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Preface

Emil Fischer, Karl Freudenberg and Paul Karrer were three iconic
figures in the development of organic chemistry in the first half of the
twentieth century; they were also pre-eminent amongst those attracted
toward the study of vegetable tannins — extracts of plant materials whose
use in the conversion of raw animal skins into leather was centuries old.
Notwithstanding such efforts it was still possible for the chairman of a
symposium dedicated to the subject of vegetable tannins held in
Cambridge in 1956 to begin by stating “After the early encouragement of
Emil Fischer’s outstanding contribution to the tannin problem, chemists
realised that the problem was still one of great complexity, and tannin
chemistry had gradually become one of the disorderly and untidy corners
of organic chemistry.” It was generally recognised [Freudenberg (1920).
Die Chemie der Natiirliche Gerbstoffe, Springer: Berlin] that there was a
broad division into condensed or non-hydrolysable and hydrolysable
tannins but much else remained vague and uncertain. By contrast the
progress made in our understanding of these previously intractable
children of nature in the following fifty years has been remarkable. As is
often the case in science much of this has been a result of the discovery
of new techniques and methods — principally chromatography in its
various guises and a panoply of new spectroscopic tools in structure
determination. As is also often the case the contributions of particular
individuals is frequently critical in charting the way forward. In the case
of ellagitannins the efforts of two men in the 1950s were crucial in
determining the nature and scope of the subject and its future
development. They were the founding fathers of the subject as we know
it today.
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After the disruption following the second world war and at the age of
fifty three, Otto Theodor Schmidt began what was to be the most
productive and successful phase of his distinguished career namely the
study of the structures of the ellagitannins. Where others before failed he
isolated and studied ellagitannins from traditional sources such as
Myrobalans and Algorabilla. It was a classical piece of work and
inevitably employed classical techniques (often now long forgotten) such
as crystallisation and chemical degradation! By today’s standards the
number of his publications is very modest but each has depth, the stamp
of intellectual rigour and infinite attention to detail and each, without
fail, has stood that most important test — the test of time. His work, along
with that of his colleague Walter Mayer brought to light for the very
first time some of the many characteristic structural groups found
in ellagitannins — hexahydroxydiphenic acid, dehydrodigallic acid,
dehydrohexahydroxydiphenic acid, valoneic acid, chebulic acid,
brevifolin carboxylic acid — all derived from the fundamental building
block gallic acid. It is one of the truisms of good scientific practice that
one should always set aside time to think and as the work progressed
Schmidt and Mayer began to elaborate an eminently satisfying
framework and rationale, involving dehydrogenation and hydrolysis, for
the biogenesis of the ellagitannins from their presumed galloyl ester
precursors. This pioneering work of the Heidelberg school has securely
underpinned all the subsequent chemical and biogenetic work in this
field over the past half-century.

If Schmidt was a consummate practitioner of organic chemistry then
E.C. Bate-Smith was an extraordinary talented polymath whose interests
ranged from animal physiology to taste and astringency, to plant
systematics and taxonomy. His investigations of astringency in
foodstuffs led him to vegetable tannins and to their taxonomic
distribution in the plant kingdom. After retirement this became his hobby
and his passion, (‘Bate-Smithery’ as it was occasionally referred to). It
constituted the first really serious excursion into the botanical aspects of
vegetable tannins and demonstrated unequivocally their presence as
normal phenolic metabolites in a much wider range of plants than had
hitherto been appreciated. As such it was seminal and its results far-
reaching. It opened up the field and has been thoroughly exploited in
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subsequent research not only in the search for new tannins but also from
the point of view of plant systematics. In the specific case of
ellagitannins Bate-Smith suggested that they were to be found in some
75 families of dicotyledonous plants. His methods were deceptively
simple, those of the true amateur.

Thus Schmidt and Bate-Smith, in their differing ways, not only laid
secure and lasting foundations for many of the developments in the
chemistry and biochemistry of ellagitannins that have followed, but they
also signposted many of the avenues which were now open to future
research. Some measure of the explosion of activity in this field which
ensued in the second half of the twentieth century may be gained by
comparing Schmidt and Mayer’s extensive review [Natiirliche
Gerbstoffe, Angewandte Chemie, (1956), 68, pp. 103—115] and Mayer’s
appreciation of Schmidt’s work and career [Liebig’s Annalen der
Chemie, (1973), pp. 1759—-1776] with the 1996 review of Ellagitannin
Chemistry by Quideau and Feldman [Chemical Reviews, (1996), 96, pp.
475-503]. The present multi-author text now brings the subject right up
to date and into the twenty-first century; its contents and the story of
achievement it tells would have brought a smile of satisfaction to both
Schmidt and Bate-Smith.

Almost inevitably the reader’s attention is taken by the enormous
range and number of ellagitannin metabolites which have now been
isolated from plants — from simple ‘monomeric’ hexahydroxydiphenoyl
esters, dehydroellagitannins, C-glycosidic ellagitannins, ‘oligomeric’
ellagitannins, to macrocyclic ‘oligomeric’ ellagitannins...... The list
seems endless and, in the context of the position fifty years earlier, it
represents a monumental achievement, accomplished principally by
researchers in Japan — Okuda, Yoshida, Nishioka, and Tanaka. Okuda
and Yoshida and their colleagues discuss all of these developments in
two chapters and bring order into what might have been chaos by
analyzing and classifying the many structural themes within the
ellagitannins class of phenolic metabolites. Gratifyingly they also show
how each of the structural groups and sub-groups may be derived using
the guidelines set out by Schmidt and Mayer in their biogenetic
hypothesis, based upon the dehydrogenation of galloyl ester substrates,
first elaborated in 1956. Similarly they also comment on the position of
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ellagitannins in relation to plant systematics — a topic very dear to the
heart of Bate-Smith. Okuda indeed makes a very interesting suggestion
linking the progressive oxidation of ‘monomeric’ ellagitannins to
Cronquist’s system of plant evolution. These ideas may well repay
further attention.

First decribed by Mayer in the late 1960s, the C-glycosidic
ellagitannins represent an intriguing and possibly unique, highly
condensed sub-class. They are characterized by the C—C linkage between
the C-1 of the open chain form of D-glucose and a carbon of a phenolic
nucleus, derived originally from gallic acid. Jourdes, Lefeuvre and
Quideau, in a fascinating and wide ranging account of these metabolites,
discuss not only their possible biogenetic origins but give an in-depth
review of their chemical reactivity. In particular they focus on the
striking differences found between the diastereoisomers vescalagin and
castalagin. Finally, and in this context, they reflect on the role of
compounds such as vescalagin (found in oak) may have on the taste and
colour of wines which are aged in oak barrels.

Beautifully complementing these descriptions of the chemistry and
taxonomic distribution of ellagitannin metabolites are two chapters
dealing with their biosynthesis and strategies aimed at their total
chemical synthesis. In the first of these Gross charts the progress made,
principally if not exclusively by his own group, towards an
understanding of the mechanisms whereby first gallotannins and then
ellagitannins are formed from gallic acid and D-glucose. Of particular
interest is the recent discovery of an enzyme from Tellima grandiflora
which is able to convert B-1,2,3,4,6-penta-O-galloyl-D-glucose into
tellimagrandin II. In doing so the enzyme (probably of the laccase class)
oxidatively couples the 4 and 6 galloyl ester groups in the substrate to the
(S)-hexahydroxydiphenoyl group bridging these same two positions. It is
an enormously encouraging first step towards the elucidation of further
stages in this pathway. Parenthetically Professor Gross has thus provided
welcome affirmation of the early speculations by Otto Schmidt, Mayer
and others concerning the biogenesis of these metabolites.

Few would contradict the proposition that the direct chemical
synthesis of ellagitannins presents tremendous challenges. Indeed there
were no reports of the fruitful outcome of such attempts until the 1990s
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and in their 1996 review Quideau and Feldman give an elegant
presentation of the possible strategies which may be adopted. These are
further developed by Khanbabaee in a chapter on the synthesis of
ellagitannins. Feldman was the first to successfully carry out biomimetic
syntheses of ellagitannins (e.g., tellimagrandin I and II, pedunculagin) by
oxidative coupling of suitably protected preformed galloyl ester
precursors and Khanbabaee develops in his essay the possibilities of a
second synthetic strategy using as its key step the stereoselective
esterification of a diol substrate by hexabenzyloxydiphenic acid (a
compound first described by Schmidt in the 1950s). The example given
of the synthesis of strictinin is a persuasive demonstration of this
alternative rationale.

Plants have been widely used since antiquity as folk medicines
particularly in Asia. The aerial parts of Geranium thunbergii are listed in
Japan in official pharmacopoeias as an antidiarrhetic. Fruits of Cornus
officinalis are likewise used as a tonic in traditional Chinese medicine. It
has been suggested that the ellagitannins are the principal ‘active’
components of many of these medicines. Polyphenols such as these have
attracted considerable interest in the past fifteen or so years because of
possible benefits in human health care and the prevention of diseases
such as carcinogenesis and arteriosclerosis. In this context anti-oxidant
activity and radical scavenging, antiviral, antimicrobial, anti-
inflammatory, and antitumour and anticancer properties have all been
variously attributed to specific ellagitannins. These themes occur
throughout the text and are also dealt with more specifically and from
differing perspectives in chapters by Feldman, Torronen, Tomas-
Barberan and Tanaka. The weight of experimental evidence now
available is impressive. For example several ellagitannins exhibit
inhibitory action against anticancer targets such as DNA topoisomerases.
Others display selective cytotoxicity against human solid tumour lines.
The question whether some ellagitannins are not cytotoxic but rather act
to enhance the human immune defences is taken up and developed by
Feldman in his chapter. Antiviral and antimicrobial activities have also
been widely reported and in this area the ability of various ellagitannins
to inhibit replication of the Herpes simplex virus has attracted particular
attention. Since some fruits and fruit juices contain significant amounts
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of ellagitannins the question of their effects as part of the diet on human
health and their metabolism are also considered by Térrénen and Tomés-
Barberan. Both address the vexed but critical question of the
bioavailability of ellagitannins which is central to the whole basis of their
possible therapeutic action. Tomas-Barberan diplomatically concludes
that there are various unresolved issues within this process in humans
that still need further research. Tanaka in his chapter makes some
beautifully simple but critical observations on the solvation/desolvation
processes which must underlie this whole phenomenon and that of
complexation with other molecular species. Many questions remain.
Thus the C-glycosidic ellagitannin vescalagin is formally derived from
B-1,2,3,4,6-penta-O-galloyl-D-glucose by the loss of six hydrogen atoms.
Yet it is crystalline and highly water soluble, quite different to its
presumed biogenetic precursor. It is a subject which would reward
further study. Notwithstanding the final outcome of such studies the
reader should certainly follow Térrénen’s advice that the consumption of
the delicious ellagitannin-rich foods and beverages can be recommended!

The seeming cornucopia of possible medicinal/pharmacological
properties associated with ellagitannins has now come right to the fore. It
is a complex area and, for the uninitiated, the amount of information can
be overwhelming. Perhaps now is the moment for the key underlying
issues, such as bioavailability, to be addressed so as to develop a
framework of ideas for the future, for as the poet T.S. Eliot wrote:

“Where is the wisdom we have lost in knowledge?
Where is the knowledge we have lost in information?”

Finally it is timely to return to the enigma of gallic acid itself, one to
which Bate-Smith repeatedly drew attention. Whilst the occurrence of
other hydroxybenzoic acids in the plant kingdom is at best sporadic and
idiosyncratic, in certain plant families substantial amounts of polygalloyl
and hexahydroxydiphenoyl esters are metabolized. The weight of
experimental evidence favours the direct dehydrogenation of 3-
dehydroshikimic acid — an intermediate in the shikimate pathway of
aromatic amino-acid metabolism — as the route of biosynthesis to gallic
acid. As such it is potentially unique for each phenolic group would then
derive directly from the aliphatic oxygen functionalities of the substrate.
Thereafter the ellagitannins are, vide supra, formed by further
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dehydrogenation of galloyl ester derivatives, usually of D-glucose.
Dehydrogenation seems to be the key reaction throughout. What is the
rationale for this wholesale diversion of intermediate in the shikimate
pathway by such means? It is an intriguing question waiting to be
answered by investigations at an enzymic/genetic level, for as Eliot also
remarked “What we call the beginning is often the end.”

E. Haslam, March 2008



Contents

Preface

1. Ellagitannins Renewed the Concept of Tannins
1.1 Old and New Concepts of Tannins...............oooviiiiiniinn....
1.1.1 About the chemical stability of ellagitannins..................
1.1.2 Definition of ellagitannins in the narrow and wider senses .. ..
1.1.3 ‘Stereochemistry ofllagitaiiing .. o e s 5o sumsimsins s sosspmanas
1.1.4 Condensation of dehydroellagitannins with other
SUBSEANGES « 5 s crusees 59 0 wmmemnss £5 5 SEEEioss o 8R0S § 8 SEHEREE 53
1.1.5 Accumulation of an ellagitannin of specific structure in a

1.3.1 Oxidative biological transformations from gallotannins to
ellagitannins and dehydroellagitannins .......................
1.3.2 Regiospecificity of the HHDP group on the glucose core,
and its correlation to plant families...........................
1.3.3 C-glycosidic ellagitannins and complex tannins...............
1.3.3.1 Occurrence of C-glycosidic tannins in plants .........
1.3.3.2 Biomimetic synthesis of C-glycosidic ellagitannins. ..
1.3.4 Oligomerization of ellagitannins leading to pentamers ........
1.3.4.1 Oligomers as main components in a plant species ....
1.3.4.2 Oligomerization via oxidative C—O and C-C
COUPLING TNOMEE . - vcovcene e samidisncnsn o 5 53 mimintiztriin s + 32 isions
1.3.4.2.1 The GOG- and GOGOG-type units
1.3.4.2.2 The DOG and D(OG),-type units
1.3.4.2.3 The GOD-type unit
135 MACtoCYEIC OliBOMICTS crmuss s « » viesmssson e s ssti@oigunin 4 o fii o 4 o
1.3.6 Structural transformations of ellagitannin oligomers ..........
1.3.6.1 Isomerization of dimers via Smiles rearrangement. . ..

xiii

11
12
12
14
14
16

17
18
19
23
24
26
26



Xiv

Chemistry and Biology of Ellagitannins

1.3.6.2 Hydrolysis of ellagitannin oligomers into
TOONOICTS... .. v s« srssstasis 5. ¢ 5 5050516085 5 5 5 55 50650818 & 5 4 mmgoronmen o
1.3.7 Seasonal transformations of ellagitannins in a plant
1.3.8 Production of ellagitannins by tissue cultures.................
1.4 Correlation of Ellagitannins of Various Oxidation Stages with
Plant Evolution Systems..................coooveiiiniiiiiiiii ..
1.4.1 Classification of hydrolyzable tannins based on the
oxidation stages of their polyphenolic functions ..............
1.4.2 Correlation of the oxidation stages with Cronquist’s system
of plant evolution ...
1.4.3 Isolation of oxidized ellagitannin oligomers in specific
Plant orders. ... ...
1.5 Main Ellagitannin-Rich Medicinal Plants ...........................
1.6 Properties and Primary Activities of Ellagitannins. ..................
1.6.1 Reduction, stabilization and precipitation of other
substances by tannins, and solubilization of precipitates by
EXCESS LANMIN . .....oviiiii it
1.6.2 Indexes of tannin binding activity and reversal of tannin
biological aCtiVities ...........oovieiiiiiiii i
1.6.3 Antioxidant activities ...................coooiuinnninni.. ..
1.7. Biological and Pharmacological Activities .........................
1.7.1 Antiviral, antimicrobial and immunomodulatory activities ... .
L7.2 AntitumOT ACHVITIES .« vis« « » 24 oo 2 505 smmarns s e oo morror o o o s mmies
1.7.2.1 Inhibition of mutagenicity of carcinogens ............
1.7.2.2 Inhibition of tumor promotion........................
1.7.2.3 Host-mediated antitumor activity.....................
1.7.3 Induction of apoptosis. ..........cooviiiiiiiie i,
1.7.4 Effects on liver functions and others..........................
1.7.5 Absorption and metabolism of ellagitannins in animals .......
1.8 Bibliography ...........ooooiiii

. Structural Diversity and Antimicrobial Activities of Ellagitannins

2.1 Monomeric Ellagitannins...................coooeiiiiiininnnii...
2.1.1 Primary ellagitannins (HHDP esters) .........................
2.1.2 Dehydroellagitannins ................cc.oiiiiinninninnnnnn..
2.1.3 Modified dehydroellagitannins ...............................
2.1.4 C-Glycosidic ellagitanning ......................cooieie...
2.1.5 Complex tannins (hybrids bearing a flavan-3-ol moiety) ......

2.2 Oligomeric Ellagitannins .............coooviiiiiiineeiiiieneanan...
2.2.1 Oligomers linked with a dehydrodigalloyl group..............
2.2.2 Oligomers linked with valoneoyl and dehydrovaloneoyl

BEOTIPS & i sisirssn s 55 5 5 @min &5 5 5 S50 5 £ 5 5. SR 5 £ v 3 8 iSRS E § 45 & e



Contents XV

2.2.3 Oligomers linked with an isomeric valoneoyl group........... 77
2.2.4 C-Glycosidic ellagitannin oligomers................coooveen. 77
2.3 Chemotaxonomic Significance of Oligomeric Ellagitannins ......... 81
2.4 Antimicrobial Effects of Ellagitannins ...................oooon. 83
2.4.1 Variation of antibacterial effects according to bacterial
BDIECTES oo o ¢ « o mimiaioon oo n n m imimiose o 5. 5 b8 ¥ 8 4 § 5 R8I 8 3 5 § S0 83
2.4.2 Effects on Helicobacter pylori................cc.oovineiinnnn. 84
2.4.3 Effects on antibiotic-resistant bacteria ........................ 85
2.4.4 Effects on Leishmania donovani. ............................. 86
2.5 BIBIOGTADIY s s« o o5 mioists 55 65 siwiniess w65 » 5 wwssissm 6 0 ¢ 0 miwtatoincs s« 2 3 syioiote 2.1 88
3. Biosynthesis of Ellagitannins: Old Ideas and New Solutions 94
31l INHEOAUCHON. o « . « < comimirinin o e o osoimions 16 55 3 BEEREH 5 5 5 3 s SIET908 ¥ 68 3 6 Somasg 48 2. 5 94
3.2 Principal Structures and Definitions. ..ot 96
3.3 Gallic Acid, the Principal Phenolic Unit ...............ooooiiiinn. 99
3.4 Biosynthesis of B-Glucogallin ............coooiiiiiiiii, 101
3.5 ‘Simple’ Galloylglucose Esters: the Route to Pentagalloylglucose ... 102
3.6 The Side Route to Gallotannins..........coveveveneeniieneecaieeocens 106
3.7 Biosynthesis of Ellagitannins ............ccooieeeeiiiiiiiiiii... 107
3.7.1 Search for pentagalloylglucose oxidizing enzymes............ 107
3.7.2 Biosynthesis of a monomeric ellagitannin, tellimagrandin IT .. 110
3.7.3 Biosynthesis of a dimeric ellagitannin, cornusiin E............ 110
3.8 Conclusions and Perspectives. ..........oveereeiiiiiaeeieienennn. 113
3.9 Bibliography ....ccooieiiiiiiiiiiiiiiiiii 115
4. Physicochemical Properties and Biomimetic Reactions of Ellagitannins 119
4.1 TOrOAUCEHION « - ¢« sisivie s s e s s s onmimmmne sosmnmamnessss s@sossesssns 120
4.2 Water Solubility and Hydrophobic Association of Ellagitannins..... 121
4.2.1 Structures of ellagitannins and their water solubility .......... 121
4.2.2 Hydrophobic association of pentagalloylglucose and
ellagitannins with co-existing compounds .................... 122
4.2.3 Self-association and biogenesis of dimeric ellagitannins ...... 129
4.3 Biomimetic Transformation of Ellagitannins ..................cc..t. 131
4.3.1 Dehydroellagitannins and related compounds................. 131

4.32 Similarities and differences between the oxidative
dimerization of the galloyl group and the pyrogallol-type

catechin B-TINg . ....oovvriiiiiiiiiii i 135
4.3.3 Reactions of dehydroellagitannins and biomimetic

COTIVIEESTONS - . o s s eomses 555 4 0 ai5iesi 55 5 6 8 wisrasess os 4 o 0 wisimimim o 0 & 0 wmie, 08 137
43.4 Application of the reactions of the DHHDP bisester .......... 140

43.5 Additional oxidation reactions of HHDP and related acyl
ETOUDS ¢ v e et e eennnnnnnnannneeeeessssssnsnnnunanssssssssosns 143



XVvi Chemistry and Biology of Ellagitannins

4.4 ConClusion . .....ooviii e 145
4.5 Bibliography ... 146

5. Strategies for the Synthesis of Ellagitannins 152
5.1 Introduction........ ... 153
5.2 Strategies for the Synthesis of Ellagitannins......................... 154
5.2.1 2,3-HHDP-containing ellagitannins........................... 156

5.2.1.1 Total synthesis of sanguiin H-5
5.2.1.2 Construction of a 2,3-bridged ellagitannin scaffold ... 158
5.2.1.3 Total syntheses of (S)-configured ellagitannins

praecoxin B and pterocaryanin C, and (R)-

configured artificial ellagitannins mahtabin A and

pariin M. oo 159

5.2.2 4,6-HHDP-containing ellagitannins........................... 164
5.2.2.1 Total synthesis of strictinin .......................... 164
5.2.2.2 Total syntheses of gemin D and hippomanin A ....... 166
5.2.2.3 Construction of a 4,6-bridged ellagitannin scaffold ... 169
5.2.2.4 Synthesis of O-perbenzyllagerstannin C.............. 169
5.2.2.5 Tellimagrandin I and tellimagrandin I ............... 173

5.2.2.5.1 Synthesis of O-permethyltellimagrandin I.. 174
5.2.2.5.2 Synthesis of O-permethyltellimagrandin I1. 176

5.2.2.5.3 Total synthesis of tellimagrandinI......... 176
5.2.2.5.4 Total synthesis of tellimagrandinII ........ 178
5.2.2.6 Total synthesis of coriariin A, a dimeric
ellagitannin. ... 179
5.2.3 2,3,4,6-HHDP-containing ellagitannins....................... 181
5.2.3.1 Synthesis of O-permethyl-a-pedunculagin ........... 181
5.2.3.2 Total synthesis of pedunculagin via the biaryl
Coupling Strategy . .. ..ovveeeee et 182
5.2.3.3 Total synthesis of pedunculagin via the double
esterification strategy................................ 184
5.2.4 2,4-HHDP-containing ellagitannins........................... 186
5.2.4.1 Construction of a 2,4-bridged species ................ 186
5.2.5 3,6-HHDP-containing ellagitannins........................... 188
5.2.5.1 Synthesis of O-permethylcorilagin ................... 188
5.3 ConClUSION . ..ottt 191
5.4 Bibliography .......ooiiiiii i 191
6. Immunomodulatory Ellagitannin Chemistry 203
6.1 Immune Function: LPS, lipid A and TNFot....................ooo.. .. 203
0.1:1, APIA A ssioiiie i s 5o misiessi s s 355 500 5 1 & summmnes o 5 = 2.2 mymseyaser oo 5 2 s emisno 204

6.1.1.1 Lipid A structure and chemistry...................... 205



6.2

6.3

6.4

6.5

6.6
6.7

Contents

6.1.1.2 ROIEIN QIBEASE.c..pve v s+ 3 wommiorni e s v svisioznom s 2n imiminimn s o 2
6.1.1.3 Impact on human health .......couvmmeviiimmonconnsos
6.1.2 Lipoteichoic acid, peptidoglycan, and exotoxins ..............
6.1.3.1 TNFa generated from LPS exposure: mediator of
SEPEIC SHOCK . -.v v os s 55 mimio s s 3 0 0 simormisg o 5 83 wingiman s & 3 st
6.1.3.2 Potential for anticancer therapy
6.1.3.3 Monocyte response pathway ....................ooo.
6.1.3.4 Role of LPBP, CD14, Tlr4, and other proteins........
6.1.4 Small molecule mediators of LPS/TNFa-induced septic
SHOCICTESPONER: sroresmas s s 53 srorssen o5 s 43 mravaimbaios o o n w assisioia o o 0 m o iniosm o
6.1, 4.1 LPS QZONISES. : ¢ v srnmyors s 55 srmwssrs s v 55 mmssranor o o o mimiassios o o
6.1.4.2: I PS antagomists: qoums o« s pammnsg ey e pmmmmes s s s
Initial Discovery of Ellagitannins as Immunostimulants
6.2.1 ARtiCAancer aCTIVALY . . . « e e s o o s sisibiang i 5o 5ot 75« s pisgsimy s 38 2 3
6:2.1.1 AGHMONIIN . . v covvvnnmeniee vn s s o ns sisaiee sbns
6.2.1.2 ‘COTIATITNA. « . ciaioin o+ o < minsaimioisn e s 00 minini 0§55 mEG 450 § 35
6.2.1.3 Other ellagitannins. .............cooeuiiiiarineeneennen
6.2.2 Agrimoniin-mouse and hPBMC studies — IL-1f release. ......
6.2.2.1 Immunostimulation — IL-1 secretion ................
6.2.2:2 Other ellagitaniiiis. sy s s wweie s s wmmamme s o sioms
Ellagitannins as TNFo Secretion Inducers ................ooooonnn.
6.3.1 B-PGG, agrimoniin, and a model dimer analog of coriariin
A induce TNFa secretion from hPBMC’s ....................
6.3.2 Structure/activity profile of ellagitannins and gallotannins ....
Ellagitannins as Lipid A AgOnists............cooviiiiiiiiiiiiiiiiis
6.4.1 Use of CD-14 antibodies as a probe for the participation of
CD14 in tannin-stimulated TNFa release.....................
6.4.2 Use of HeJ/OulJ mice as a probe for TLR-4 participation in
tannin-stimulated TNFaurelease. ..ot
Ellagitannins as TNFa Secretion Inhibitors ...............oooeennn
6.5.1 B-PGG as an LPS antagonist ............ooooviiiiiiiiiiiennn.
6.5.1.1 In vitro studies with hPBMC’s ............oooienn.
6.5.1.2 In vivo testing of live rats experiencing septic
SHOOK. . ocormcor v o e o 0 mince i 655 3 SEEEGE B E 8 4 3 igiayons o v ¥ 3 wravagesr o
6.5.2 Dimeric gallotannin analogues as lipid A antagonists .........
6.5.2.1 Invitro testing with hAPBMC’s..............ccooiiiin.
6.5.2.2 Invivo testing with liverats.................oooiiinn.
CONCIUSION . . - <t v vnvisessossansensssemneumnesanamsnsssiisasononsssns
BiblOEIAPIY . .« cvcie s sronmmmmmsusenmmesmstressmnmansessanssssssss s



Xviii Chemistry and Biology of Ellagitannins

7. Bioavailability and Metabolism of Ellagic Acid and Ellagitannins 273
7.1 Introduction . .......ooieu i 273
7.2 How Relevant Are ETs in the Diet?...............ooooveiiiiiiii.... 274
7.3 Do Ellagitannins and Ellagic Acid Show Biological Activity?....... 275
7.4 Is the Analytical Methodology Ready for the Analysis of these

Metabolites in vivo? ..o 280
7.5 Models to Study Bioavailability and Metabolism.................... 281
T3l T VILrO QUBESHION: <ucivios v s 55 winsione s s s o 2 commimmmin o s s s s sssiommrs o o o miwinie 282
7.5.2 In vitro cell lines to study uptake and metabolism............. 282
7.5.3 Animalmodels.................ooo 283
7.5.4 HUMANS. .. .ooouit e 285
7.6 What Bioavailability and Metabolism Events Take Place in
Different Human Body Sites? ................cccooiiiiiieneennnn.. 288
7.6.1 Absorptionoffree EA.............oooiiiiiiiiiiiiii 288
7.6.2 Intestinal microflora metabolism ............................. 289
7.6.3 Phase I and phase II metabolism.............................. 290
7064 TiSSUC AiSETDULION: v« o « 5 5 sisibson 5 5 5 56551505 5 0 » 5 2 corogmms s orm  somaeio 290
7.7 The Whole Picture of Ellagitannin Bioavailability................... 291
T8¢ CIONTCIUBION ¢ £ s s i 555 535555 5 5 5.0 mmmeron o 0 2 0. epcocovn o2 o et cormro o o it 291
7.9 Bibliography ............iiiiiiiii 293

8. Sources and Health Effects of Dietary Ellagitannins 298
8.1 INtroduction . .......c.uueeiuit it 298
8.2 Ellagitannins and Ellagic Acid in Foods............................. 299

8.2.1. Analytical MEHOAS: wsw s s 1u sumumans s s spmmas s 55 65w 1 555 snn 299
8.2.2 Fresh and processed BETTIES: . e vs 45 cmsmes15 55 soisioin o a s o mooimre 302
8.2.3 Pomegranate juiCe ..............oiieiiiiiiiiiiiiiiiaea, 305
8.2.4 Grape juice and Wine............oovuniineiiniinainnennnnnn... 305
8.2.5 Oak-aged Wine..........oovuiiiii i 306
8.2.6 Walnuts. . ..ot 307
8.3 Dietary Intake ..........ooouiiiiiii 307
8.4 Potential Health Benefits of Foods Rich in Ellagitannins ............ 308
8.4.1 Antioxidant activity .............oeiiiiiiiiiiiiiieiai... 308
8.4.2 Inhibition of growth of human pathogenic microbes .......... 310
8.4.3 Inhibition of cancer cell growth .............................. 311
844 Cancer PrOVONION. «s v« s sviwninss « s 2 simnins e s &5 s 0mme o455 % b 313
8.5 CONCIUSIONS i 6 48 5 wmmns 53 5 % 00 555 58 855500 515 5 3 5 mioirssans o m =« memsacnset 314
8.6 Bibliography ......c.oouniiiii 315

9. C-Glycosidic Ellagitannins and Their Influence on Wine Chemistry 320

9.1 C-Glycosidic Ellagitannins — A Special Subclass of Ellagitannins ... 320

9.1.1 Characteristic structural features and natural occurrence ......



9.2 Vescalagin versus Castalagin

9.3 Impact of Vescalagin on the Chemical Profile of Wine

Index

Contents

9.2.1 Chemical reactivity dichotomy
9.2.1.1 Refractory chemical behavior of castalagin
9.2.1.2 Diastereofacial differentiation of the vescalagin-

derived benzylic cation

9.2.2 Hemisynthesis of flavano-ellagitannins — The acutissimins

9.3.1 Occurrence of flavano-ellagitannins in red wine
9.3.2 An example of a condensation reaction with a non-phenolic
wine nucleophile
9.3.3 Influence on wine color modulation
9.3.3.1 Anthocyanins and wine coloration — A few facts

9.3.4 Effect of oxygenation on flavano-ellagitannins — The

MONZOHCAIN: SEOTY. « -+ » wimseroce o0 o o o wiaivisia £3 55 8 hom0as €6 8 3 4 wisiaions § 45
9.3.4.1 Oxygen in wines — A few facts......................

9.3.4.2 Oxidative conversion of acutissimin A into

mongolicain A ...l
9.4 Conclusion and Perspectives
9.5 Bibliography

9.3.3.2 Hemisynthesis of anthocyano-ellagitannin hybrids. ...
9.3.3.3 Anthocyano-ellagitannins and wine coloration.......

XIiX



