iy k.
bt o
£ BN
.
. I‘

’ CHEMESTRY
e Coordination Chemistry Reviews m
ELSEVIE 165 (1997) 297-313

Metal [Fe(Il), Cu(1), Co(11), Mn(IlI)}/hydroperoxide-
induced activation of dioxygen (- O, - ) for the ketonization
of hydrocarbons: oxygenated Fenton Chemistry

Donald T. Sawyer
Institnte of Biosciences and Technology, Texas A&M University, Houston, TX 77030-3303,
USA
Received 22 October 1996, accepted 21 February 1997

Contents

AT . . e e e e 297
LoInoduction . . . L. e e e e e 198
2TFeMON CRCIUSITY « . . . o e k]|
30 Oxyvgenated Fenton chemistey . .. oL e 308
B SHIIDBIEY . 0 0 e e e e k11|
Avknowledgements ..o L L AR
Refosences . ... . e o A | s
Abstract

Recent reports have established (st Fenton chemistry involves the formation ol hydroper-

oxide (ROOH) adducts (1) of reduced transition meials firon (8, copper(D, and cobali¢ 1)
b

via nucleophilic addition fe.g, Fe'L, + ROOH exz=2 {L FVOOR, BH' [t} (B=py or
HLO) These reactive intermediates (1) react with (1) excess catalyst (1e"Ly) to form
L. Fe"MOH(R): (b) excess ROOH to form Oa H,0O and ROH: (¢) excess hydrocarbon (RH)
1o form ROH (Fenton chemistry); and {d) ambient dioxygen (O,) to form adducts of 1 {e.g.
HO,) =[L, Fe™(O,)00R(BH ")} (5)}. (Note: All bracketed species are speculative, but con-
sistent with the product profifes.) The latter (8) reacts selectivity with (1) methylenic carbon

. - » L s .
centers of hydrocarbons (- CH, ) to form ketones {eg. ¢ - Col s ¢ CH,(0)]
(oxygenated  Fenton  chemistry)  and (b))  wylolefing  via dioxypenation  [e.g.

cis ~ PhCH = CHPh —>s 2PhCH(O)]. The species § formed by -BuOOH and O, with
Fe(PA), tin 21 py/HOAe) (PAHE=picolinic acid; 2-carboxyl pyridine), Fel'(bpy)}
(MeCN), B (OPPL L' (MeCN), Cu'(bpy); (41 MeON/py) and CoV(bpy)z " (41
MeCN/py) ketonize the methylenic  conters  of  hydrocarbons (e CoHya.
PhCH,CH;, o-C,Hyp). With the allylic centers of cyclohexene (¢-CoHyo) the various
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species 5 exhibit catalytic turnover of O, [e.g. 10 mM Fe¥(bpy)3* /20 mM -BuOOH yields
86 mM ¢-C Hg(0) (4.3 O, turnovers per t-BuOOH)]. For analogous combinations with other
compiexes the turnover numbers are: Fe"(OIPhy)Z*, 3.0; Fe"(PA),, 3.0; Cuf(bpy);, 1.3;
Co''(bpy);*, 0.7; Mn(salen)(OAc), 8.0; Mn"(bpy),(OAc)s, 7.0. With PhCH,CH, as the
substrate the O, -turnover numbers are: Fe''(PA),, 3.2; Fe'(bpy)s, 1.8; Fe''(OPPh,)2*, 1.9;
Cu'(bpy); , 1.4; Co"(bpy);*, 0.9; Mn"™(salen}(OAc) (salen = Schiff base from two salicylalde-
hydes and ethylenediamine), 2.0; Mn'(bpy),(OAc);, 1.6. The several species 1 react as
hydroxylases (inciuding avomaiic substratcs) and dehydrogenases, and species 5 react as
ketonization agents and dioxygenases. With excess HOOH its ML -induced disproportiona-
tion to O, and H,O results in production of species 8 without external sources of G, © 1997
Elsevier Science S.A.

1. Introduction

The reaction chemistry of coordination complexes involves substitution by a more
nucleophilic ligand, ¢.g.

Fe'(OH,)E* +3bpy«ebe(bpy)i* +6H,0 M
Fel'(bpy)}* +H,Y? =Fe"Y 2" + 2bpyH * + bpy )
Fel'(bpy)}* +HOOM = (bpy); F"OOH (bpyH * )] )

In this set of displacement reactions bipyridine (bpy) is a stronger nucleophile than
H,0, EDTA (H,Y? ) stronger than bpy, and HOOH stronger than bpy, H,0 and
the carboxylntes of HyY? | As with all ligand-substitution reactions the more
nucleophilic tigand displaces an existing ligand vin a single-clectron-transter (SET)
techanism (the entering ligand transfers an electron via the mietad center o the
displaced ligand ). This is anatogous 1o the $x2 mechanism for nuckeophilic organic
reactions [1]

Sn2

HO + n-BuBr -—-’5—-——- HOBu-n + Br’ (1)
HO ™ + FeMCl, -IHOF(CI, - HOFMC), + CY (5)
INH, +Ag’Cl(s)==+r\g'(Nl=ls)£ +€7 (6)

With saturated electrophiles (n-BuBr, £q.(4)) the SET is to a loss nucleophilic
leaving group N° -~ + R:}él(l;‘)wN ‘_ R+:}§:

The nucleophiliciry (Nu) of a Lewis base (nucleophile, N is equal to its oxidation
potential (£, )] minus the bond-formation free energy {(- AGydn . - for the N-E
bond that results from its reaction with an clectrophile {E; electrophilicity (£7)
cquals (£l [2)

N+E=N-E(+X)~ AGy (1)
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(— AGyg) (for nucleophilic displacement reactions)
Nu=(E, Jn —l[(—AGgg)n-p/23.1 keal (eV) ™! mol 1) (8)

El=(Eq)e (9)

The free-energy for the reaction of a nucleophile with an electrophile ( Eq. (7)) can
be determined with the relation

—AG s = (El - N1)23.1 keal mo! “' = {(E,q)g — (B )x123.1 + (—AGpp)n -5,
(10)

Hence, the driving force for nucleophile/electrophile eleciron-transfer reactions is
the redox potential for the nucleophile in the solution matrix (HO"/HO -, +092V
vs NHE in MeCN) [3] plus the nucleophile-substrate bond-formation free energy
(— AGyp, n-Bu-OH; ~83 kcal mol ™1).

Nucleophilicity = (E; 5)ox —(— AGgpin - 1/23.1) {11)
=(+0.92 V)~ [83 kcal mol ~!/23.1 kcal mol "' (eV) ']
=(+092-36)V=-270V vs NHE

[n~BuBr+¢" —n-Bu-+8Br ;E”,-20V vs NHE]

Thus, in MeCN  reaction Eq. (4) s cxothermic by about 16 keal mol !
[~ AG paonon = (B — N1) eV =07V x 23,1 keal mol ! (V) == 16 keal mol " Y).

With reaction Eq. (5) the bond-formation free energy for CLFe™ O is
62 keal mol H and Fe™Cly is reduced at -+ 0.50 V vs NHE in acctonitrile (£7). Henee,
the nuckeophilicity of HO in this reaction is given by the relation

Nucleophilicity = (£} ,3)ox ~ (- AGypn - 1/23.1) (12)
={+0.92 V)--{62 kcal mo! ~'/23.1 kcal mol " ! (eV) " 1]
=(+092~-2.68)V=-1.76 V vs NHE

The reaction is exothermic by about 52 kcalmol ! [~ AG,qepon =
(E]—Nu)eV=2.26Vx23.1 kealmol " (eV) 1=52.2 keal mol "'}

Table 1 summarizes the oxidation potentials for nuclcophiles and the reduction
potentials for electrophiles in acctonitrile (MeCN) and in water [2]. The relative
positions will be the same in other solvents, but nucleophiles that are stronger than
HO " will be “leveled” o its nucleophilicity in aqueous media. Under all conditions
hydroperoxides (e.g. HOOH, ~BuOOH) are¢ more nucleophilic than water (and
alcohols), and peroxide anions arc stronger nucleophiles than other oxy anions
(HO™, PhO™).

Thus, hydroperoxides arc favored relative to water in the ligand-centered
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Table 1
Nucleophilicity and electrophilicity of malecules and ions (strongest or most reactive at top of listing)
Nugcleophile (Eipdox (V) vs NHE Electrophile (E))reg (W) vs NHE
(MeCN) (H;0) (MeCN) {H,0)
teg -39 +2.9 H,O" - +3.2 +2.7
{TPP~ )Co~ - 17 Fe''(bpy)d* +13 +1.1
(TPP™-YFe~ - 1.4 HO- +0.9 +1.9
(TPP)Fe~ -0.8 Fe'"(PA), +0.4
(TPP)Co~ -0.6 (TPPYF"(py); +0.4
0, 0,7 ~02 (TPPYFe™CI +0.2
PhCH,8 0.0 AQ (anthraguinonc) -0.6
HOO~ 0.0 +0.2 Col'(bpyi3* 0.6
PO +0.3 0, 0.7 -0.2
MeN +0.7 Cu'(bpy):* 09
HO" +0.9 +1.9 FeOPPh,);* -0.9
MeCO30 +1.3 Fe'(bpyii* -0.9
PhOH +1.7 CCl, -9
Pyridine +2.0 FeMCl, - 1.0
cl +2.2 + 2.4 H,O' - 1.0 ~21
HOOH +2.3 +09 (pH T n-Bul - 1.9
H,0 + 3.0 +23(pHT) n BuBr -22
n-BuCl -2
H,0 =39 -29
nucleophilic substitution reactions of coordination chemistry
Fe(hpyl ' + HLO(bpy)z  Fe™ - O 4 bpy! (3
Feibpy)® + HOOH =>(bpy}} * Fe' —OOH + bpyH * (14
{PA),Fe"'Cl+ H,0/py -( PA),Fe'" — OH + pyHCl (15)
(PA),FeMCl + HOOH /py ~( PA)Fe™ — OOH + pyHC (16)
Fe'(PA), + HOOH/py —[(PA); JFe™ - QO + pyll (17
Fe'(bpy)}* + HOOH -({( bpv); JFe" - OOH(bpyH *) (18)

The nucleophilic charucter of hydroperoxides follows Irom the fact that HOO

8 a much stronger Lewis base than HO

(Enoo = +020V vs NHE vs

Esduo =+ 1BV (pH 1)) [the more negative, or less positive, the potential the
more busic; with the electron (¢ ) at the reduction potential of the solvent the
ultimate Lewis base, 293V vs NHE for H,0). Relative to the Lewis basicity of
HL0 [(Fowopun s, +2.43 Vi that for HOOH (E Dpamepn & + 1O V]also is much

greater [1.2].
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2. Fenton chemistry

The traditional formulation of the one-to-one primary step for Fenton reagents
[Fc"(OH,):* /HOOH in H,O at pH 2] depicts the production of free hvdroxyl
radical (HO-) [4-8]

k1o
Fe"(OH,);* + HOOH — (H,0)3*Fe"OH + H.O + HO- (19)
pH 2
ktg=4l M_ls_l
With this assumption, the subsequent reactions of Fenton reagents have been
based on the primary chemistry of HO: (generated by radiolysis of H.O or
photolysis of HOOH ) [9]. which rcacts with iron(1l) (all in agueous media)

LEN
HO - +Fe'"({OH,)2* —» (H,0)2"Fe™OH + H,0 (20)
)'\'30':3)( IORRAHIS-‘l
and aliphatic (RH) and aromatic (PhR) hydrocarbons [9}

LI
HO- +RHS R +H,0 1)

kyy=1Ix108M ts 1 (CHy), 18X 10°M 's 1 (C,H,).
L7x10°M Vs ! (e-CeHy, cyclopentance)

haz
HO- +PIR > HOPWR —g IRCH, - C LR (20)
o

Ay 30X 10"M Vs HPRCH,, 97% aryl addition),
785 10" M s H(PhCHLCTL,, 8S% aryl addition)

The resuttant earbon radical (R +) can () dimerize to R, (b) react with a second
HO - to form ROM, and (¢) in the presence of air, couple to O, 10 form ROO-
tunreictive with satwrted hydrocarbons; dimerizes to [ROOOOR}-ROOR + O,
(when R is tertiary), &= 10%10"M 15 1! {6}

The kinetics for substrate reactivities with Fenton-generated “HO - ™ usually are
determined via the relative rate of disappearance of iron(1l) (Eq. (20)) to that of
the substrate [4). However, if Fenton reagents generate reactive intermediates (X))
other than free HO -, the reactivity of X with iron(11) and organic substrates will
he different and may not produce free carbon radicals (R -).

In 1989 we discussed the characteristics of a Fenton reagent in an orgaic solvent
matrix [Fe"(PA), (PAH =picolinic acid)/HOOH/2:1 pyridine (py)/acetic acid
(HOAC) (mol/mot)] [10]. With one-to-one Fe(11)HOOH stoichiometry (under an
Ar atmosphere) the system reacted with hydrocarbons in a manner similar to that
ol traditional aqgueous Fenton reagents [e-CHy,—{(c-Colly )pyl (pyls pyridyl,
CslEN) (or ¢-CH,;OH)). As with all Fenton systems, the dominant product is not
bicyciohexy! (¢-CiH, )2, which is the major product from the reaction of HO - with
cyclohexane (¢-CgH ;).
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Table2 summarizes the product profiles for two  substrates
(c-C¢H,,, P\CH,CH,) when combined with 1:1 or 1:20 wmoi-raitos of
ML (M =Fe, Co, Cu)/HOOH in the absence and the presence of O, (1 atm) [11-
13]. The kinetic isotope effect for cyclohexane {KIE, k._cn ,/k.—cp,,] in relation
to its major products is listed for the Fenton reagents under various reaction
conditions. In contrast to the 1:1 Fe'(PA),/HOOH system [dominant product;

Table 2
Comparison of hydrocarbon (RH) reactivities for classical and oxygenated Fenton reagents with those
for free hydroxy! radical (HO-)

Oxidant/sotvent® Primary product {yicld, mM 1 5%}
o-CeH,s PhCH,CH,
IKIEF ik e, Fenonsan
HO /H,0° eCeHyy - [1.0) HOPh-CH.CH, {0.1}
I:1 F&'(OH, 1 ' /HOOH J/H,0(pH 2)f -C,H,,OH [1.1] PhCH(MejOH
;1 Fe"(PA),/HOOH J/(py),HOACH (CH )C:HN 4 [1.7]  PhC(O)CH, 2 10.3}
1:1 Fe%(PA),/HOOH, O,/(py),HOAc CyH,o(0) 2 [21] PhC(O)CH, 4 {00}
1:20 Fe"(PA),/HOOH ) py),HOAC o-CH D) 27 {2.5] PhC(O)CH, 23 10y
(-CHCHN 4 {1.77  HOPhCH,CH, 5
1:20 Fe"(PA),/HOOH, O5)i(py;HOAC  -CHo(O) 15 {211 PhC(O)CH, 27 10.1}
1:1 Fe"(PA);/HOOH [YMeCN ~C.H,,0H 3 PhC(O)CH, 6 {04}
1:20 Fe"{ PA),/HOOH )/MeCN CoH o) 2
1:20 Fe"Cl,/HOOH }/MeCN CHLONCE 24 (291 PROHOH.CDCH,) 0 102}
Ll R {11]  PhCOKCH, 1S 104}
B1 Fe"(PA),/HOOH YMeCN! 1]
1 BeMthpy)} ' /HOOH.0,/MeUN eCH ) 1 PhOONCH, LJETI % 3
1:20 Fa"(bpy)]* /HOOR YMeON? O () S §4.0]  PhCIOMWH, [ERNU T
oy OH 4 (14]
2120 FMNOPPh,)L /HOOH/HUIMeUNY o0 H,, 4 {18)
E20 F"(OPPh; )5 /THODH MeOCN! e H Ol T PRCH(MaON 2
e=CoH ol 0) 6 [=10} PRCIOICH, 6 0.2}
120 Fe*(O,bpy)}* /HOOHJAMeCNpY  =CH 1 {0) 12 [34] PAC(O)CH, 14 102
1320 Co'(bpy)}* /HOOH(MeCN)py - CH ) W [29] PhC(O)CH, 0 0.2}
1:20 Cu'(bpy}; /HOOH [/IMeCN)py ~CoH () 12 [2.5] PRC{OICH, 12 0.2}
1:20 Cu'tbpy); /HOOH.Q,AMeCN) iy ¢-C H\O) 12 [24] PhC(OICH, 12 0.2

* Substrate and Fel,, combined in 3.5 mlL of solvent, Tollowed by the slow addition of HOOH (50%. in
H,0) 10 give 10 or 100 mM HOOH. The product solutions were analyzed by capiblary-column gas
chromuatography and GC-MS after u reaction time ol Jhat 2442 €,

® Solvents: (py);HOAc, 2:1 mol rutio: (MeCN ),py, &1 mol ratio.

® Kinetic isotope effect &, e, K0 ey

4 Relutive reactivity of <C H,, versus PRCH,CH L (per CHoprouph.

® Ref. [9).

"Rel 8],

3 1L 10 mM ML /10 M HOOH.

* 120, SmM ML, /100 mM 1HO0H,

Y1 [FMOPPh,)] L Colthpyis® and Cultbpyil ' HOOH | ako are nmvactive with «C H, ».

Ref. {13). )

* Rel. {14].

' Ref. [13).
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cyclohexyl pyridyl, (¢-C¢H,,)pyl]. the 1:20 system yields ¢-CgH,(O) (cyclohexanone)
as the dominant product plus some (c-CgH,,)pyl or ¢-C;H,;OH. With the 1:l
systems in the presence of O, (1 atm), ketonization of methylenic carbon centers is
dominant [¢c-CgH,,—»¢c-CsH,(O)].

These [11-13} and related studies of iron(1I)/HCI [14] and copper(1) [15] Fenton
systems have confirmed that the metal/HOOH ratio is decisive with respect
to reactivity and product profile. Thus, 1:1 ML,/HOOH combinations of
Fel'(bpy)i*, Fe'(OPPh;)*, Coll(bpy)3* and Cul(bpy); are not reactive with
¢-CgH,,, but 1:20 combinations yield substantial quantities of ¢-CgH,,(O) as the
dominant product [their 1:1 combination in the presence of O, also transforms
-CgH,; to ¢-CgH, o(0)). Clearly the latter conditions produce a different reactive
intermediate than that from the 1:1 combination of classical Fenton chemistry.

The product profiles for a Fenton reagent [Fe'(PA),/HOOH/2:1 py/HOAc
(mol/mol)] with several organic substrates (RH or ArH) have been compared with
those for free hydroxyl radical {HO ) in an aqueous matrix [10-13,16]. In no case
is substrate dimer (R~R) (dominant product for HO - /saturated-hydrocarbon reac-
tions in the absence of O,) or ROOR (dominant product for HO- /saturated-
hydrocarbon reactions in the presence of O,) detected in the product solutions [9].

In the absence of O,, (a) the Fenton systems yield (i) R(pyl) (alkyl pyridyl) or
ROH from saturated hydrocarbons (RH), (ii} PhOH from PhH, (iii) 3-hydroxy-
pyridyl [3-HO(pyl)) from py, and (iv) PhC(O)CH,; from PhCH,CHj; and
(b) HO- yields (i) (R* >R-R) from RH, (ii) (HOPhH-Ph—Ph) from PhH,
(iii) hydroxyl adduct [HOpy(o/p, 2.0)}—pyl—pyl] (bipyridyl; bpy) from py, and
(iv) (HOAiH—Ar - Ar) [rom PhCH,CH,. In the presence of Oy, (a) the Fenton
system yields ketones from the methylenic centers of  hydrocarbons {RH;
e-CoH 3= <CoHy(0)). and (b) HO - yiclds (ROO - «+ROOR + ;) from RH.

Although HO - reacts with CH, (A= 1.1 x 10" M “'s7Y) [9], Fenton reagents are
unreactive. Hydroxyl radical reacts with Fe'(bpy* (bpy. 2.2-bipyridyl) via ary!
addition to give (bpy)i * Fe''(bpy — OH ) (bpy- OH, hydroxyl derivative of bipyridyl)
(k=9x10°M "Vs°%) [9], but the 1:] combination of Fe'(bpy)i* and HOOH in
MeCN is unreactive (Table 2).

In spite of the common belief that Fenton reagents (Fe''L,/HOOH) (L. ligand)
produce free HO- (Eq. (19)), recent studies {11,17,18] and the results of Table 2
provide clear evidence that free HO- is not the dominant reactant, and that
with highly stabilized iron(11) complexes [Fe'(diethylenetriaminepentaacetate)
and Fe'(EDTA)] a nucleophilic adduct {{ EDTA)Fe¢"-O--OH(H,0"), 1; “bound
HO - "}] reacts directly with substrates [18]. Another study finds product profiles
that are inconsistent with free HO+ as the dominant reactive intermediate for a
biological Fenton reagent [19].

The 1:1 Fe"(PA),/HOOH combination in 2:1 py/HOAc is an effective Fenton
reagent for organic substrates [10], and has reactivities and product profiles that
are within the same mechanistic framowork as those for traditional aqucous Fenton
reagents [4}. Hence, the initial step is the reversible nucleophilic addition of HOOH
to Fe'((PA), to give the primary reactive intermediate (1) [11-13] which reacts with
(a) cxcess Fe"(PA), via path A (k=2x10>M ~'s™") [10}, (b) excess HOOH via
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Fe''(PA) + HOOHW [Fe OOFKPA}, (pyH)] 2 (PAYyFe''OH

(B) (23)
eCoHyy © Py
HOOH
(c-Cebipyl +2 HyO + Fe'l(PA),
KIE, 1.7 O, + 2H,0 + Fell(PA),

path B to give O, and (¢) excess ¢-CgH,;, via path C to give (¢-CeH, ;) pyl (cyclohexyl
pyridyl) [aqueous Fenton systems produce ¢-C H,;OH with a kinetic-isotope-efleci
(KIE) of 1.1 [8], and frce HO - (pulse radiolysis) produces ¢-CH,, - with a KIE of
1.0 [91. Although radical traps (¢.g. PhSeSePh, BrCCl;, Me,SO) [9] often are used
to “prove” that free carbon radicals are formed by “free HO-™ from Fenton
reagents, these also react with nonradicals (e.g. the intermediate of path C, Eq. (23):
Table 2). With IM ¢-C,H,, the process of path C is facilitated via formation of an
intermediate (2) that produces 2-(¢-CoHy }pyl and 4-(c-CeHyy ) pyl

14+0=CH,; +py= HPALFY(OH ) pyl(e -~ CH, O} —=Fe(PA),
2

+ = (_-‘;.,H 11 ’Pyl + H 2() (24)

The piosence of pyridine in the solvent matrix causes the primary reactant to be
[CLOF"OOH(pyH * ) (1), which reacts with aliphatic substrates (R1) to produce
alkyl pyridyls (Rpyl) vin (L2 FV(pyRIOH)] (2). When oxidized metal com-
plexes [e.g. Fe™Cly, Fe™(PAY,, Cu(bpy) ‘| e used, the initinl event appaus (o
be reduction by HOOH. e [12.13)

2EMCLy + HOON = 2E¢"Cly + O, + 2HU (25)

The Fe'Cly product in turn forms [Fe"OOH(CL L0 )] (1), which reacts with
oCoHy; and PhCH,CH, via [CLF™Y(OH }(R)] (2) to produce approximately 50:50
mixtures of ROH and RCI [13]. With HOOH and «-C H,, the [ATE] value for 1 is
29 [13]), and with ~BuOOH it is 4.3, The porphyrin catalyst {(CLTPP)Fe!:
[tetra(2,6-dichloro-phenyl)porphyrinliron(11)}  reacts with +BuOQOH 1w form
HCLTPPF"OOBU-r{H,O*)] (1),  which  reacts  with  oCH,,  via
{CRTPPYF™V{OH )(R)] (2) to produce ROH [K7E = 5.0] [12).

In summary: Fenton reagents do not produce (a) free HO-, (b) free curbon
radicals (R ) or (¢) aryl adducts (HO-Ar ). Early work [20] bus demonstrated that
the primary chemistry of HOOH is nucleophilic addition, cven in matrices as weakly
basic as water at plt 2. Hence, Fenton reapents freduced clectrophilic transition-
metal complexes (Fe"L,, Cu'l,, and Co™L. )} must bave o primary step of nucicophilic
addition to the metal center to give ¥ (the reactive intlermediate of Fenton reagenis).
The eflicient and selective reactivity of 1 (Fenton chemistry) makes it a more
reasonable cytotoxic agent than free HO - within the oxy-radical theory of aging
and heart disease {21,22].
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3. Oxygenated Fenton chemistry

When excess HOOH (or ~-BuOOH) is combined with transition-metal complexes,
it becomes the dominant substrate for the initially formed Fenton intermediate (1,
Eq. (23)). This reaction facilitates the disproportionation of hydroperoxides via
species 3 (rapid in the case of HOOH; and much slower in the case of +-BuQOH)
[12,13.15].

[F'OOR(PA), (BH')] + HOOR—~s- [(PA),Fe!(OH)OOR)! 6)
1 3
ROH, B L\’
R=Hor t-Bu ROH
O, + Fell(PA),

Hence, a system with excess HOOH initially produces its own O,-atmosphere. For
example the S mM Fel'(PA),/100 mM HOOH/! M ¢-CH,, sysiem yields 27 mM
¢-CeH ,(0) and 4 mM (c-CH,,)pyl (the respective [KIE]-values are 2.5 and 1.7,
Table 2). More than half of the HOOH is decomposed to O, (Eq. (26)). When ¢-
BuOOH is used in place of HOOH the system yields 7 mM ¢-C H,,00Bu-z ([KIE}=
84). 1l mM CH,((0) ([KIE]=7.6) and 19mM (c-CsH,,)pyl ([KIE]=4.6).
Again, almost half of the -BuOOH is decomposed to O, via Eq, (26). Combinations
of Fe"(PA), and HOOH in the presence of O, transform ¢-CoH;, to ¢-CgH;((O)
([KIE] 2.1) us the only detectable product (Table 2).

Although 1:1 combinations of [Fe"(bpy)i*. Fe™(O:bpy)3*. Fe"(OPPh,;);",
Colltbpy)it or Cu'(bpy); JHOOH in the absence of O, are unreactive with
o=C a0 they readily react inits presence 10 produce o-CoH,(0). When their ratio
is 1:20 ML /HOOH, most of the HOOH is transformed 1o O, via Eq. (26), which
results in anglogous Fenton-induced activation of O, lor reaction with -C Hy, and
PhCHLCH, (Table 2),

The 9 mM Fe'(PA),/9 mM =BuOOH system in the absence of O, und substrate
reacts via a Fenton process (path A, Eq. (23)) to give (PA)FeMOH. In the presence
of O, (with ot without 1M ¢-C,H,;) there is no evidence for free Fe(PA), in the
reaction matrix (no electrochemical oxidation, but a two-¢lectron per iron irreversible
reduction) [12). These observations are compelling evidence that species T (formed
from -BuQOH )} produces an O,-adduct (5)

140, -+[Fe™(OOBu—1)(PA); (O,)(pyH * )I5/1(0,)] (27)

which reacts with excess ¢-CoH,; to produce ¢-CoH,o(O). The dioxygen adduct (§)
appears 10 be the steady state primary reactive intermediate rather than species 1
on the basis of the enhanced [KIE] value for ketone formation {8.5 [for initial
formation of 6] vs 4.6 [for formation of (¢-C H,;)pyl]}. Table 3 summarizes the
product profiles for several ML,/t-BuQOH/O, (1 atm) combinations with ¢-CgH,;
and ¢-C H,,. In all cases the oxygen atoms that are incorporated in the product
species come from O, [12].

The preduction of 16 mM PhC(O)Me by the 5 mM
Fe"(PA),/5 mM 1-BuOOH/O,/1M PhCH,CH, system [12] indicates that (a) most
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of the oxygen in the product comes from O, and (b) the reation is initiated by
species §, but (¢) the catalytic cycle is carried by species 6 [{ PA),Fe'Y(OH)(OOR)]
(three times as much product as initial ~BuOOH).

% + PhCH zcm—T— (A, FeOmIooCHCHPR TR ¢, | prcojen,
RH  t.plon 6a ©2 +H0 9

Cyclohexene (¢-CgH,o) has similar reactivity in the 10 mM Fe''(bpy)Z* /20 mM

+-BuOOH/O, system with at least 4 O, turnovers per r-BuOOH (Table 3).

Scheme 1 outlines a set of reaction paths that are consistent with the product profiles
for Fenton chemistry and oxygenated Fenton chemistry [i:1 ML,/JHOOH (or
t-BuOOH )/*0,] with cyclohexane (¢c-CgH,,) as the substrate. The species 3 that is
formed from r~BuOOH (rather than HOOH) is about 100 times longer hived
[decomposes to O, and +-BuOH (Eq. (26))), and thereby can react with ¢-CgH,; to
form ¢-C4H,;O0Bu-z. Because the KIE value for its formation is 8.4, the reactive
intermediate must involve a pathway other than that for Fenton chemistry (path C
[KIE, 4.6] and Table 3). The product is only observed with /-BuOOH (and not HOOH ),
which is consistent with the longer lifetime of 3 when formed from excess -BuOOH.

With 20:1 HOOH (Bu-2)/Fe'(PA), ratios, substantial fractions of the HOOH(Bu-
t) are decomposed to Q, via species 3 (Eq. (26)) (rapidly for HOOH and slowly for
~-BuOOH). This internally generated O, in turn combines with 1 to form §, which
accounts for the production of ketone (rather than ROOBu-?) in Ox-free systems of
-BuOOH. Electrochemical results [12] confirm that excess -BuOOH with Fe'((PA),
undergoes a sustained disproportionation to O, and formation of § {same reduction
peak as for 121 Fe'(PA ), +-BuDOH in the presence of O,). A similar set of observations
and rationalizations has been presented for incorporation of O, derived {from
~BuQOH in a Fe(H)/r-BuQOH/c-CyH,./(10:1 py/HOAC) system {23].

Other iron(11) complexes [Fe'(bpy)i*. Fe"(OPPhy) Y, F"Cly) underpo initial
aucleophitic addition by HOOH to form an analogue of species 1. For the
Fe'L3* complexes in pure McCN this is a cationic reactive intermediate
(L} YF"OOH(H,0* )] that reacts with excess HOOH to form 3, which decomposcs
to O, and reacts with substrates. In the presence of Oy 1 reacts with ¢-CgH,, to
form 6, which reacts with a second ¢-C H,, to produce ¢-CgH,o(O) and
¢-CeH,;OH (Scheme 1).

With excess HOOH or ~BuOOH, the primary reactive intermediates (1) dispro-
portionate HOOH (rapidly) and +BuOOH (slowly) via path B and species 3
(Scheme 1). For the conditions of excess r-BuOOH and substrate (RH), species 3,
seacts with RH to produce ROOBu-¢ (th~ [KIE] values for ¢-CoHj, range from 5.4
to 8.4 [13]). The reactivity parameters for [Co"(bpy);*][13] and [Cu'(bpy); ] [15]
are similar and in accord with the proposition that all of these complexes activate
HOOM initially via a species 1, which reacts with hydrocarbon substrates (RH) via
path C to form species 2. In general, the reactivity parameter [K/E] has smaller
valucs for the path-C step than for the path-D step of Scheme 1.

With cxeess O, most of the species 1 react with substrates (RH) via path D to
form species 6, which in the case of ¢-CgH,,. reacts initially either with excess HOOH
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F(PA), + HOOH ™ [L;,'Fe"OOH(pyH‘)}(A—)%"' L,FeOFeL,
21 py/HOAc 1 (B) py, H,O
k=2x10°M's? © HOOH
c-CHy2
py, H,O
N H,0
Y
OH L,rd% OH ]-ff-‘-‘it-«n--C)2 + 1,0 + R,
I
ply OH I—QFE?: /ECBH,,
L ooc -
6 U s HOOUN ~.C.H
65 (B (E) sHlyn
{(G), HOOH 1O
e : ¢-CH,o(O) + O, + Fell
Co (O F0 ¢-CoHyo(O) + 0, + Fel, '
e e KIE, 21 Py(CyHy) + FellL,
1. ?[:eillo I"cl Il.Q KIE 1.7
H,0 ’

e-CoHyo(O) + e-CH O + Fellt,

..L‘I”(bpy)‘z‘ + HOOH * &-C,:,Hm _ZW“ 2?’PQNOI{(M{‘H“”
R 6 9SG oo 11 (0) 01,01 + 110
KIG 40; 14 + Bl
With 1:-BagN 1

[y B OOBEYII N 1 - C et PYECET,) + £B0OH 3 1O ¢ 3N,

3 KIE, 46
[V OHNOOBUN & ¢ 2Ly et o 11,008 8 11,0 4 1l
3 KIE, R4

3+ £BUOOH « oCilljy ——6 + 2 - BuOH

H,,
lr-Cﬁ 6 + ¢-CH ) + 2 B0
2 FBuOOH KIE, 7.6
T+ Oy 4 Gy et ? + +BuOH + py
SSAIY e O O) # 6 11, OH + Rl

Scheme 1, Feonton Chenustry snd the activation of dioxygen tOxygenated Featon Clhenistey)

vit path E o excess o-CHyy via path ¥, and finally with excess Fe''lL, via path G
(Scheme 1), Thus, the various species 1 (Fenton intermediates) catadyze the incorpo-
ration of Oy into the ketone and aleohol products Je.g. Fet'(bpy)i* /7 - BuQOH,
Oy /e=C H, 5 Table 3],

20-C s + 08 +1-BuOOH ~+ ¢ CH (0" + ¢~ CH,, O H 41

sl
Felll,

~BuOH +H,0 (29)
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Results [23] for a Fe™{NQ;);/1-BuQOH; %0, ¢-CsH |, system in acetonitrile establish
that the OQ-atoms in the ¢-CgH(O) and -CgH,sOH products are from O,. This
supports the stoichiometry of Eq. (29) {10:20 Fe"L./t-BuOOH systems are 20-80%
efiicient {ketone per -BuOOH, Table 3)].

For substrates with weak C-H bonds in their CH, groups {PhCH,CH; and the
allylic carbons of cyclohexene (c-TgH o)}, species 6 becomes a catalyst for the
activation of O,. When the reaction efficiency for such substrates is > 100% (ketone
per -BuQOH. Eq. (29), Table 3), species 6 must activate O, for reaction with the
substrate {turnovers per Fe''L, > (+-BuOOH/Fe"L )]

¢t~ Colyn
[LFe™(OH) (O0CH,)) 6b+ ¢-CHL(O0) +H,0 (30)
ab Qs 2 - ¢yctohexene -~ one

Hence, the 10 mM Fe'(bpy)3* /20 mM -BuOOH/¢-C H , system has at least 3 O,
turnovers via path E, which is similar to the 1.4 O, turovers per copper for the
5mM Cu'(bpy)s /5 mM -BuOOH/PhCH,CH; system |15}, Likewise, the 10 mM
Fe*(OPPh,)2* /20 mM -BuQOOH/IM ¢-C H,, system has almost 2 O, wurnovers via
Eq. (30) [12]. Scheme 2 outlines a sct of reaction paths that are consistent with the
product profites with ¢-C H,,, as the substrate.

Perhaps the most dramatic example of oxygenated Fenton chemistry is the

BuOOH .
Fe(bpy)?* + 1-BuOOH ===[(bpy), Fe''O0Bu (H,*0) - [(bpy),>* Fe'V (OHHOOBWI
1 BuOH,
H,0 stow
102

0O, + BuOH + Felltbpy),™

bpy)y (s 0" N OOBU (1, O)]

1Oy
oCelyy
BuOH, H,0
ubp:)z’*Fe“’(oml'o'ocﬁng)l é—gﬁﬂmT c-CHgl*O) + c.cl:Z:::;:;: .
A B H,0 2
c-Celly | 'O,  *ON_ 26-CMy,

H,0

6 + c-CyHga(O)
(3.3 cycles per t-BuOOH) ., C.H, OH
(1 cycle)

Scheme 2. Proposed pathways and intermediates for the metal/hydroperoxide-induced activation of (1,
for the ketonizzion of cyclohexane (¢-CH o).
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Mn"L, /t-BuOOH-induced activation of O, for reaction with ¢-C¢H,, (Table 3) [24].
With (salen)Mn"'OAc (salen: Schiff base of two salicylaldehydes and eiuyicuedia-
mine) in MeCN more that 10 product molecules are produced per -BuOQOH. When
the solvent is changed to 2:1 py/HOACc, the overall efficiency is reduced by a factor
of three. However, whereas the ketone [¢c-CgHg(O), 2-cyclohexene-one] is the domi-
nant product in MeCN, in py/HOAc approximately equal amounts of epoxide,
alcohol and ketone are produced (about 4 product molecules per 1-BuOOH). A set
of reaction paths that are consistent with the product profiles and reaction dynamics
are outlined in Scheme 3. Species 1 is unreactive with ¢-CgH,,, and the system is
ineffeciive when -BuQOH is replaced by HOOH. The Mn(Il) analogues of the
compiexes in Table 3 are not effective Fenton catalysts.

(salen)Mn(OA¢) + £-BuOOHE™ (LMn"'00Bu(HOAC)}
1

03/ ¢-CHyy (cyclohexene)

BuOH
LtAcO)Mn"{.,gqu, %—c@,ﬂ.ﬂo& + c-CeHy*OH
6 /a B H,0 + LMt (0A Q)
"0, foCHy, *Os 2¢-CHyp
1,0 {2:1 py/HOAc}
6(; ;c:l::::;?) 6+ 20-CoHYOH (0.5 cyele)

+-BuOOH) (6 4+ ~CyH ;10D + ¢C H S OH)
{epoxide)

Scheme 3. MaML, /e BuOOH-induced activation of 0, for the oxygenation of olefins,

Thus, transition-metal complexes [ML,: Fe'L,, Ma"L,, Cu'(bpy); und
Co''(bpy)*] undergo nucleophilic addition by hydroperoxides (HOOH or -
BuOOH) to form [L,MOOH(BH*)] (1), which in the presence of O, oxygenates
hydrocarbons and related organic substrates via species 6 (oxygenated Fenton chem-
istry; Scheme 1, Scheme 2 and Scheme 3). Analysis of the results in Table 2 and
Table 3 confirms that the catalytic efficiency for the various species 6 depends on
the metal, its ligand, the hydroperoxide (HOOH or 1-BuQOH), the solution matrix,
and the substrate. Hence, the Fe'(PA),/HOOH/(2 py/HOAGC) system provides the
most potent reactive intermediates (1 and §; smallest [KIE], 1.7 and 2.1, respeciively
tor e+C,H,,). but has low reaction efficiencies because HOOH acts as a competitive
substrate. In contrast, the Mn"(salen)(QAc)/t-BuQOH/MeCN system is not an
cffective Fenton reagent, nor an oxygenated Fenton reagent with ~C H,,. However,
with »CyH,q as the substrate it is by far the most cfficient oxygenated Fenton
reagent (8.2 ketones [e-CyHg(O)) and 2.4 alcohols {¢-C,H OH] produced per -
BuOOH). Table 4 summarizes the relative reaction efticiencies (ketone per hydroper-
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Table 4
Relative reaction efficiencies (ketone/hydroperoxide) for the ketonization of cyelohexane (¢-CgHy.). cyclo-
hexene {¢-C H,¢) and ethyl benzene {(PhCH,CH,) via metal/hydroperoxide-induced activation of O}

¢—CeH,::HOOH:Fe"{PA), >Co"(bpy)3 * > Cul(bpy)y >Fe(bpy);* ~ Fe"(OPPh,);"
(K/HP) o4 [21p 0.2 [29P 0.1§24pP 0.05 [4.0]° 0.05 [>10)*
(Alc/HP) 0.0 0.0 0.07 [L1® 004 [1.4)° 0.07 [1.9°
t—BuQOH:Fe"(PA), > Cu'(bpy)s >Fe''{bpy)i* ~Fe'(0i 2h,)5" >Co"(bpy)i*
(K/HP)  08[7.6]° 0388 02[>10P 02[10P 0.1 96}

(Alc/HP) 0.0 0.1 >8P 0.25 [4.8]* 031 [54]° 0.03 [6.3]°
o= CgH,o:HOOH:Co'(bpy)3 * > Fe''( PA), ~ Cu'(bpy); >Fe"(bpy)i* > Fe"(OPPh;);*
(K/HP) 0.2 0.1 0.1 0.05 0.03

t — BUOOH:Mn" (salen)(OAC) > Mn™ (bpy), (OAc), > Mn"™(OPPh;)(0AC), > Fe'(bpy)i * >
Fe"(PA), >Cu'(bpy); >Co"(bpy)s * Fe"(OPPh,);*

{(K/HP) 8.0 7.0 5.6 43 30 1.3 0.7

{Alc/HP) 24 21 0.6 30 1.8 0.0
PhCH,CH,:HOOH:Fe'(PA), > Co"(bpy)} ' > Fe"(bpy)i™ > Cul(bpy); > Fc"(OPPh,);"

(K/HP) 0.8 0.2 0.15 0.1 0.05

t—BuOOH:Fe'"(PA), > M (salen)(QAc) > Fe"(OPPh, )} * > Fel(bpy)$* > Mn"'(bpy),(0Ac), >
Cul{bpy)s > Co¥'(bpy)i ' Mn'"(OPPh; ),(0AC),

(K/HP) A2 2.0 19 1.8 1.6 14 09
(Alc/HP} 0.0 0.0 0.8 0.6 0.0 0.0 0.2

* Datn from Refs, [H- 13}
® Kineticsisotope-efiect; [KIE]=K, . c.u,, /K - comy

oxide) for the several systems with cyclohexanc, cyclohexcne and cthyl benzene.
Although the various species 5 and 6 formed via HOOH are more reactive than
those formed via -BuOOH (the former have much smaller K7E values), the latter
huve much larger eflicicncies (HOOH is a much more reactive competitive substrate
than ~BuQOH).

4. Summary

Hydroperoxides (ROOH) in solution react as nucleophiles towards electrophilic
substrates [SO,; RX; HOC; transition-metal complexes (Fe"L,, Cu'L,, Mn"lL,,
Co"L,)] [25]. In contrast, diatkyl peroxides (ROOR) [with a weaker O-O bond
(AHpys about 40 kcal mol " ') than that for ROOH (about 50 keal mol 1] are much
fess reactive and must be activated via homolytic dissociation of their O-O bond.
Because all coordination complexes of metals (ML, ) have electrophilic metal centers
with nucleophilic ligands, the primary chemistry of hydroperoxides towards them is
nucleophilic addition and substitution. When the complex includes a reduced trans-
ition metal [e.g. Fe"(PA),], nucleophilic addition yields the reactive intermediate for
Fenton chemistry (1) and the precursor to the reactive intermediate for oxygenated
Fenton chemistry {5 [1(0,)]}. Table 5 lists proposed formulations for the reactive
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Table 5
Proposed formulations for the reactive intermediates for Fenton chemistry (1} and oxygenated Fenton

chemistry {8 [1(0,)] and 6}

L {[(PA); [Fe"OOH(Bu){pyH " }} {[(C1); JFe"OOH{Bu{H,0 "}
2py/HOAc MeCN

S0} {[(PA); }(- OOYFe"OOH(Bu)[pyH " J} {(CH; Y - OOFe"OOH(Bu)[H,0* )}
{(bpy}; (- OO)Fe""OOH(Bu) H;0 " }} Hbpy)x(0:)CuOOH{Bu)[H,0* |}
{(bpy); (- OO)CAMOOH (Bu)fpyH ™ |} {(bpy}{ AcO).( - OOYMn'YOOBu{ HOAC]

{(salen) (- QOYMn'YOOBu{ HOAc)}

6 [{( PAF¢™(OH }(OOR)] [CL,Fe™(OH) (OOR)]  [(bpy): * Fe'Y(OH)(OOR)]
[t bpy); Cu'(OH }OORY] {(bpy)3 ' Co™(OH)(OOR Y
[(bpy);( AcO),Mn¥(OH ) (OOR)] [¢salen{ AcOMnY(OH }OOR)]

RH =¢C,H,; {cyclohexaned, «-C H, (cyeclohexene), PhCH,CH, (ethyl benzene)
PAH = picolinic aeid { 2-carboxyl pyridine)
salen = Schiff base (cthylenediamine plus 2 salicylaldchydes)

intermediates for Fenton chemistry (1) and oxygenated Fenton chemisiry {$
[1(0,)] and 6} within the present study. Each of these reactive intermediates (1, S,
6) inciudes a stabilized hydroxyl group (HO) that (a) is less reactive than free HO -
and (b) gives products from organic substrates via the internal formation of an
intermediate with an iron-carbon bond [or Fe(pyl)-carbon bond, or an
FeQO-carbon bond] that are differcat from those for free HO . Thus, the metal-
induced activation of hydroperoxides via nucleophilic addition (Fenton chemistry)
15 a highly diseiptined “distant cousin™ to the radical chemistry of free HO -, Henee,
the specific reactivities of Fenton reactive intermediates {1, §, 6] are afivcted by the
meral (Fe, Cu, Moy or Co), the ligand and the solution muatrix, The more limited
reaetivity of Fenton systems is more than compensated for by their selectivity and
uigque ability 1o produce pure producis,
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