with oxygen for the available eleciron
density, thus decreasing the degree of bond formation.

This straight forward principle explains a great variety of otherwise diverse
data e.g. basicity stability trends [43,174—176], cis effects observed in ESR
[131] and crystallographic [139—141}] studies, as previously discussed in de-
tail. Furthermore it emphasizes a qualitatively simple but important distinc-
tion in enzymic systems. By varying the amount of ¢ donor and & donor and
acceptor characteristics of the ligands at the active site, the extent of charge
transfer from the central metal to the dioxygen and thus the extent of oxygen
activation will vary in a corresponding fashion. This redistribution of electron
density may be accomplished not only by changing ligands, but more subtly
by changing their orientation with respect to the central metal {222]. For
instance, conformational changes which result in different metal—ligand bond
distances will change the effective ligand field (and its donor acceptor capabil-
ities) and thus the degree of oxygen activation. Such a distinction easily ex-
rlains the drastically altered properties of mutant hemoglobins ¢(e.g. HbM
Milwaukee}, in which the distal histidine is replaced by TYR, as well as oifer-
ing a qualitative understanding of the activation of dioxygen in oxygenase and
oxidase enzymaes.

Considering the Fe™—03 model, tyrosine {tyr), which can act as a one elec-
tron donoz, offers a low energy pathway for iron oxidation:

Fel''—O3 + tyr— - Fe'™ + O3~ + tyr-
whereas simple superoxide dissociation
FEIIL_O;- - Feul + O;
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would be less favorable. Oxidation of hemoglobin in this way by phenols,
nitrite, and other one electron donors has recently been examined by Wallace
and Caughey [223].

As yet the precise influence of solvent effects on oxygen complexation is
unclear, although it appears (with the reservations already noted) that axygen
coinplexation is stabilized in hydrophobic environments. Thus, changes in resi-
due polarity at or near the active site could markedly affect the degree of oxy-
gen activation [223]. Quantifying these concepts awaits elucidation of the ac-
tive site of oxidase and oxygenase enzymes, coupled with synthesis and study
of better model compounds.

Recent studies by Chang and Traylor [22%.226] offer promise of resolving
solvent effects using flash photolysis. By this technigque, oxygenation rates for
simple heme complexes in water have been observed (k,, =1 X 107; ke = 4003,
independently of slower oxidation processes. Solvent variation [224] with
simple heme systems has shown the “off rate” to be decreased in more polar
solvents (as would be expected for a highly peolar Fe'™ O3 bond). Thus the
predominant effect of hydrophobicity is probably to decrease the tendency
for axidation, rather than increasing oxygenation, which is favored by polar
environments.

One final point to be considered is the relation of mononuclear and binu-
clear oxygen adducts in biological systems. One interesting hypothesis in this
area might be offered. Binuclear dioxygen complexes are found in hemocyanin
and hemerythrin, while mononuclear complexation predominates elsewhere.

As has been shown for cobalt, binuclear complexation results in a kinetical-
ly relatively stable complex, as 2e~ transfer is required to regenerate moleculax
oxygen. This results in a net shift of the equilibrivin constant toward oxygen
complexation, much to the favor of the sedentary organisms utilizing these
rather primitive systems, where the primary physiological problem is obtaining
oxygen rather than its rapid utilization in the tissues. The high equilibrium
constant {due to the relatively slow reverse reaction) also allows for slow con-
stant release of oxygen during hibernation of these species.

For iess sedentary organisms a mononuclear carrier would seem to be indi-
cated, as a particular problem here is not complexation of oxygen, but its re-
lease to the site of utilization at a rate consistent with physiological demand.
The faster decxygenation rate found in these globin proteins fulfills this role
{at the expense of requiring more complex respiratory systems). As indicated,
this deoxygenation rate is further modified by the presence of the porphine
ligand which, by participating in an extended m system, would tend to decrease
the extent of the formal redox reaction.

After completion of this review, a preprint describing a detailed study of
the electronic spectra of p-superoxo dicobalt(1I1} complexes was kindly sup-
plied by H.B. Gray [229]. By analogy to well known [Co{NH;);X]?** com-
plexes, bands in [Co{INHz)sO2Co(INH3)s]®* were assigned as follows:
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Amax € Assignment

800 110 TMO07) + 1X07)
672 927" dn =+ «¥{03)

480 309 nzAign - (41T1g1:
345 3,450 CTALT I,
302 20,160 A¥(07) ~ dz?
225 21,000 T (037} = 1¥ (07)

Thus the sugegested ligand field strength for O3 is (N bonded} —SCN < Oy

<2 NHa, which is considerably higher than that found for 02~ {108} (H,O
= O%7). This conclusion is consistent with the m-acceptor character of Q7 ,
which is necessarily absent in O%, in which the 7* orbitals are filled.

ACENOWLEDGEMENT

The authors thank Drs. J.H. Lunsford, J.P. Collman and H.B. Gray for sup-

plying pre-publication information. This work was supported by The Robert
A. Welch Foundation under grant No. A-259, and by a Texas A and M Univer-
sity Health Fellowship {to G. McLendonj.

REFEHRENCES

1

T.E. King, M. Mason and M. Morrison, Oxidases and Related Model Systems, Vols. 1
and 2, University Park Press, Baltimore, 1974.

A.E, Martell and M.M. Tagui Khan, in G.L. Eichhorn {Ed.), Inorganic Biochemistry,
Eilsevier, New York, 1973, p. 654.

M. Okamura and .M. Koltz, in G.L. Eichhorn (Ed.}, Inorganic Biochemistry, Elsevier,
New York, 1973, p. 320,

R. Lontie and R. Witters, in G.L. Eichhorn (Ed.), Inorganic Biochemistry, Elsevier,
New York, 1973, p. 344.

M, Calvin, Science, 184 (1974) 375.

M. Calvin and S.R. Cooper, Science, 185 (1974) 376.

M. Bainor, J. Biol. Chem., 245 {1970} 6125; see also G.N. Schrauzer and L.P. Lee, &
Amer. Chem, Soc, 92 (1970} 1551,

F. Antonini and M. Brunori, Hemoglobin ard Myoglobin and Their Reactions with Li-
gands, North-Holland, Amsterdam, 1971, aud references therein.

{a} d.5. Griffith, Proc. Roy. Soc., Ser. A., 235 (1956} 23; (b} A.A. Vleck, Trans. Fara-
day Soc., 56 (1970) 1137.

L. Pauling, Nature {(London) 203 {1964} 182,

J.B. Wittenburg, B.A. Wittenburg, J. Peisach and W. Blumberg, Proc. Nat. Acad. Sci.
1.8 A., 67 {1970) 1846,

J.J. Weiss, Nature {London) 203 (1964) 83.

L. Vaska, Accounts Chem. Res., 1 (1968} 335.

J. Valentine, Chem. Rev., 73 (1973} 235.

M.M. Taqui Khan and A.E, Martell, Homogeneous Catalysis by Metal Complexes, Vol.
1, Academic, New York, 1974.

D.M.P. Mingos, Nature (London} 230 {1971) 154.



a7
58
59
60

61

35

E.I. Ochai, J. Inorg. Nuel. Chem., 35 {1974) 3375.

J.D, Dunitz and L. Orgel, J. Chem. Soc., {1953} 2594,

R.G. Wilkins, Adv. Chem. Ser. 100, Amencan Chemical Society, Wa.shmg‘ton D.C,,
1971, p. 111,

L.H. Vogt., H. Faigenbaum and S. Wimberly, Chem. Rev., 63 {1963) 269.

8. Fallab, Angew. Chem., Int. Ed. Engl. 6 {1967) 496.

A.G. Sykes and J.A. Weil, Progr. Inorg. Chem., 13 (1970) 1.

A. Werner and A. Myelius, Z. Anorg. Chem., 16 {1898) 245.

T. Tsumaki, Bull. Chem. Soc. Jap., 13 {(1938) 252.

M. Calvin, R.H. Bailes and W.K. Wilmarth, J. Amer. Chem. Soc., 68 (1946) 2254.
G.H. Barkelew and M. Calvin, J. Amer. Chem. Soc. 68 {1946} 2257.

W.K. Wilmarth, S. Aranoff and M. Calvin, J. Amer. Chem. Soc., 68 (1946} 2263.

M. Calvin and C.IL Barkelew, J. Amer. Chem_ Saoe. 68 {1946) 2267.

0.L. Harle and M. Calvin, J. Amer. Chem. Soc., 68 {1946) 2612.

R.H. Bailes and M. Calvin, J. Amer. Chem. Soc., 69 (1947} 1886,

H. Diehl, L.M, Liggett, G. Harrison, C. Hach and R. Curtis, lowa State Coll. J. 8Sci., 22
(1948} 165; and 13 preceding papers.

M. Calvin and A.E. Martell, Chemistry of the Metal Chelate Compounds, Prentice Hall,
New York, 1952, p. 337.

F. Basolo, J. Indian Chem. Soe., 51 (1974) 315.

P. Burk, J. Hearon and A. Schade, J. Biol. Chem., 165 {1946) 723.

P. Burk, J. Hearon, H. Levy and A. Schade, Fed. Prac.. Fed, Amer. Soc. Exp. Biol., 6
(1947) 242.

J. Hearon, Fed. Proc., Fed. Amer. Soc. Exp. Biol,, 6 {1947) 259.

J. Hearon, A. Schade, H. Levy and P. Burk, Cancer Res,, 7 (1947) 713.

J. Gitbert, N. Otey and V, Price, J. Biol. Chem., 190 (1951} 377.

C. Tanford, D.C. Kirk and M_K. Chantooni, J. Amer. Chem. Soc., 76 (1954} 53235.
H.P. Fritz and W. Gretner, Inorg. Nucl. Chem. Lett., 3 (1967} 141.

A. Crumbliss and F. Basolo J. Amer. Chem. Soe., 92 {1970) 55.

D.M. Wagnerova, E. Schertnerova and J. Vprecksiska Coll. Czech. Chem. Commun.,
39 {1974) 1980.

B.M. Hoffman, D.L. Diemente and F. Basolo, J. Amer. Chem. Soc., 92 {(1970) 61.
a. M.J. Carter, D.P. Rillema, F. Basolo, J. Amer, Chem. Soe., 96 (19‘2 4y 392,

B.M. Hoffman, D.L. Diemente and F. Bascto, Chem. Commun., (1970) 467

G. Amiconi, M. Brunori, E. Tantnini, G. Tauzher and G. Costa, Nature {London} 228
(1970) 547.

F. Floriani and G. Calderazzo, J. Chem. Soc. A, (1970) 946.

S. Koda and A. Misano, Bull. Chem. Soc. Jap., 47 (1969} 3048.

E.1. Ochiai, J. Inorg. Nucl. Chem., 35 (1973) 1727.

C. Busetto, C. Neri, N. Palladino and E. Perrotti, Inorg, Chim. Acta, 5 {1971) 128,
G. Rodley and W.T. Robinson, Nature {(London) 235 {1972} 438,

G. Rodley and W.T. Robinson, Syn. Inorg. Metal Org. Chem., 2 (1972) 65.

E. Melamud, B.L. Silver and Z. Dori, J. Amer. Chem. Soc., 96 (1974) 4683,

B.8. Tovrog and R.S. Drago, J. Amer. Chem_ Soc., 96 (1974) §765.

J.P. Collman, H. Takaya, B. Winkler, L. Libit, §.8. Koon, G.A. Rodley and W.T.
Robinson, J. Amer. Chem. Soe., 95 (1973} 1656.

G.N. Schrauzer and L.P. Lee, J. Amer. Chem. Soe., 92 {(1970) 1551,

J.H. Bayston, N.K. King, F.D. Looney and M.E. Winfield, J. Amer, Chem. Soc., 81
(1969) 2775,

F.A. Walker, J. Amer. Chem, Soc., 92 (1970) 42365,

F.A. Walker, J. Amer. Chem. Soe., 95 (1973} 1150.

F.A. Walker, J. Amer. Chem. Soc,, 95 (1973} 1194,

D.V. Stynes, H.C. Stynes, B.R. James and J. A. Ibers, J. Amer. Chem. Soc., 85 (1973}
1796

H.C. Stynes and J.A. Ibers, J. Amer. Chem. Soc., 94 (1972) 1559.



Y. Ogata, K. Marumo and T. Kwan, Chem. Pharm. Bull., 17 {1969} 1194.

E.W. Abel, J.M. Pratt and R. Whelan, Chem. Commun., {1971} 449.

4.P. Collman, R.R. Gagne, J. Kouba and H. Ljusherg-Wahren, J. Amer. Chem. Soc., 96
(1974) 6800,

B.M. Hoffman and D.H. Petering, Proc. Nat. Acad. Sci. U.§.A., 67 (1970) 637.

T. Yonetani, H. Yamamoto and T. lizuka, J. Biol. Chem., 249 {1974) 2168.

J.C.W. Chien and L.C. Dickinson, Proc. Nat. Acad. Sci. U.B.A., 69 {1972) 2783

T. Yonetani, H. Yamamoto and G.V. Woodrow, J. Biol. Chem., 249 (1974} 682,

G.C. Hsn, C.A. Spilburg, C. Bull and B.M, Hollman, Proc. Nat. Acad. Sci. U.5.A., 69

{1972) 2122; C.A. Spilburg, B.M. Ho{fman and P,.H. Petering, J. Biol. Chem., 247 (1972)

4219.

W.H. Woodruff, T.G. Spiro and T. Yonetani, Proe. Nat. Acad. Sci. U.8.A., 71 {1974)
1065.

J.C. Maxwell and W.S. Caughey, Biochem. Biophys. Res. Commun., 60 {1974} 1309.
N.W. Terry, E.L. Amma and L. Vaska, J. Amer, Chem, Soc., 94 {1972) 653.

W.P. Schaefer and R.E. Marsh, J. Amer. Chem. Soc., 88 (1966) 178.

M. Zehnder and S, Faliab, Hely. Chim. Acta, 55 (1972} 1691.

M. Mori and J.A. Weil, J. Amer. Chem. Soc., 20 {1968) 615.

W.P. Schaeler, Inorg. Chem., 7 (1968} 725.

J. Simplicio and R.G. Wilkins, J. Amer. Chem. Soc., 91 (1969} 1325.

D.L. Duffy, D. House and J.A. Weil, J. Inorg. Nucl. Chem., 31 (1969} 2053.

F. Miller, J. Simplicio and R.G. Wilkins, J. Amer. Chem. Scc., 91 {1969) 1962,

A.R. Gainsford and D.A. House, Inorg. Nucl. Chem. Lett., 4 (1968) 621.

G. McLendon and A.E. Marteli, unpublished.

D.H. Huchitaf and A.E. Martell, Irorg. Chem., 13 {1974} 2966.

R. Nakon, Ph.D. dissertation, Texas A and M University, 1971,

B. Bosnich, C.K. Poon and H. Tauhe, Inorg. Chemn., 5 {1966} 1514.

F. Miller Bogdansky, Ph.D. dissertation, State University of New York, Buffato, 1971.
C.H. Yang and M. Grieb, Inorg. Chem., 12 (1973) 663.

A. Haim and W.K, Wilmarth, J, Amer. Chem. Soc., 83 {(1963) 509.

J.H. Bayston and M. Winfield, J. Catal,, 3 (1964} 123.

J.H. Bayston, R. Beale, N. King and M.E. Winfield, Ausi. J. Chem., 16 {(1963) 954.
J. Simplicio and R.G. Witkins, J. Amer. Chem. Soc., 89 (1367} 6092.

K. Watters and R.G. Wilkins, Inorg. Chem., 13 (1974} 752.

P.J. Morris and R.B. Martin, J. Amer. Chem. Soe., 92 (1970} 1543.

W.D. Phillips and C.C. McDonald, J. Amer, Chem. Soc., 85 (1963} 3736.

L.J. Zompa, C. Sokot and C.H. Brubzker, Chem. Commun., (1967} 701.

a. M. Munakota, Bull. Chem. Soc. Jap., 44 {1971} 1791.

b. L.C. Stadtherr, R. Prados and R.B. Martin, Inorg. Chem., 12 {1973) 1814.

‘P.D. Gillard and A.J. Spencer, J. Chem. Soc. A, (1969} 2718.

E.D. MacKenzie, J. Chem. Soc, A, {1969} 1655.

G. McLendon and A.E. Martell, Inorg. Chem,, 14 {1975} 1423,

a. M. Michaelidis and R.B. Martin, J, Amer. Chem. Soc., 91 {1969} $683.

b. L.G. Stadtherr and R.B. Martin, Inorg. Chem., 12 {1973} 1810.

W. Harris, G, McLendon and A.E. Martell, 3. Amer. Chem. Soc., submitted.

M. Calligaris, G. Nardis, L. Randaccio and A. Ripamonti, J. Chem. Scc. A, {(1970) 1069.
. Nakon end A.E. Martell, Inorg. Chem. 11 {1972) 1002,

8. Fallah, Chimia, 21 (1967} 538.

R. Nakon and A.E, Martell, J. Inorg. Nuel, Chem., 34 (1972) 1365.

4. Kalinka and S. Petri, Roznicki Chem., 48 {1974) 921.

H.K.J. Powell and G.H, Nancollas, 3. Amer. Chem. Soc., 94 {1973) 2664,

V.1 Skurlatov and A.P. Pourmal, Bibl. Hrematol,, 35 {1971) 827.

R, Bogucki, G. McLendon and A.E. Martell, J. Amer. Chem. Soc., in press. -
J. Simplicia, Ph.D, dissertation, State University of New York, Buffalo {1969).



110
111
112
113
114

115
116
117
118
119
120
121
122
123

124

125
126
127
128
129
130
131
132
133

134
135
136
137
138
139
140
141

142
143
144
145
148
147
148

149
150

151
152

153

R. Nakon and A.E. Martell, J. Amer. Chem. Soc., 94 (1972} 3026.

S. Fallab, Chimia, 23 {196%) 177.

F. Miller and R.G. Wilkins, J. Amer. Chem. Soc., 92 (1970) 2687.

G. McLendon and A.E. Martell, J. Coord, Chem_, 4 {1975} 235.

G. McLendon, D. MacMillan, H. Hariharan and A.E. Martell, Inorg. Chem., 14
£1975) 2322,

G. Mclendon, R.J. Matekeitis and A.E, Martell, Inorg. Chem., 14 (1975) 1993.
G.G. Christoph, R.E, Marsh and W P. Schaefer, Inorg. Chem., 8 (1969) 291.

V. Thewalt, Z, Anorg. Allg. Chem,, 393 {1972) 1.

L. Malatesta, Gazz. Chim. Ital.,, 72 {194 2) 287,

M. Mori and J A Weil, J. Amer. Chem. Soc., 89 {1967} 3732.

M. Hyde and A.G. Sykes, J. Chem. Soec. Dalton, (1974} 1550.

M. Sasaki and H. Fujita, Bull. Chem, Soc. Jap., 42 {1969} 2089,

K.M. Davies and A.G. Sykes, J. Chem. Soc. A, (1971) 1418.

G.F. Vansant and J.H. Lunsford, Advances Chemistry Series, 121, American Chemical
Society, Washington, D.C., 1973, p. 441.

R.F. Howe angd J.H. Lunsford, d, Phys. Chem., 79 {1975) 1836; R.F. Howe and J.H.
Lunsford, J. Amer. Chem. Soc., 87 {1975} 5156

0. Geiz, E. Melamud, B. Silver and Z. Dori, J. Amer. Chem. Soe., 97 {1975} 3846.
N.C. Yang and G. Oster, J. Amer. Chem. Soc., 92 {1970} 5265.

J.A. Weil and J. K. Kinnaird, J. Phys. Chem., 71 {(1967) 3341.

E.A. Ebsworth and J.A. Weil, 4, Phys. Chem., 63 {1959} 1890.

B.M. Hoffman, T. Szymanski and F. Basclo, J. Amer., Chem. Soe., 97 (1975) 673.
B.M, Hoifman and D.H. Petering, Proc. Nat. Acad. Sci. U.S.A., 67 (1970) 637.
EW. Abel, J M. Pratt and R. Whelan, Inorg. Nuel. Chem. Lett., 9 (1973} 151,

F.A. Walker, J. Mag. Res., 15 {1974} 201.

Y. Yablokov, E. Rukhadze, V. Voronkova, V, Shuslov and G. Talyzenkova, Teor.
Eksp. Khim, 9 (1973) 92.

N.G. Vannerburg, Acta Crystallogr., 18 {1965} 449.

W_P. Schaeffer, Inorg. Chem., 7 (1968) 725.

W.P. Schaeffer, A.W. Cordes and R.E. Marsh, Acta Crystailogr., 21 {1968) 283.

R. Marsh and W.P. Schaeffer, Acta Crystallogr., 21 {1963} 246.

I.. Lindblom, W. Schaefer and R. Marsh, Acta Crystaltogr., 24 {1971) 14561,

F.R. Fronezek and W.P, Schaeffer, Inorg. Chim. Acta, & {1974) 143.

F. Fronczek, W.P. Schaeffer and R. Marsh, Inorg. Chem., 14 {1975) 611,

M. Calligaris, G. Nardin, L. Randaccio and G. Tauzet, Inorg. Nucl. Chem. Lett., 9
{1973} 419.

B.C, Wang and W.P. Schaeffer, Science, 166 {1969} 1404.

U, Thewalt and R.G. Marsh, J. Amer. Cbem. Soc., 89 {19567) 6364,

K. Ueno and A.E, Marteil, J. Chem. Phys,, 60 {1956) 1270.

T, Freedman, G. Yoshida and T.M. Loehr, Chem. Commun., {1974} 1016.

T. Shibahara, Chem. Commun., {1973) 863.

J.B, Dunn, D.F. Shriver and LM. Klotz, Proe. Nat. Acad. Sei. U.S.A., 70 {1974} 2528.
d4.5. Loehr, T.B. Freedmen and T-M. Loehr, Biocthem, Biophys. Res. Commun., 56
{1974} 570,

C. Barlow, J. Maxwe!l, W. Wallace and W.8. Caughey, Biochem, Biophys. Res. Com-
mun., 55 (1973} 91.

J. Maxwell, J. Volpe, C. Barlow and W.5. Caughey, Biochem, Biophys. Res. Commun.,
58 {1974) 166.

d. Collman, R. Gagne, H.B. Gray and J. Hare, J. Amer. Chem. Soc., 96 {1974) 6522,
H. Siebert, Schwinpungs Spectroskopie in der Anorganischen Chemie, Springer,
Berlin, 1966. )

L. Herzberg and G. Harzberg, Astrophys. J. 105 (1947} 132.



a8

154 J.C. Evans, Chem. Commun. {1969} 682,

155 §. Yamada, Y. Shimura and R. Tsuchida, Bull. Chem_ Soe. Jap., 26 (1953} 72.

156 VY. Sasaki, J. Fujita and K. Saito, Bull. Chem. Soc. Jap., 44 {1971} 3373.

157 C. Busetto, F. Cariati, A. Fusi, M. Gullotti, F. Morazzoni, A. Pasini, R. Ugo and V.
Valenti, J. Chem. Soc. Dalton, {1973} 754.

158 LM. Treitel, Ph.D. dissertation, California Institute of technology, 1970.

159 J. Kleinbert, Unfamiliar Oxidation States and Their Stabilization, University of
Kansas Press, Lawrence, Kanszs, 1950.

160 J. Barnett, Chem. Commun., (1968} 874.

161 M. Linhard and M. Weigel, Z. Anorg. Alig. Chem., 308 (1961) 254.

162 J.P. Servavel, C. R. Acad. Sci., 245 (1957) 1632.

163 N.P. Hatten, Inorg. Chim. Acta, 8 {1974) 131.

164 F.L. Urbach, R, Bereman, J. Topich, M. Hariharan and B.J. Kalbacher, d. Amer. Chem.
Soe., 96 (1974) 5063.

165 Y. Sasaki, 4. Fujita and K. Saito, Bull. Chem. Soc. Jap., 42 (1969) 146.

166 H. Graff and K. Wilmarth, Proc. Symp. Coord. Chem., Tihany, Bungary, 1964, Akad
Kiado, Budapest, 1965, p. 225.

167 S. Cabani, Chim, Ital,, 90 {1960) 1410.

1G8 F. Calderrazo, C. Floriani and J. Salzmann, Inorg. Nuel. Chem. Lett., 2 (1966} 379.

169 R. Silvestroni, Rie. Sci. 29 (1969) 301,

170 LM. Reibel, Tr. Kishinev. Sel’skokhoz. Inst., 43 {1966) 15.

i71 A. Vleck, Coli. Czech. Chem. Commun., 25 (1960) 3036.

172 H.H. Glaeser, H. Dodgen and J.P. Hunt, Inorg. Chem., 4 (1965} 1061.

173 P. Bifl and G. de Vries, 4. Chem. Sce. Dalton, {1972) 303,

174 G. McLendon and A.E. Martell, Chemn. Cormmun., (1975} 223,

175 G.M. Guidry and R.S, Drago, J. Amer. Chem. Soc., 95 {1973) 6645.

176 D. Stynes and J.A. Ibers, J. Amer. Chem. Soc., 96 (1974) 1353.

177 B. Erdman and S. Fallab, Chimia, 19 (1965) 463.

178 R. Yalman, J. Phys. Chem., 65 (1961} 556.

179 A. Hoffman and H. Taube, Inorg. Chem., 7 (1968) 1971.

i80 1. Shibahara and M. Mori, Bull. Chem. Soc. Jap., 45 {1972} 1433.

i81 M.R. Hyde and A.G. Sykes, J. Chem. Soc. Dalton, {1974} 1550.

i82 J.D. Edwards, C.H. Yang and A.G. Sykes, J. Chem. Soc. Dalton., (1974} 1561,

183 A.G. Sykes, Chem. Brit., 10 {1974) 170,

184 G. McLendon and A.E. Martell, Inorg. Chem., submitted.

185 D. Valentine, Advan. Photochem., 6 {1968) 123,

186 D, Valentine and J. Valentine, Abstracts 153rd Amer. Chem. Soc, Meeting, Miami,
1967.

187 D. Valentine and J. Valentine, Proc. 11th Int. Conf, Coord. Chem., 1968,

188 G. Shagisultanova, A. Poznyak and I.M. Reibl, Khim. Vys, Energ., 5 {1971) 548.

189 A, Svitskii and L. Shubachkin, Zh. Obsheh. Khim., 44 {1974 1426,

190 . Wagnerova, E. Schwertnerova and J. Veprek Siska, Coll. Czech. Chem. Commun.,
39 (1974) 3036.

191 A. Nishinaga, K. Watanabe and T. Matsuura, Tetrahedron Lett., (1974) 1291.

192 E.W. Abel, J.M. Pratt, R. Whelan and F. Wilkinson, J. Amer, Chem. Soc_, 96 {1974)
7119,

1893 A. Nishinaga, T. Togo and ‘T. Matsuura, Chem. Commun., (1974) 896.

194 D). Wagnerova, E. Schwertnerova and I. Vprek Siska, Coll. Czech. Chem. Commun.,
38 {1973) 756.

195 A.H. Corwin and Z. Reyes, J. Amer, Chem. Soc., 78 (1956) 2437.

196 A. Okac and M. Simek, Coll. Czech. Chem. Commun., 24 (1959} 2699.

197 J.H. Wang, Accounts Chem. Res., 3 {(1970) 91.

198 LS&. Longmuir, S. Sun and W. Boucie, in T.E. King, H.S, Mason and M. Morrison
{Eds.}, Oxidases and Related Redox Systems, University Park Press, Baltimore, 1973,
p. 451,



199
200
201

202
203

204
205
206
207

208
209

210
210

211
212

213
214
215
216
217
218
219
220
221
222
223
224
225
226
221
228
229

230
231
232
233
234
235

39

A.J. Davison and W.W, Waino, J. Biol. Chem., 243 {1968) 5023.

C.Y. Liu and D.A. Webster, J, Biol, Chem., 249 (1974) 4261.

I. Klotz, in G. Eichhorn (Ed.}, Inorganic Bicchemistry, Vol. 1, Elsevier, New Yark,
1973, p. 320,

G. Wagner and R.J. Kassner, J. Amer. Chem. Sge,, 96 {1974) 5593.

J. Almog, J.E. Baldwin, R.L. Dyer, J. Huff and C.J. Wilkenson, J. Amer. Chem. Soc.,
96 (1974) 5600,

W.S. Brinigar and C.K. Chang, J. Amer. Chem. Soc_, 96 {1974} 5595.

C.X. Chang and T.G. Traylor, J. Amer. Chem. Scc., 95 (1973} 5811.

C.K. Chang and T.G. Traylor, Proc, Nat. Acad. Sci., 70 {(1973) 2647.

W.S. Brinigar, C.K. Chang, T.G. Travior and J. Beibel, J. Amer. Chem. Soc., 95 {1973}
84717,

C.K. Chang and T.G. Trayior, J. Amer. Chem. Soc., 95 {1973} 8477.

T.C3. Traylor, American Chemical Society Mid-Atlantic Regional Meeting, Aprl
24—28, 1974 {Abstract}.

D.L. Anderson, C.J. Wechsler and F. Basolo, . Amer, Chem. Scc., 96 (1974} 55399.
a. O.L. Leal, D.L. Anderson, R. Bowman, F. Basolo and R.L. Burwell, J. Amer. Chem.
Soc., 97 {(1979) 5125,

J.P. Collman, R. Gagne, T. Halbert, J. Marchon and C.A. Reed., J. Amer. Chem. Soec.,
95 (1973)17876.

J.P. Collman, R. Gagne, C.A. Reed, W. Robinson and G. Rodley, Proc. Nat. Acad. Sei.,
71 {1974) 1326.

J.P, Collman, R. Gagne and C.A. Reed, J. Amer. Chem. Soc., 96 {1974} 2629.

J.P. Coliman, R. Gagne, H.B. Gray and J. Hare, J. Amer. Chem. Soc., 96 {1974) 6522,
J. Almog, J.E. Baldwin, R, Dyer and M. Peters, J. Amer. Chem., Soc., 97 {1975} 226.
J. Almog, J.E. Baldwin and J. Huff, J. Amer. Chem. Scec., 97 {1975) 227.

J. Weber and D. Busch, Inorg. Chem., 4 (1965) 469.

D. Vonderschmitt, K. Bernauer and S. Fallah, Helv. Chim. Acta, 48 {1965} 951,

R. Kellerman, P. Hutta and K. Klier, J. Amer. Chem, Soc., 95 (1974) 5948,

S.J. Kim and T. Tahizawz, Chem. Commun., {1974} 356.

C.J. Wechsler, B.M. Holfman and F. Basolo, J. Amer. Chem, Sac., 97 {1975) 5278.
J. Fergusson, W.T. Hobinson and G.A_ Rodley, Aust. J. Biol. Sci., 25 {1972) 1365.
W.J. Wallace and W. Caughey, Biochem. Biophys. Res. Commaun., 62 (1875} 561.
5.4. Cole, (3. Curthoys and E. Magnusson, J. Amer. Chem. Soc., 93 {1971) 2153,
C.K. Chang and T. Traylor, Biochem. Biophys. Res. Commun., 62 (1975) 729.

C.K. Chang and T. Traylor, Proc. Nat. Acad. Sci. U.§.A., 72 (1975) 1166.

T.G. Strekas and T.;. Spirg, Inorg. Chem., 14 (1975} 1423.

J.P. Callman, Private communiecation.

V.M. Miskowski, J.L. Robbins, I.M. Treitel and H.B. Gray, Inorg. Chem_, 14 {19735}
2318,

L.0. Brown and K.N. Raymond, Inorg. Chem., 14 {1975} 2595.

G. McLendon, S. Pickens and A.E, Martell, in preparation.

G.P. Kkarl, E. Lee-Ruff and A.B.P. Lever, submitted.

F. Basolo, B.M. Hoffman and J.A. Ibers, Accts. Chem. Res., 8 (1975) 384,

R.D. Gillard and A Spencer, J. Chem. Soc. A, (1969) 2718.

R. Caraco, D. Braun-Steinle and S. Fallab, Coord. Chem. Revs_, 16 (1975) 147.



