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Furan platform chemicals beyond fuels and
plastics

Roman Bielski @ **® and Grzegorz Grynkiewicz & *©

Herein, we offer some perspective on the metamorphosis that has already begun to take place in sub-
stantial parts of the chemical industry, ie., a switch from traditional resources such as crude oil to
biomass. This change requires the workhorse of chemical reactants and petroleum refineries to be
replaced with biorefineries. The present perspective offers a brief look at the manufacture and uses of
furan platform chemicals (FPCs) directly available from biomass (furfural and 5-hydroxy-methylfurfural).
Next, we discuss the difficulties encountered when a secondary FPC, 2,5-furandicarboxylic acid, moves
from the lab to large-scale manufacture. The main purpose of the present article is to show the spectacu-
lar range of compounds that can be economically synthesized from biomass via FPCs. The fate of
selected FPCs and their potential are shown herein as an example only, where many more simple or
complex chemicals can be obtained. We believe that there are excellent applications of bio-based
materials besides the broadly promoted manufacture of fuels and monomers. This perspective looks at

rsc.li/greenchem

“Wilkes University, Dept Pharmaceutical Sciences, Wilkes-Barre, PA, 18766, USA
bChemventive, LLC, Chadds Ford, PA, 19317, USA. E-mail: bielskil@verizon.net
‘Professor Emeritus (Pharmaceutical Research Institute), Rydygiera 8, 01-793
Warsaw, Poland. E-mail: grynicz@gmail.com

Roman Bielski was born in
Katowice, Poland. He holds a
Master’s Degree in Chemical
Engineering  from Warsaw
University of Technology (1970)
and a Ph.D. in Organic
Chemistry from the Institute of
Organic ~ Chemistry,  Polish
Academy of Sciences (1974). He
was a Post-Doctoral Fellow at
Imperial College, London with
Sir Derek Barton (1976-1978).
He worked in academia at
Warsaw Agricultural University
(1978-1987), Lehigh University (1987-8) and Cornell University
(1988-1992). He co-founded several small companies (Petramec,
Petrotraces, Attochrom/Biotraces, Cheminnolab, and Biosynthon).
At present, he is one of two partners in Chemventive, LLC, one of
two partners in Biosynthon, Inc. and an Adjunct Professor at
Wilkes University. He is a member of the Chemical Consultants
Network (Chair 2015-2016).

Roman Bielski

7458 | Green Chem., 2021, 23, 7458-7487

the types of reactions applicable to FPCs and a variety of methods for the synthesis of chiral furans.
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1. Introduction

The first humans to generate heat used biomass. Burning dry
wood and cellulose-based materials was perhaps not very
effective, but as far as we know, this was not an issue.
Thousands of years later, better sources of heat such as coal,
crude oil and natural gas were discovered. Crude oil and
natural gas have been utilized as (a) sources of fuels and (b)
chemical industrial substrates for about 150 years during
the booming chemical industry period. However, the use of
these materials for combustion, and even household and con-
struction materials is becoming less acceptable. Thus, cur-
rently, a potential alternative for these applications is
biomass."?

During the 20th century, chemical and related industries
relied almost exclusively on fossil carbon feedstock. This has
created an impressive collection of materials designed as fuels,
solvents, commodity chemicals, polymers, etc., manufactured
at multimillion ton quantities annually.>* The excessive emis-
sions of carbon dioxide and discharge of enormous amounts
of plastic and chemical waste into the environment are some
consequences of this rather irresponsible exploitation of
natural resources. Thus, this practice has proven to be cata-
strophic for the planetary equilibrium, endangering the biodi-
versity and future of mankind.

Consequently, it is generally agreed that a change in atti-
tude is necessary. One of the integral parts of the change is
accepting the postulates of the circular economy (CE).
Utilizing plant-derived or waste-derived biomass fits perfectly
into this concept, leading to a current technological revolu-
tion. This revolution is the consequence of a transition from
thermo-chemical refineries based on the recovery of energy to
novel solutions designed for manufacturing of chemicals. It
must be emphasized that new solutions must follow the rules
of atom economy and green chemistry, also warranting biode-
gradability and/or recirculation.>®

Recently, novel methods for the treatment of lignocellulosic
biomass (LCB) have been developed, allowing the synthesis of
excellent, multipurpose fuels. These fuels contain oxygen
atoms in already combusted molecules, offer the optimal com-
position of exhaust gases, which can be custom designed. It
seems that biomass-derived fuels will replace petrochemicals,
at least for some transition period. However, any practical heat
generating combustion (excluding that of hydrogen) produces
CO,. Thus, despite the fact that biomass is renewable, relevant
bio-fuels will eventually be terminated, with the future relying
on green energy sources.”

In the last two decades, LCB has become a formidable but
sustainable alternative to natural gas and crude oil as a chemi-
cal industry starting material. This applies particularly to
carbohydrate feedstocks suitable for further biotechnological
or chemical transformations. Considering that the annual
growth of biomass (globally amounting to 10'' tons) can
supply the needs of the carbon-based chemical industry, the
paramount problem of fossil carbon depletion may be
addressed.'**?
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It is clear that the transfer from refinery to bio-refinery (the
term commonly referring to LCB stock, rather than to applied
processes) has already begun to happen. However, the ques-
tion is which bio-refinery will be with us, for example, in the
next 30 years. We believe that a very small part of bio-refineries
will produce customized fuels. Significantly, a larger part will
produce monomers for the manufacture of biodegradable
polymers. Furthermore, an even larger part of bio-refineries
will react biomass (polysaccharides, monosaccharides, ligno-
celluloses, etc.) to produce 5-hydroxymethylfurfural (HMF), fur-
fural (FUR), levulinic acid, etc., and perhaps, chiral, enantio-
pure entities much less complex than pentoses or hexoses.
Many new, spectacular applications of biotechnology and
chemical innovations based on chemocatalysis and molecular
devices are implicated in energy transfer coupling to chemical
cycles,"®'* suggesting that both chemo and bio-catalytic
approaches can be economically viable in specific cases.

Biomass polysaccharides consist (after the hydrolysis of
macromolecules) of only C-5 (pentoses) and C-6 (hexoses)
monosaccharides. Consequently, relevant products directly
derived from bio-refineries have either 5 (FUR) or 6 (HMF)
carbon atoms. Of course, the initial bio-refinery products can
be reacted further to produce compounds possessing any
number of carbon atoms. Biomass-derived materials are single
products or very simple mixtures. This is also true when non-
sugar lignocellulosic materials are used as reactants. Isolating
single components from bio-refinery products is relatively
easy. It should be noted that while only a few chemicals are
derived directly from biomass (each can start a new cascade of
derivatives), crude oil consists of a plethora of compounds.
The fact that most petrochemical products are mixtures is not
important for materials to be combusted but essential for the
reactants of chemical processes. Another advantage of
biomass-derived compounds is that many of the formed com-
pounds belong to furans. They are more functionalized than
crude oil-derived hydrocarbons but significantly less functio-
nalized than carbohydrates, and thus they are excellent chemi-
cal industry reactants.”™”

Many experts believe that the most effective use of biomass
is the synthesis of monomers for the manufacture of bio-
degradable polymers. 2,5-Furandicarboxylic acid (FDCA) and
related diols {2,5-dihydroxymethylfuran (DHMF), 2,5
dihydroxymethyltetrahydrofuran (DHMTHF), furan-derived ali-
phatic C,—C¢ diols and diamines} are exceptionally promising
monomers. However, an issue is that the manufacture of some
of these compounds is more difficult than expected.
Considering that furan-derived polymers including FDCA offer
several advantages such as biodegradability over terephthalic
acid (and other benzene-containing monomers)-based poly-
mers, one can hope that effective chemical or bio-catalysts will
be found. At present, FDCA is not yet a viable replacement for
terephthalic acid (TPA)."®

It seems that there is a third option (other than fuels and
polymers) allowing the economical utilization of biomass-
derived compounds. While this option has been proposed in

some reviews,'” > we believe that it has not been sufficiently
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promoted. Many of the biomass-derived products are wonder-
ful substrates for the synthesis of a multitude of valuable
materials. Their annual demand may be as small as a few kilo-
grams to as large as thousands of tons. The value of the rele-
vant markets varies dramatically and can be measured in bil-
lions of dollars. Potential products include pharmaceuticals,
fragrances, nutraceuticals, alkaloids, amino acids, phero-
mones, specialty chemicals, etc. However, although the techni-
cal feasibility of manufacturing chemicals from LCB has been
validated, some recently elaborated processes (both chemo
and bio-catalytic) experience serious scaling up and commer-
cialization problems.>*?*

The main purpose of this perspective is to convince readers
that taking advantage of biorefinery-derived chemicals as syn-
thetic substrates is a highly economic possibility and a good
alternative not only to fuels and plastic monomers from bio-
refineries but also hydrocarbon refineries. Reviewing all poss-
ible products derived from bio-refineries would make this per-
spective very long. Thus, to make it more manageable, we
selected furan platform chemicals (FPCs) as examples. Note
that many more valuable chemicals can be obtained. In the
following text, we briefly discuss the manufacture of primary
furan platform chemicals (FUR and HMF) and the manufac-
ture of, arguably, the most important secondary FPC, FDCA, as
an example of difficulties encountered when scaling up the
monomer production. Next, we look at procedures that can be
applied directly to biomass carbohydrates or derived com-
pounds (such as HMF and FUR), leading to enantiopure,
chiral furan derivatives. Finally, we briefly list selected reac-
tions applicable to FPC-based substrates.

2. Primary furan platform chemicals,
their manufacture, and synthetic
potential

2.1. Primary FPC - furfural (FUR)

Remarkably, furfural (FUR) was discovered as an individual
oily entity in 1821 by J.W. Dobereiner during his experiments
on ants and the oxidation of sugar substrates to formic acid
and described in 1832.>> Débereiner’s observations on “artifi-
cial oil of ants”, as it was first called, were further investigated
by a number of followers. An account of these historical devel-
opments can be found in Dunlop’s monograph and some later
reviews.”**® The industrial production of furfural started in
Cedar Rapids, Iowa, exactly 100 years later (in 1921), as a con-
sequence of a coincidental excess of oat hulls and availability
of redundant pressure cookers in the Quaker Oats Company
plant manufacturing rolled oats.>* The batch sulfuric acid-
catalyzed process was conducted in a pressure vessel at an elev-
ated temperature. This process, after certain modifications,
was introduced in China (Westpro - Huaxia technology)®*'
and is still used in FUR-producing countries (USA, Dominican
Republic, China, South Africa, France, and Germany). It is
based on a biomass feedstock such as corn cobs, oats, cotton-
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seeds, rice hulls, rye, barley, and wheat straw; sugarcane
bagasse or birch wood residues.**® An alternative, the
Rosenlew continuous process, which does not use catalysts, is
currently of minor economic significance but evokes interest
in Brazil, where the large sugar manufacturing industry leaves
over 75 million tons of bagasse annually.®” The requirement
for raw material is simple, namely, it should have a consider-
ably high content of hydrolysable hemicelluloses, such as
branched xylans with a relatively low polymerization degree,
which makes it more susceptible to hydrolysis. The remaining
constituents of common lignocellulosic biomass (cellulose
and lignin materials) should not be affected by the applied
reaction conditions, even for a long period of time.**™*°
Initially, FUR found application as a solvent for various
organic materials and resins, for the production of sand
binders in the foundry industry, and as a fungicide, insecticide
and nematicide. Gradually its significance increased with the
development of the petroleum industry, where it became indis-
pensable as a selective solvent for cracking and reforming pro-
cesses. Presently, ca. 400 thousand tons per annum of FUR is
produced globally, mainly in China, with current prices fluctu-
ating between 800 and 1600 € per ton. The current FUR
market value is estimated to be $1.8 billion and is growing
steadily at 5% annually. Approximately 70% of current pro-
duction is consumed by the chemical industry for conversion
into furfuryl alcohol (FA), other solvents {tetrahydrofuran
(THF) and 2-methyltetrahydrofuran (MTHF)}, fuel additives
and monomeric components for the manufacture of polymeric
materials and chemical intermediates for various synthetic
applications (Scheme 1).*""*

Various R&D (research and development) studies reported
all types of improvements in the manufacture of FUR resulting
from detailed examinations of the chemistry, kinetics, catalytic
effects, energy, mass transfer, etc. involved in the reaction.**™*®
Presently, the yields achievable in industry are around 50%
based on the monomeric pentose content in the hemicellulose
raw material. However, it should be considered that ca. 30 t of
steam for 1 t of product is needed to strip it from the reactor
before it is lost to side reactions. The pentosane hydrolysis to
p-xylose step is relatively slow in comparison to the isomeriza-
tion and dehydration reactions of pentose. It must be empha-
sized that at any time FUR is present in a reactor, it can be lost
to acetal formation via its reaction with hydroxyl group-rich
sugar substrates. These condensates are susceptible to further
polymerization, leading to insoluble humins. Consequently,
the transformation of carbohydrates to furans still remains an
open research field ripe for radical innovations, which can
take advantage of new catalysts or process design, aiming at
the effective separation of the desired reaction products from
the unreacted biomass components.?”*® Two distinct lines of
process research exist, starting from entirely different feed-
stocks. The first one, traditionally uses agricultural feedstocks,
which require pretreatment to liberate hemicellulosic pento-
sanes before the application of homogeneous catalysts in the
form of mineral or organic acids, metal salts solutions or ionic
liquids. A recent study*® recommended simultaneous LCB frac-

This journal is © The Royal Society of Chemistry 2021
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Scheme 1 Major products formed directly (or almost directly) from furfural.

tionation and conversion as a one-pot operation using a bipha-
sic solvent system composed of choline chloride and methyl
isobutyl ketone at 170 °C (0.6% sulfuric acid; 60 min for 10.7%
feedstock weight). The process solubilizes xylans and converts
them to FUR (84% yield). FUR is distilled off, while the sol-
vents extract lignans and the resultant separable pulp is highly
enriched with cellulose, which can be further biocatalytically
converted to glucose. Alternatively, the dehydration process
starts from monomeric xylose and is carried out either under
homogeneous or heterogenous conditions, with the aid of
various Brensted solid acid catalysts, ionic liquids, supported
catalysts, or other constructs such as MOFs (metal-organic
frameworks) and nano-composites.**™> It should be noted
that thermochemical and chemo-catalytic processing of FUR
and FA can afford a much wider selection of products than the
above-mentioned industrial chemicals. These include the
exploitation of furan-specific chemistry as a Diels-Alder reac-
tion for the manufacture of benzene (and other aromatic)
derivatives®>”* and polymers,®>>® a variety of oligomerization
reactions producing, for example, macrocyclic (calixarene type)
ethers, linear constructs of interest to opto-electronic/elec-
tronic applications®****”°® and ring-opening reactions
(RORs). RORs of furan derivatives based on hydrogenation/
hydrogenolysis reactions®®® can provide assorted multifunc-
tional derivatives including alcohols, ketones, acids, anhy-
drides, and lactones. The other category of relevant processes

This journal is © The Royal Society of Chemistry 2021

is skeletal rearrangements (Piancatelli; Achmatowicz; and aza-
Achmatowicz),?3%3%:61763 regulting in modified cyclic com-
pounds such as pentanones, pyranes and pyrimidines.®*™®®
More examples of simple furanics (FPC) as useful synthons for
the preparation of functionalized aliphatic, aromatic and
heterocyclic compounds will be presented in the next para-
graphs. In principle, each of the mentioned possibilities can
be applied for starting a new value-added chain of products. In
the case of FUR, we decided to mention its connection to
pharmaceutical chemistry and clinical medicine, which are sel-
domly associated with renewable resources and platform
chemicals. Furfural derivatives, particularly 5-nitrosubstituted,
have found wide applications in pharmacology and medicine
for the treatment of bacterial and parasitic infections. The syn-
thesis of active pharmaceutical ingredients is illustrated in
Scheme 2. A furan substrate was obtained via the treatment of
furfural (protected as acylal) with nitric acid in a solution of
acetic anhydride and acetic acid.**”°

Additional examples of furan ring-containing synthetic
medicines include antibiotics such as cefuroxime; antihyper-
tensive such as prazosin, corticosteroid such as fluticasone
furoate, and chemo-therapeutic such as lapatinib.”
Furthermore, some furan-2-carbohydrazides have demon-
strated promising activity as orally active glucagon receptor
antagonists.”” Interestingly, it is also possible to apply simple
furan derivatives for entry into the nucleoside area, which is

Green Chem., 2021, 23, 7458-7487 | 7461
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Scheme 2 Derivatives of 5-nitrofurfural and furfuryl alcohol applied as clinical therapeutics.

yet to attract vivid interest for the exploration of new antiviral
medicines. Thus, furan 2-carboxylic esters are easily converted
into C-glycosides when treated with tetra-O-acetyl-p-ribofura-
nose in the presence of tin tetrachloride. This approach offers
an entry to new synthetic C-nucleoside analogs.®® Conversely,
furan itself can be converted into nucleoside analogs via the
1,4-oxidative addition of carboxylic acid residues (e.g., by the
action of lead tetrabenzoate), which can be replaced in the
presence of Pd(0) catalysts by purine or pyrimidine basic com-
ponents. This methodology also offers an option for catalytic
desymmetrization via chiral catalysis to secure entry to both p-
and r-analogs of natural nucleic acid constituents.”®

As a platform chemical with a long industrial tradition but
no petrochemical manufacturing process, FUR is an excellent
example of a chemical intermediate that is technically and
economically compatible with recently formulated sustainable
development goals.”*””® However, although its markets seem
fairly stable, the network of FUR follow-up intermediates and
products is quite complex. Therefore, new factors such as the
implementation and commercialization of furan-derived
monomers for biodegradable plastics may significantly
increase its demand. Research on LCB (and its hemicellulose
components) conversion to FUR remains very vigorous
since more selective technologies for the separation of the pen-
tosane fraction from cellulose and lignin have become avail-
able, and more region-specific bio-waste materials are
discovered.””®°

Remarkably, the accumulation of new knowledge on FUR
chemistry and new processes for its manufacturing recently
resulted in a new format, which includes a detailed discussion
of its life cycle analysis (LCA). This format allows the realistic

7462 | Green Chem., 2021, 23, 7458-7487

assessment of its technical applicability, environmental com-
pliance, and commercialization potential.®'~8°

2.2 Primary FPC - 5-hydroxymethylfurfural (HMF)

Studies on the dehydration of carbohydrates, which com-
menced in 1840, are very well-documented in the literature. A
critical review reporting the historical achievements in this
area appeared in 1951 in Advances in Carbohydrate
Chemistry.®” HMF was first obtained in 1895 by the action of
oxalic acid on inulin. Interestingly, its structure was not eluci-
dated until 1910. The interest in the chemistry and application
of HMF are slowly evolving.”” ®° Although the basic physico-
chemical properties and reactivity of HMF were established
relatively early, only about one thousand papers have accumu-
lated in the scientific literature towards the end of the 20th
century.

A radical change in the perception of the potential of HMF
and appreciation for its diverse reactivity occurred when a
switch from unrenewable chemical industry feedstock became
unavoidable. At about the same time, it was realized that
biomass-derived HMF is almost totally green and can replace
petrochemical substrates for commodity and specialty
chemicals.?®'%® Thus, an examination of the research on HMF
and its development is particularly inspiring for many
reasons. Specifically, this compound is easily available from
renewable feedstock, and it has a low molecular weight and is
bi-functional and multi-reactive. Thus, it appears to be an
ideal substrate and intermediate for industrial synthesis, par-
ticularly for the formation of polymeric materials. It can be
easily converted to di-alcohol or dicarboxylic acid.
Consequently, it is a good substrate for synthesizing mono-

This journal is © The Royal Society of Chemistry 2021
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mers for the manufacture of polymers (and copolymers) such
as polyesters and polyamides.'*'?”'°® Additionally, its similar
structure to benzaldehyde and benzylic alcohol opens a
plethora of additional functionalization abilities, many of
which have already been experimentally confirmed.>*%%*1°

Conversely, HMF is relatively unstable. It easily undergoes
re-hydration, a reaction that leads to the acyclic products levu-
linic acid and formic acid, which are both of interest as indus-
trial chemicals.'*?>"'""> 1t is evident that the more easily
isolable and more stable functional analogs of HMF, such as
5-halo-, 5-acyloxy and 5-alkoxy-methyl compounds, can be very
useful when coupled to a suitable end-use application."*™*3
The two main approaches for the transformation of HMF into
more stable and valuable chemicals are oxygenation and
hydrogenation/hydrogenolysis."****® There are many other
processes for the formation of more stable products, which
will be discussed later (Scheme 3). However, despite the fact
that there has been over a century of research (recently very vig-
orous), HMF has not become a commodity chemical with
dozens of applications, as earlier expected."***!

In comparison to the R & D on furfural, the HMF story can
be presented from different angles, exposing particular pro-
blems. The handling of HMF during its formation inevitably
involves rather recalcitrant cellulosic feedstock under harsh
chemical conditions. Thus, is clear that a successful process
design is challenging. Routinely, the issues related to the feed-
stock, reaction environment, energy and mass transfer, cataly-
sis, process design, isolation method and purification have
been researched and discussed separately. Recently, the hydro-
thermal processing of LCB sugar components in an aqueous

View Article Online
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experimentally.’**"** An unavoidable conclusion is that after
depolymerization, monosaccharide retro-aldol condensation
reactions leading to glyceraldehyde, hydroxyacetone and pyru-
valdehyde tend to dominate.'*"*” Hence, hexose monosac-
charides require catalysts for their efficient dehydrative conver-
sion to HMF. This conclusion led to the development of many
families of catalysts, starting from simple Bronsted or Lewis
acids, but eventually comprising ion-exchange resins, zeolites,
heteropolyacids, inorganic salts, ionic liquids, acid-functiona-
lized mesoporous metals, carbon- and metal oxide-supported
metals, metal oxides, etc.5%1287131

The instability of HMF under the conditions of its for-
mation led to the search for solvents suitable for its extractive
removal from the reaction media. A recent systematic overview
of the reaction phases (RP) versus extraction phases (EP)
applied to HMF formation processes allowed the formulation
of guidelines for the rational selection of solvents. These
guidelines satisfy technical requirements, together with
environmental health and safety demands formulated by the
ACS Green Chemistry - Pharmaceutical Roundtable."**"** The
screening of a pool of 177 solvents has recommended 15 can-
didates specially suitable for ternary equilibria (water-HMF-
solvent), which combined with a large array of possible cata-
lysts, illustrate the amount of data involved in the LCB conver-
sion process design.'*® The matrix of parameters is even
further extended when HMF derivatives such as esters, ethers,
acetals are considered, which requires the help of advanced
chemoinformatics tools.”>> A model hexose dehydration
process'*® involves the treatment of b-fructose with an
aqueous tetraethylammonium bromide solution in the pres-

environment has been investigated theoretically and ence of Amberlyst-15 at 100 °C for 15 min. The product is iso-
XCHZ—ﬂ_ CHO
/\ g ROCH—U—CHO
HOCH; CH=CH-COOH 2 No
° Perkdn con- feation RCO cnﬂ— CHO
HOCH ! 5 densation 2¥'2 o
27 Ng” CH.OH Esteri-
Hydroge- fication
‘\ation
Decarbo- _@_ Oxidation
@_ CHO nylation HOCH; 5 CHO| ——— OHc—@—CHO
(o) Aldol con- 5-hydroxymethyifurfural Oxida.
de’”y fion
HOCI-ITQ— =CH-COR Hydroge- HOOC—Q—COOH
Knoevenagel nation
reaction

CH
HOCHZ—L/3—0H=CH(COOR)2

HOCHz—@—CH=NRHQCH U N chon
o 2

R = OH, NHAr, Ar

Scheme 3 Selected products directly (or almost directly) available from HMF.
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lated after ammonium salt precipitation with ethanol followed
by filtration. Alternatively, the product is extracted with ethyl
acetate, the solvent is evaporated and flash chromatography on
silica gel gives the pure final product. Consequently, HMF is
obtained in 79% yield at 97% purity. However, the product is
unstable under ambient storage conditions, as evidenced by
the prompt color development.

Together with this validated lab-scale preparation pro-
cedure, there are parallel efforts reporting the R&D on a pro-
spective industrial process™” operated at a relatively very low
temperature (70 °C). The conversion of fructose to HMF is
based on a study of a non-aqueous two-phase system and 1,3-
dimethylimidazolium chloride catalysis, which may be proble-
matic from an economic viewpoint. The literature discussing
the choice of catalyst for homogeneous or heterogeneous reac-
tion conditions and product separation is extensive.'*>%>1% 1t
indicates the formation of competing side products and purifi-
cation problems. Therefore, in situ derivatization methods are
of particular interest, which convert HMF into more stable
compounds. They have to retain the chemical versatility of
HMF and must make its isolation, purification, storage and
transport easier. Examples of these innovations™® have
already been discussed.

A recent example of the employment of acetone in the
hexose dehydrogenation process has highlighted the easy iso-
lation of the double acetone condensation product (HMF-
Acetone-HMF = HAH), which can be efficiently carried out by
filtering the solid products that are insoluble in water."%°

Perhaps surprisingly, it seems unlikely that chemo-catalytic
HMF manufacturing technologies'*® will be promptly replaced
by new solutions emerging from organocatalysis and biotech-
nology. The combination term “biorefinery” was coined up to
accommodate the concept of the sustainable processing of
biomass into marketable products, with focus on renewable
resources as the feedstock.'*® At present, biomass conversion
is quite demanding in terms of energy (relatively high temp-
eratures and pressures), the need for complex catalysts and
special equipment, and the environmental impact (e.g,
generated chemical waste).”>'*! Furthermore, although it is
generally accepted that biotechnology, biocatalysis in particu-
lar, is a sustainable alternative to traditional chemical indus-
tries, making biorefineries greener by switch from chemical
catalysts to industrial enzymes still faces many technical
hurdles, which are typical in the implementation of
bioengineering.'**

The massive accumulation of literature on HMF research in
recent years should translate to its vigorous commercializa-
tion. Unfortunately, the reality looks quite different. An excel-
lent review'*® on the technical development and scale-up of
HMTF processes in industry based on various sources including
patents and company press releases concluded that presently
there is only one commercial enterprise in operation (AVA
Biochem, Muttenz, CH), which has a manufacturing capacity
in the range of 500-1000 t a~".'** The patented process was
first developed by Food Chemical and Research Laboratories,
Inc. as early as 1956. It used saccharose, which was autoclaved
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in the presence of protic acids in a butanol-water mixture at
150 °C, to afford HMF in 68% yield.

Developments that followed expanded the feedstock variety,
catalyst range and reaction conditions, including the use of
biphasic solvents. More recent (patented in 2013-2014)
process improvements, which were conducted at BASF SE,
focused on the operation modes (semi-batch, continuous, and
pipe reactor) and the use of ionic liquid (1-ethyl-3-methyl-
imidazolium methylsulfonate) as the solvent without
additional catalysts."*®* Meanwhile, the demand for down-the-
line HMF conversion products such as FDCA (multipurpose
monomer) and/or 2,5-dimethylfuran (DMF; fuel) seems to be
increasing sharply. It has been predicted that the 2025 market
value for FDCA, which is a functional analog of terephthalic
acid, will reach $ 850 million.'**

Well-documented chemical transformations of HMF are
plentiful and extend far beyond the customarily mentioned
hydrogenation and oxidation reactions. They open access to
several categories of industrial materials such as fuels, sol-
vents, monomers and plastic components, functional poly-
mers for packaging, photovoltaics and optoelectronics.>®**%1*”
It should be stressed that FPCs (“furanics”) can be chemocata-
Iytically (and in many instances also biocatalytically) converted
to aliphatic and functionalized aliphatic compounds, benzene
derivatives (via Diels-Alder cycloadditions), and a variety of
carbocyclic and O- and N-heterocyclic compounds.>*6%1487150
Reactions producing new carbon-carbon bonds have been
extensively applied to HMF and its derivatives, generating new
structures. The resulting synthons enable the formation of
various natural products containing HMF-related structures
(rhemanones; pichiafuran C; sessiline, etc.),>'*""** where
some of these compounds exhibit interesting biological
activities.

Although it has nothing to do with the manufacture of
HMEF, it is interesting to note that HMF is a common constitu-
ent of processed food. It results from thermal treatment or
natural ageing, which involves non-enzymatic sugar browning
and sugar-amino acid-initiated Maillard reactions.'”* The high
chemical reactivity of HMF is a subject of some toxicological
concerns due to its supposed role in reactions parallel to non-
enzymatic hemoglobin glycation, condensation with the
endogenous antioxidant glutathione, etc.'">* However, at the
average estimated daily intake of below 100 mg, this com-
pound is considered safe.'®> HMF exhibits a wide range of
interesting biological activities observed in vitro."®® For
example, it has been selected by FDA as a drug candidate to
undergo clinical trials for the treatment of the sickle cell
anemia.”””"® HMF 5-citrate ester, a natural product known
under the name Mumefural, improves human blood fluidity
and also exhibits inhibitory effects towards the H1N1-type
influenza virus."® It seems likely that more compounds with a
2,5-disubstituted furan structure exist in a continuously
expanding natural product space, which warrants interest in
their metabolomics as a possible inspiration for future bio-
technology and medicine. In the last two decades, there has
been an avalanche of publications (approaching 900 per
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annum towards the end of this period) on all aspects of HMF
chemistry, ranging from its preparation to various ways for its
valorization and application. The most extensive critical review
on this subject appeared in Green Chemistry recently.'°

3. An example of an extraordinarily
important secondary furan platform

chemical: furan 2,5-dicarboxylic acid
(FDCA)

As has been already pointed out, primary furan platform
chemicals (FPC), FUR and HMF, have no direct application as
widely marketable products. HMF, equipped with two reactive
functional groups, is the most promising feedstock for both
oxidative and reductive transformations. Both processes afford
more stable chemicals, and thus are capable of entering many
growing value-product chains. Thus, the exhaustive reduction
of both 2,5-functional ring substituents can result in the for-
mation of DMF. This compound has excellent characteristic as
fuel for internal combustion engines and can replace gasoline.
A change in the reaction conditions results in the formation of
dihydroxymethyl furan (DHMF), which can replace diols (or
relevant diamines) of petrochemical origin in many polymeric
products.®"1%?

HMF oxidation can be a stepwise and multidirectional
process, engaging both substituents and the heterocyclic ring
itself, affording C, or Cg dicarboxylic acids or their
derivatives.'®*'®* In this paragraph, we focus our attention on
FDCA as an exemplary FPC chemical. It has highly desirable
properties including stability, crystalline solid, safe storage
and transportation, and nontoxicity, with a firmly fixed desti-
nation as a replacement for monomers currently derived from
petrochemicals.

Much of the contemporary polymer industry relies on aro-
matic dicarboxylic acids such as terephthalic acid (TPA), which
have an estimated annual production of 100 million tons. The
market of the major product polyethylene terephthalate (PET)
is valued at $60 billion. However, the future of PET is rather
bleak due to its non-renewable origin, alleged estrogenic
effects, and poor biodegradability. Consequently, many new
polymeric materials, i.e., functional analogs of commercial
plastic materials, based on petrochemical monomers (e.g,

Scheme 4 Main intermediates in the stepwise oxidation of HMF to FDCA.
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PET) have been obtained by switching from TPA to FDCA. The
properties of these new materials have indeed proven to be
superior in many respects to the petrochemical macromolecu-
lar composites of the previous century.

The chemistry of the conversion of HMF to FDCA seems
rather simple as a laboratory exercise via stepwise oxidation
(Scheme 4). However, the work on prospective chemocatalytic
processes that meet Green Chemistry criteria and are economi-
cally viable has taken decades to develop in the form of an
experimental pilot plant manufacture.'®>7'%8

FDCA was first reported in 1876 as a product of mucic
(galactaric) acid dehydration reaction by fuming hydrobromic
acid under pressure.'®® There are three main synthetic
approaches to FDCA (and its analogs), i.e., oxidation of 2,5-di-
substituted furans, such as HMF, dehydration of aldaric acids,
and condensation of diglycolic acid derivatives with
a-dicarbonyl compounds such as glyoxal. The former are of
interest from the standpoint of LCB conversion and
valorization."”"7? It should be noted that FPCs are inter-
related along the Cs;-Cg axis through C; transfer reactions,
such as the reaction of FUR with formaldehyde and carboxyla-
tion/decarboxylation or carbonylation/decarbonylation pro-
cesses. Thus, it is clear that commercially available furfural
can also (together with HMF) be considered a viable substrate
for FDCA.

The facile oxidation of FUR using nitric acid, followed by
esterification with methanol affords methyl furoate, which
readily reacts with formaldehyde in the presence HCI and zinc
chloride to give a good yield of 5-chloromethylated derivative.
The latter is conveniently transformed into FDCA by the action
of nitric acid. FUR (and also FA) can be easily carboxylated,
affording FFCA, the common intermediate on the pathway of
HMF chemical oxygenation to the desired furanyl
monomer.'”?""7> Since the beginning of the new century, the
presumed availability of HMF as a principal FPC intermediate
of the green polymer industry has channelled unprecedented
research toward its transformation into FDCA, which is
expected to fill the TPA market niche.

Standard stoichiometric oxidants, such as dichromate or
permanganate, perform well on HMF in alkaline solution at
ambient temperature, affording the desired FDCA salts within
minutes. Unfortunately, employing this textbook chemistry
leaves toxic metal waste, which is unacceptable in contempor-
ary industrial enterprises. The industrial oxidation of hydro-
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carbons has been repeatedly developed as an aerobic catalytic
process. Due to the structural similarity of FDCA to TPA, this
process seems particularly relevant to the FPC feedstock. As
already mentioned, TPA is the principal constituent of the
major polyester (and polyamide) materials used for packaging
in many industries, but mainly for food products.'”®

The research on the oxidation of p-xylene (PX) to TPA
initially provided a hazardous commercial process based on
the high temperature liquid phase-diluted nitric acid oxi-
dation. Later, a much better system utilizing a cobalt/manga-
nese/bromide catalyst was introduced. It operates in acetic
acid medium at about 200 °C with air (15-30 bar) as the
oxygen source and is known as the Amoco MC process. Under
the harsh conditions, some of the substrate starts burning to
CO,. Nevertheless, the reaction mixture still contains some
unreacted intermediate, i.e., 4-carboxybenzaldehyde (or 4-for-
mylbenzoic acid), which is highly undesirable in subsequent
poly-condensations as a polymer chain growth breaker."””7°
The initial applications of the Amoco process to HMF have
confirmed that rapid and selective substrate oxidation are
achievable and the product can be separated by filtration,
allowing the efficient recovery of the dissolved catalyst
composition.

The results from the oxidation of xylene offered the much-
desired proof-of-principle and strongly suggested that HMF
oxidation is also achievable. However, it was soon realized that
the situation of the reactive bifunctional HMF under the
Amoco process conditions is considerably different from that
of p-xylene containing no oxygen atoms in the molecule. HMF
has an easily oxidizable primary hydroxyl group (its conversion
to the primary oxidation product leads to the formation of
diformylfuran (DFF)) and an aldehyde group of only slightly
lower susceptibility towards oxidants (its oxidation leads to
5-hydroxymethyl-2-furancarboxylic acid (HMFCA)). Each of
these intermediates can undergo following oxidation step,
which is firmly determined by their functionality. Also, both
afford the same common intermediate, 5-formyl-2-furancar-
boxylic acid (FFCA), which is one step away from the final
product, FDCA. The substrate can undergo three types of side
reactions, namely, overoxidation to carbon oxides; furan ring
opening to maleic or fumaric acids, and finally condensations
to polymeric materials, including insoluble humins. Thus,
many more variables have to be considered for efficient optim-
ization of the reaction conditions. The initially reported FDCA
yield of 60.9%'% was further improved to ca. 90% with the
total conversion of HMF requiring less than 20 min."®"

Parallel research (hundreds of studies have been reported
in the last couple of decades) on the heterogeneous catalytic
aerobic oxidation of HMF is developing vigorously. It offers
possible operational advantages such as the use of fixed bed
flow reactors or porous and nanoscale catalysts. The prevailing
trend is to turn from the traditionally applied metal oxides to
noble metals (mono- and bimetallic systems on a variety of
mineral supports) or composites containing them, such as Pt-
C/AgO/Cu0."®>'® 1t is generally accepted that both the physi-
cal form of the metallic catalyst and its support considerably
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influence its efficiency. This is particularly obvious for gold,
which was added to the noble triade Pt, Pd, and Ru recently,
and has proven to be most effective when applied as nano-
particles. The research on supports for newly designed nano-
formulated catalysts is a quickly expanding field of R&D.
Electrochemical oxidation of HMF is a very interesting option,
particularly when coupled with a solar energy conversion unit
or water splitting cell, which generates residual hydrogen, but
there have been relatively few reports on this research thus
far.184’185

At present, the main catalysts used in LCB transformations
are chemical catalysts. Nevertheless, biocatalysis plays a con-
tinuously growing role. In the previous century, saccharifica-
tion (breaking down cellulose into fermentable sugar sub-
units) has been considered the main initial target of LCB bio-
technology. It turned out that chemical degradation methods
may be rendered acceptable, at least as a temporary solu-
tion."®® From the perspective of circular bioeconomy domi-
nance, access to effective biocatalytic transformations of cell-
ulose as the main constituent of LCB may prove indispensable
for generating added value from various platform
chemicals.'®'8771%° For the further conversion of de-polymer-
ized saccharides and FPCs, a long tradition of industrial bioca-
talytic oxidation already spans from the use of whole cell
microorganisms, through single enzyme preparations, to
genetically engineered organisms.’®’ Moreover, even more
powerful tools such as chemically evolved proteins with enzy-
matic function have been added recently.'®” Naturally, all
these developments strongly influence R&D aimed at highly
valued products such as FDCA.

Single-enzyme catalysis research has somewhat limited per-
spective considering substrate specificity, which is poorly com-
patible with HMF bifunctionality (most enzymes oxidize either
the alcohol or aldehyde functional group). Surprisingly, an
oxidoreductase protein that can to convert HMF to FDCA
(HMF/furfural oxidoreductase; HmfH) has been identified,'**
but attempts of its expression in E. coli have failed."®* The next
candidate for HMF oxidase was isolated from the Methylovorus
sp. MP688 strain, and it was found that this alcohol oxidase
can also oxidize the aldehyde group, albeit only in its hydrated
gem-diol form. Crystal structure studies on HMFO (HMF
oxidase) helped to guide the protein engineering investigation,
which led to a mutant enzyme with over a 1000-fold increase
in activity compared to wild-type oxidase.'?>"%¢

Expectedly, whole-cell catalysis has attracted considerably
more attention, despite the alleged toxicity of HMF. Firstly,
P. putida S 12 expressing HmfH was chosen due to its resis-
tance to chemical stressors, which demonstrated successful
batch fermentation of HMF on a 30 g L™" scale, and later more
strains capable of growth on HMF as a carbon source were
identified."”'°® It has been suggested that enzyme cascade
reactions (oxidases in tandem) may offer a viable solution for
the more efficient conversion of HMF to FDCA.'*® The cascade
biocatalytic oxidation of HMF was realized by co-expression in
E. coli vanillin dehydrogenase (VDH,) and HmfH, affording
FDCA on a gram scale with 0.6 g L™" productivity.**® There is
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also some interest in exploiting a thermophilic FDCA decar-
boxylase (PtHmfF) for the biocatalytic carboxylation of FA, but
only low yields have been obtained thus far.*** In general, the
chemocatalytic methods for the preparation of FDCA seem
more ready for process development and commercialization
than that based on biotechnology.'®>*°*

4. Synthesis of chiral furan synthons
from biomass (or its sugar
components)

For the effective use of biomass-derived furans to synthesis
high-value organic compounds, it is essential that chiral furan
compounds are available in the enantiopure form. Here, we
present enantiopure compounds that can be directly or
indirectly manufactured from biomass. For brevity, we will not
address all chiral compounds available from biomass but limit
our discussion to chiral compounds comprising a furan
moiety. Also, to the best of our knowledge, there is no review
on the synthesis of chiral furans from biomass-related
materials, which must be mentioned given that it justifies
quoting relevant but relatively old publications.

Before discussing the available methods, here we digress.
Abundant monosaccharides such as glucose, fructose, and
xylose contain a few chiral centers but are often too complex
as starting materials for various synthons. Usually, there are
too many OH groups and some must be removed. Sugar che-
mists have learnt a variety of tricks to selectively remove OH
groups but carbohydrates including biomass sugar com-
ponents as reactants still pose a challenge. Conversely, HMF
and FUR, which are direct and non-expensive products from
biomass, are reactive species but contain no chiral centers.
Thus, we must either produce chiral compounds directly from
biomass or transform non-chiral biomass-based derivatives
into chiral compounds. Incidentally, one can argue that the
addition of one carbon atom to C-6 in the glucose units of cell-
ulose followed by the standard treatment of cellulose may
produce chiral compounds.

Renewable biomass (LCB) consists mainly of well-known
carbohydrate polymers. From the standpoint of its technical
applications, LCB is “overoxidized”. Therefore, to enter a
growing value chain of conversions to industrial chemicals, it
needs to be de-polymerized and, at least partly, de-functiona-
lized. In the main body of this review, we discuss mainly
chemical means for the conversion of LCB to FPCs, which are
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products of monosaccharide dehydration. Nevertheless, we are
perfectly aware of the intrinsic value of multiple chirality
centers being lost in the process. Subsequently, we review the
synthesis of chiral furans from biomass or FPCs given that we
want to mention another possibility.

It is likely that apart from the mainstream biorefinery trans-
formations, new chemistry will be developed, in which carbo-
hydrate materials will be selectively de-functionalized and will
have preselected chirality units preserved. This idea is best
illustrated by the conversion of p-glucose to its bicyclic 1,6-de-
hydration product, levoglucosan, and further to levoglucose-
none and Cyrene. They retain only half of their initial oxygen
atoms and two chirality centers (Scheme 5).

Although levoglucosenone is traditionally prepared in mod-
erate yield via the laboratory-scale pyrolysis of certain cellulosic
materials, new research on the chemocatalytic deoxydehydra-
tion of sugars seem to offer more efficient methods of con-
trolled oxygen removal.>*® Current advances in carbon-oxygen
bond hydrogenolysis and hydrodeoxygenation take advantage
of supported metal catalysts modified with various metal
oxides. The utilized metals include Re, Mo, and W, and silica,
alumina, carbon, titania, zirconia are used as supports.
Rhenium, with its unusual valency range, is a particularly
effective component of relevant catalytic systems.?*~>'°

For the purpose of this perspective, we divide the methods
for the synthesis of chiral furans from biomass into three cat-
egories. However, as is often the case with this type of artificial
classification, some synthetic methods are difficult to qualify.

(A) Synthesis directly from biomass (or unprotected mono-
or disaccharides),

(B) Synthesis via (modified) mono- or disaccharides, and

(C) Direct synthesis of non-chiral furans followed by
enantioselective reactions.

In the following text, we briefly review the existing methods
for the synthesis of chiral furan derivatives. By no means this
review is exhaustive. Instead, we wish to show a plethora of
methods allowing the direct or indirect transformation of
biomass into more or less enantiopure chiral compounds con-
taining a furan unit. Many of these compounds can serve as
substrates for a variety of syntheses including total syntheses.
To keep this article relatively short, where there are many
articles describing the same process, we often quote only
selected papers.

Al. The Garcia Gonzalez (GG) and related reactions

Discovered about 80 years ago, the Garcia Gonzalez reaction
involves the reaction of unprotected monosaccharides with
1,3-dicarbonyl compounds in the presence of a Lewis acid. The

= o

D-glucose OH
H
Ievoglucosan

e

levogluco- Cyrene (dihydrolevo-
senone glucosenone)

Scheme 5 Derivatives containing two chiral centers available from glucose or cellulose.
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R'.__O._ OH 0O O Lewis acid
+ M water; 50-100°C
HO oH R R®
OH (excess)

Fig. 1 Garcia Gonzalez reaction products.

conditions are usually mild, and the yields are often good. The
products of this reaction are polyhydroxyalkylated furans or/
and C-glycosylfurans (Fig. 1).

During the last two decades, several new catalysts have been
developed, resulting in substantially better yields, often lower
reaction temperatures, highly improved reproducibility and
regio- and stereoselectivity of reactions. The list of catalysts
used to accomplish the GG reaction includes:

« Cerium chloride heptahydrate (CeCl;-7H,0) in water.?™!
More than a decade later, Misra et al. used the same catalyst to
synthesize GG products, which were transformed into various
anti-cancer drugs.>'* Interestingly, three of these products
exhibited a significant cytotoxic effect.

« Zinc chloride (ZnCl,).>"* This catalyst is not new (it was
used in the first GG reactions). It is worth noting that the
p-arabinose-derived product was transformed into analogues
of p- and 1-serine.

« Scandium triflate {Sc(OTf);}.>**

« Indium chloride trihydrate (InCl;-3H,0).>"

« Silica-supported cerium chloride heptahydrate
(CeCl3-7H,0) and sodium iodide (Nal) as a Lewis acid
promoter.**®

« Iron(m) chloride (FeCl;) in ethanol/water.*"”

« Plant-waste derived, recyclable polymetallic chlorides.*"®

« Iron(m) triflate {Fe(OTf);}.>"° It is worth adding that satis-
factory yields of GG products were obtained when potatoes
(starch) were treated with HCI and directly reacted with 2,4-
dipentanone.

« Zirconium chloride (zrCl,) (Fig. 2).>*°

A similar method of synthesizing chiral furans starting
from unprotected monosaccharides was developed recently by
Lambu and Judeh.**" Instead of using 1,3-dicarbonyl com-

o
o CHs o />R
D-Glucose —> | — /|
HO O™ ™CH, R'0 07 CH,
OH
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pounds, they utilized malononitrile and the reaction was per-
formed in the presence of an aqueous base such as triethyl-
amine. The products are 2-amino-3-cyano-furans equipped
with a chiral polyhydroxyalkyl group in the 5-position and the
yields are very good.

Another very close relative to the GG reaction was
developed by Zhuang et al.>** The activated methylene reactant
is also malononitrile and an enzyme serves as the catalyst
(Fig. 3).

The GG reaction and its relatives require the use of active
methylene compounds. Note that all or most of these com-
pounds are available from biomass. However, their synthesis is
not part of this paper.

Boto and Hernandez described a mild and effective method
for the production of chiral furans (furyl carbinols) from
monosaccharides.”®® The method is different from the GG
reaction, but the products are often similar. It requires the
transformation of carbohydrates into polyhydroxylated
ketones. Next, they are dehydrated and reacted under basic
conditions to form furans. The scheme below shows the
obtained yields and typical products (Fig. 4).

A2. Synthesis from disaccharides

Lichtenthaler’s group published a series of very interesting
papers describing the formation of chiral furans (such as
glucosylmethylfurfural {GMF}) from unprotected disaccharides
such as isomaltulose (glucosyl-a(1 —  6)-fructose).**
Isomaltulose is produced on a large scale from sucrose via
Protaminobacter rubrum-induced O®> — O°glucosyl transfer,
and hence is clearly a biomass component. The free aldehyde
group of the furyl unit of GMF has been transformed into a
plethora of products.>*>**® Also, glucose in GMFs may be
replaced with other monosaccharides (Fig. 5).

OR!
Fig. 2 Jones, France et al. synthesis of chiral furans from glucose using ZrCl,.22°
O OH CN
U + NC\/CN Novozym 435 QH I\
HO" ™ “OH e HO NFz
& water; 60°C; 6h :
OH

Fig. 3 Chiral furans synthesized by Zhuang et al.?%?
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Fig. 5 Lichtenthaler's monosaccharide-furan constructs.22

It should be emphasized that the Garcia Gonzalez products
are very different from Lichtenthaler’'s GMFs. In the GG pro-
ducts, the chiral unit is directly connected to the furan ring.
Thus, one can expect very high diastereoselectivities in reac-
tions of the carbonyl group forming chiral center(s). The dr
ratio for similar reactions performed on GMFs will not be very
good. However, the products will still be diastereoisomers and
separable by chromatography or crystallization.

A3. Synthesis from heptose

Almost 40 years ago, Fayet and Gelas reported that heating
of a natural sugar (sedoheptulosan) for 60 min at 110-120 °C
in the presence of anhydrous pyridinium chloride allowed the
isolation of a chiral furan derivative, 5-(p-glycero-1,2-dihydroxy-
ethyl)-2-furaldehyde.””” However, the yield of the isolated
product was rather low (20-25%). Considering that the authors
reported that they did not optimize the conditions, a signifi-
cantly better yield is probably achievable. Also, it is the only
example we are aware of that a sugar was directly dehydrated
to a chiral furan without using any other reactants. Thus, the
atom economy is good. Surprisingly, there have been no
attempts to produce chiral furans from heptoses or modify
sugars in biomass to relevant heptoses.

B1. Synthesis via sugar derivatives, glycals

Another methodology for the synthesis of chiral furans
takes advantage of glycals. Thus, monosaccharides or biomass
are first reacted to form glycals, which in turn are transformed
into substituted or non-substituted (depending on the substrate
structure) chiral compounds such as 2-(p-glycero-1,2-dihydroxy-
ethyl)furan. The first practical method was developed almost

This journal is © The Royal Society of Chemistry 2021
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50 years ago when it was observed that glycals could be treated
with a mercury salt in an aqueous acidic solution or in dioxan
to produce furan diols.”*®***° This procedure offers excellent
yields (a diol with a protected primary hydroxyl group was syn-
thesized from glucal in 92% yield).>*" Moreover, inversion of the
configuration at the chiral atom can be easily accomplished.>*?

Japanese reaserchers®” treated p-glucal with a catalytic
amount of Sm(OTf); or RuCl,(PPh;); in the presence of 1
equiv. of H,O to afford an optically active furan diol in good
yields (up to 70%).

Another effective catalyst for this reaction is indium
chloride.***** For example, Babu and Balasubramanian®*?
achieved very good yields (82%) of furan diols starting from
glucal and galactal.

Vankar and coworkers discovered some interesting uses of
bismuth triflate. An attempt to form furan diols from glycals
such as glucal or galactal using bismuth triflate in acetonitrile
gave yields of the expected product of 59% and 46%, respect-
ively (Fig. 6).>*

H H
Bi(OTf); or / \
HO Bi(OTf);-SiO, o OH
D-glucal (or) CH,CN
D-galactal OH

Fig. 6 Synthesis of
glycals.z**

2-(p-glycero-1,2-dihydroxyethyl)furan ~ from
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J. S. Yadav and coworkers>*® found a simple, efficient and
environmentally benign protocol for this transformation utiliz-
ing Montmorillonite KSF as a catalyst. Protic acids can serve as
successful catalysts also. HClO,-SiO, has been shown to trans-
form glycals into furan diols with yields as high as 89%.%*

M. Teijeira et al.>*® described the effective transformation
of glucal into furan diol in the presence of InCl;-3H,0 and an
ionic liquid.

Shaw and collaborators transformed 3,4,6-tri-O-acetyl-p-
glucal into various 2- and 2,3-substituted enantiopure furans.
A mixture of Lewis acids (ZrCl,/Znl,) acts as a catalyst (syner-
gistic effect) and the yields are between 75% and 89%.
Interesting products include 2-substituted 3-iodo-furans and
(1-R)-1-(2'-furyl)-1,2-ethanediol with a primary hydroxyl group
protected as acetate (Fig. 7).*°

B2. Synthesis via substituted glycals

There are a few methodologies for the manufacture of
chiral furans from monosaccharides via (sugar derived) substi-
tuted glycals such as haloglycals, ketoglycals and nitroglycals.
For example, polysubstituted chiral furans can be prepared via
the tandem borylation/cross-coupling/cyclization of glycals
described by Cossy et al.**® The following scheme explains the
methodology and shows a typical product (trimethoxyalcohol),
with yields up to 90% (Fig. 8).

OR,

Ac

HO
Ac
Ac R;
3,4,6-tri-O-acetyl-D-glucal
R, =alkyl,
R, = different substituents
R; = H or different substituents

nosides

Fig. 7 Shaw et al. synthesis of 3-substituted 2-furylethylenediol.?*°

B,pin, (1.2 equiv)
(OR), [Ircod)(OMe)}; (1.5 mol %) pinB
dibpy (3 mol %)

graphite, hexane
MW,120°C

(1.2 equiv)

dibpy = 4,4'di-t-butyl-2,2'-dipyridy!

OMe

Ry

OMe

Fig. 8 Cossy et al.>*°

hex-2-enopyra-
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Mukherjee et al. reacted acetylated iodoglycals with ArB
(OH), in the presence of Pd(n) and HCOOH to form 2-acyl
glycals, which were treated with TfOH (triflic acid) to produce
2,4-disubstituted furans with a chiral unit in the 2-position.>*!

Mal, Sharma and Das transformed glycals into iodoglycals,
and then synthesized TMS-protected 2-alkynylated glycals.>*?
The following reaction is gold(m) chloride-catalyzed and pro-
duces various 5-aryl(alkyl)-3-formyl-2-polihydroxyalkylfurans.
The yields are moderate. Das’s group synthesized similar
chiral compounds from glycal-derived 2-substituted 3-ketoglu-
cals (Fig. 9).>*

Mal and Das begin their synthesis of highly substituted
chiral furans with haloglycals.>** The reaction was performed
in DMSO in the presence of potassium carbonate, as shown in
Fig. 10.

Gil and coworkers™ transformed glycals into nitroglycals,
and, next performed reactions “on water” between nitroglycal
and furan, 2-methylfuran and a furfural derivative. The yields
of the interesting chiral furans (see Fig. 11) were very good.

C1. Sharpless enantioselective dihydroxylation or aminohy-
droxylation of vinylfuran (VF)

This is one of the most elegant ways for the formation of
enantiopure 1-(2-furanyl)-1,2-ethanediol. It requires substi-
tuted or not-substituted 2-vinylfuran to be available. One

245

OR,

enantiopure 2-substituted
and 2,3-disubstituted furans

Pd(dppf)Cl, (2 mol %) Rs
Cs,CO; (2 equiv) R
(OR)| MeCN, MW, 120°C 2 H
R3
R,
R (OR),
OH

R, X_
(1.0 equiv)

CF;COOH (1 equiv), DCM, RT

H
(OR),

methodology for the synthesis of chiral furans {B,pin, = bis(pinacolato)diboron; [Ir(cod)(OMe)l, = bis(1,5-cyclooctadiene)di-

p-methoxydiiridium(1); Pd(dppf)Cl, = 1,1'-bis(diphenylphosphino)ferroceneldichloropalladium(i); MW = microwave; MeCN = acetonitrile; and DCM =

dichloromethane}.
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R
TfOH, 20 mol % /i p Ac
Ar >
il DCM, RT
Ac
(o) Ar

from D-glucal, 63%

L 241

Fig. 9 Mukherjee et a synthesis of chiral 2,4-disubstituted furans.

OR,
Ry R,COCH,COR, Hp A\

"active methylenes" 1 \ 4
R} X K,CO,, DMSO, RT 0

R,

NO,
Ac o, P
=
o + AcOm / or OAc of AcO
AcO NO, OAc OAc

Fig. 11 Gil et al.2*® synthesis of chiral furans via nitroglycals.

possibility is to manufacture vinylfuran directly from sugars
using deoxydehydration catalysts.>*>**® Scientists in the
Netherlands®*® used CpttReO; as a new catalyst (Cptt = 1,3-di-
tert-butylcyclopentadienyl) and produced a mixture of vinyl-
furan and furan at a ratio of 2.3:1 (yield from p-mannose =
39%). Another method for the synthesis of vinylfuran begins
with furfural, which can be transformed to vinylfuran via
Wittig>*”>* or Peterson olefination.>*®**" A different method
starting from furfural (HMF can be used also) requires
Knoevenagel condensation with malonic acid followed by de-
carboxylation.”>> A similar approach to vinylfurans includes an
the aldol condensation of furfural with acetaldehyde (formed
in situ) to form 3-(2'-furyl)-2-propenal,*** followed by oxidation
and decarboxylation. The subsequent dihydroxylation or ami-
nohydroxylation can be performed both on vinylfuran and on
vinylfuran still having an additional carbon atom from the
aldol condensation. Furthermore, another approach has been
recently described by Lobo et al.,>®* who reduced biomass-

This journal is © The Royal Society of Chemistry 2021

— CH,NO
I N0 T\ &
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AcO AcO
non-chiral

@

Ac

(o} Ph
from D-xylal, 59%

lo) Ph

from D-glucal, 67%

Representative product

AcOme

R R NO,
a.R= OAc b.R=
Ac
OAc Ac
OCHO OAc
OAc
OAc

derived (substituted) acetylfuran, and then dehydrated the
product to VF using ZSM-5 (Zeolite Socony Mobil-5) as an
effective catalyst (Fig. 12). German and Cuban researchers®*®
described the direct transformation of 2-hydroxymethyl-5-
acetyl furan into a VF derivative (Fig. 12).

HO HO
\—D—cocm — \ﬂCHOHCHs
(o]

o
ZSM5 J
AI(OiPr), HO
T\ _/
200°C o

Fig. 12 Synthesis of 5-hydroxymethyl-2-vinylfuran, an excellent sub-
strate for enantioselective transformations.
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VF has been subjected successfully to the Sharpless asym-
metric hydroxylation®>>** and aminohydroxylation.>*”**3

C2. Formation of 2-acetylfuran followed by enantioselective
reduction of the carbonyl group

There are several methods for the synthesis of 2-acetylfyran
but the Friedel-Crafts process is by far the most effective. The
most popular method for the enantioselective reduction of aro-
matic (including furyl) ketones is the spectacular Noyori
approach,>>92¢°

Wong, Ciufolini and coworkers®®" developed practical pro-
cedures for the enantioselective reduction of 2-acetylfuran to
the corresponding carbinols with 88-90% ee using
Thermoanaerobium brockii alcohol dehydrogenase coupled with
an NADPH regeneration system.

Excellent reduction of acetylfuran results were also pre-
sented by Deska and coworkers,>®> who transformed acetyl-
furan in a two-step, one-pot process to the Achmatowicz
rearrangement product with almost perfect ee (Fig. 13).

A few years ago, Deska et al.”®® described the elegant syn-
thesis of both enantiomers of cis-osmundalactone. During the

/ \ CH,

ADH/GDH (20 h, pH 7.0)
GOX/CPO (2 h, pH 5.5)

View Article Online

Green Chemistry

synthesis, they obtained both enantiomers of alcohol derived
from the enzymatic reduction of acetylfuran, as shown in the
following scheme (Fig. 14).

P.-F. Koh and T.-P. Loh>** performed an aldol condensation
on protected HMF to form racemic alcohol. It was oxidized to
furyl ketone, and subsequently reduced in the presence of a
chiral catalyst to give the reduction product with impressive
results (yield = 99% and ee = 98%) (see Fig. 15).

C3. Reactions on furan using chiral catalysts or with enantio-
pure compounds

Jurczak et al*®® performed the enantioselective Friedel-
Crafts reaction of (1R)-8-phenylmenthyl glyoxylate with various
substituted furans in the presence of Lewis acids such as
SnCl, and MgBr,. The following scheme shows the process,
obtained yields and de (Fig. 16).

The same group achieved equally impressive results when
performing the Friedel-Crafts reaction of achiral alkyl glyoxy-
lates with furans in the presence of a 6,6-dibromo-BINOL/Ti
(iv) complex.”®® The following scheme shows the results
(Fig. 17).

o D-glucose,
citrate buffer, &

0]
/
NADH H o CH
BUOH, 25°C 47%, >99% ee

Fig. 13 Deska et al.2%? reduction of acetylfuran followed by the Achmatowicz reaction.

alcohol dehydrogenase / \
(evo- 1.1.200)

NADH, iPrOH (o)
phosphate buffer

(pPH7.0,0.1 M)

35°C,12h

/\ Me

(o)
94%,99% ee OH

alcohol dehydrogenase
(evo- 1.1.030)

NADH, iPrOH
phosphate buffer
(pPH7.0,0.1 M)
35°C,44 h

D
o7
85%, 99% ee OH

Me

Fig. 14 Enzymatic reduction of acetylfuran to produce both alcohol enantiomers.?%

/—U*CH BnBr, Ag,0 CHO DA, MeCO,fBy
" hmE 91% 97%

CO,tBu —2> O
Bn rac 2 ] Bn CO,tBu
86%
Ru-based wOH
chiral catalyst
——
99%, 98% ee CO,tBu

Fig. 15 Koh and Loh?®* synthesis of chiral alcohol via the enantioselective reduction of ketone.

7472 | Green Chem., 2021, 23, 7458-7487

This journal is © The Royal Society of Chemistry 2021


https://doi.org/10.1039/d1gc02402g

Published on 25 August 2021. Downloaded on 4/6/2026 10:17:40 AM.

Green Chemistry

| SnCly or
e B MgBr,
L._ L Ay _teawa [ L A )
;' (8] | ‘--.O..-"‘-n R CHACly :- =]
“T Ph R = Alkyl = T"ph
Fh SnCl,  yield 41-87%, >08% de

™S MgBr,  yield =80%, »94% de

Fig. 16 Jurczak et al.?®® Friedel-Crafts reaction of chiral glyoxylate
with furans.

Yamazaki et al®®” studied the Friedel-Crafts reaction of

ethenetricarboxylate with substituted furans in the presence of
a chiral bisoxazoline-copper(u) complex (Fig. 18).

Another group of Japanese researchers performed the aza-
Friedel-Crafts reaction starting from 2-methoxyfuran (synthe-
sizable from furan) using a chiral catalyst.”®® The process is
depicted in the scheme below. The yields were up to 95% and
ee up to 97% (Fig. 19).

Recently, Schifer et al.>®® described the effective, enantio-
selective Suzuki-Miyaura coupling of heterocycles via the
rhodium-catalysed allylic arylation of racemates. The examples
include the formation of enantioenriched 2- and 3-substituted
furan derivatives. Fig. 20 shows one of these examples.

C4. Reactions of the aldehyde group producing chiral products

D

(R)-6,6"-Br,-BINOL

Ti(OiPr),
2 mol %
toluene
0-20°C
Yield 76-98%
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Martin et al.>’° reacted 4,5-disubstituted 2-furaldehyde with
the boron enolate derived from the chiral oxazolidinone
(shown in the rounded rectangle in Fig. 21). The condensation
proceeded with a high degree (>98%) of diastereoselectivity to
give the expected erythro-p-hydroxy adduct (90%).

During the total synthesis of phorbol, Wender et al.>”" per-
formed a chiral oxazolidinone-based asymmetric aldol conden-
sation of the HMF derivative with N-propionyl oxazolidinone
(Fig. 22). The condensation occurred with a very high isolated
yield (96% of single diastereoisomer after chromatography)
and diastereoselectivity (98% de).

Carreira and Kriiger studied enantioselective dienolate
additions to aldehydes, including furfural, mediated by tol-
BINAP Cu(u) fluoride complexes.?”* For furfural, they achieved
the yield of 91% and ee of 94%. The product was further
reacted to produce a chiral dihydroxy ester (protected as the
isopropylidene derivative), as depicted in Fig. 23.

Pedrosa and coworkers®”® reacted aromatic aldehydes
including 5-methyl-2-furfural, with chiral oxazolidine. In the
case of the furan derivative, the yield was 69% and the de was
81% (Fig. 24).

Turkish chemists®’* described a successful enantioselective
Henry reaction. The reactants were various aromatic aldehydes
including furfural. The scheme below depicts the ligand (chiral

88-97% ee

Fig. 17 Jurczak et al.?%® Friedel—-Crafts reaction of glyoxylate with furans using a chiral catalyst.

EtO, O,Et

.Y

tBuO,C

EtO, CO,Et
Cu(OTf)2
*
THF,RT
uOZC / R
o

R= alkyl or dialkyl; yields = up to 90%; ee = up to 60%

Fig. 18 Yamazaki et al.?®” Friedel-Crafts reaction of ethenetricarboxylate with furans using a chiral catalyst (Tf = triflate).

Boc

N
0/@ . 2 mol % (R)-X
Me! o) N)k —_—

R

MeO/Q\/ R

",
NH-Boc

(R)-X; Ar = dimesitylphenyl

Fig. 19 Uraguchi et al.%®® aza-Friedel-Crafts reaction in the presence of a chiral catalyst.
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[Rh(cod)(OH)], (2.5 mol%)
HO BINAP (6 mol%)
CaCO,, THF, refl
Gx : >9—@ = s e ) 51%; 90% ee
(0] (0]
HO

Fig. 20 Suzuki—Miyaura coupling described by Schafer et al.?®® {[Rh(cod)(OH)l, = cyclooctadiene rhodium chloride dimer; BINAP = ([1,1'-
binaphthalene]-2,2'-diyl)bis(diphenyl-phosphane)}.

O H CHO

Fig. 21 Martin et al.?’° furfural condensation producing the erythro-p-hydroxy adduct.

Ph
Ph X = N(OMe)Me
on X = (CH,),-CH=CH,
B ™ "
. { N
_4: ° X
OTBS OTBS OTBS CH,

Fig. 22 Wender et al.?’* aldol condensation of HMF.

M Me
2 mot%
/ \ (S)-Tol-BINAP-CuF,
+ THF, -78°C
0 o Z Acidic work-up
SiMe,

Mex""e 1. n-BuOH
2. Et,BOMe
NaBH,
3. Me,C(OMe),
PPTS

OBu

Fig. 23 Carreira and Kriiger dienolate addition to furfural.?’2 {(S)-Tol-BINAP = (S)-(—)-2,2'-bis(di-p-tolylphosphino)-1,1'-binaphthyl; and PPTS = pyr-
idine p-toluenesulfonate.}

Me
P
H
COOEt
1. 5-methylfurfural, W H
Me base; 2.H,0*

COOEt

COOEt Me'

COOEt

Fig. 24 Pedrosa et al.?”* condensation of chiral oxazolidine with 5-methylfurfural.
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oxazoline) and its synthesis. The dominant enantiomer depends
on the absolute configuration of the chiral centers in oxazoline.
For furfural, the yields and ee approached 80% (Fig. 25).

Witczak, Bielski et al.>”® reacted various 5-membered aro-
matic aldehydes (including HMF and 5-methyl furfural) with
dihydrolevoglucosenone using piperidine as a base. The yields
of the condensation products (shown in Fig. 26) were above
80%.

Another approach developed by Grushin, van Leeuven and
collaborators®’® used furfural as a starting material. The furoin
reaction produced a racemic product, furoin, which was hydro-

ligand (10 mol %)
Cu(OTf), (5 mol %) / \

+ CHeNO, ___ 2"

/ \

View Article Online
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genated using a chiral Ru or Ir catalyst to give hydrofuroin.
The enantiomeric excess and diasteroisomeric ratios were very
impressive (Fig. 27).

Gong et al.>”” developed an asymmetric allylation reaction
at the benzylic position of benzylfurfurals, as depicted in
Fig. 28.

Brazilian scientists used fungi to accomplish the
enantioselective reduction of a furfural-derived product, as
shown in Fig. 29. The results were very impressive. For
example, the use of the fungus Penicillium citrinum gave 98%
yield of the S-reduced product with an enantiomeric ratio of

278

lile)
I

NO, or opposite
enantiomer

(o) 2-propanol, 0°C o)

HN

glycerol

K,CO;, 120°C

ethylene glycol Q\‘[?/

Fig. 25 Henry reaction of furfural with nitromethane described by Aydin and Yuksekdanaci.?’*

A o

R - CH,0H, Me

Plperldlne

EtOH, reflux

R

Fig. 26 Aldol condensation of substituted furfurals with dihydrolevoglucosenone.?”®

@\i‘-,/\ I\
0~ ScHo o o

furoin

furfural (racemate)

Fig. 27 Enantioselective synthesis of hydrofuroin from furfural.?’®

A\/@\ + A’\/\(”
07 cHo
OH

_m N / \

Ph Ph
><O /Et
o o

L Ph Ph

chiral Ru or 0
Ir catalyst hydrofuroin
OH  OH ee up to 99%
drup to 9:1
Pd/L*
amine cat. Ar
(PhO),PO,H /\
D
NaBH,/MeOH Ar' e o
workup — OH
Ar
90-99%,70:30 -87:13 d.r.
87-97% ee
( > o,
OSIPh3
amine cat.

Fig. 28 Asymmetric allylation developed by Gong et al.?””
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/ \ NaOH water

" / \
o] 2 80°C 55W, 12 h

/ \

(o)

Fig. 29 Chiral furans from enantioselective reduction using fungi.?”®

99%. Another fungus, Aspergillus sydowii, offered 92% isolated
yield of the R product and the enantiomeric ratio was 97%.

C5 Other reactions transforming non-chiral furans to chiral
furans

Hailes and coworkers®>”® synthesized various furylamines
starting from carbonyl compounds using transaminases and
amines. One of the reactions was that of acetylfuran with
Mycobacterium vanbaalenii (Mv-Tam) and an amine donor,
benzylmethylamine. The yield was 54% and ee of the product
was 78%.

Loh and coworkers®

79

80 synthesized furylamine with very

high enantiopurity by taking advantage of the rhodium-cata-
lyzed asymmetric arylation methodology developed by Hayashi
et al. (Fig. 30)*®!

Some reactions of sugars with achiral furan compounds
may also lead to chiral furans. For example, Grynkiewicz and
BeMiller,”®*> Grynkiewicz and Zamojski,*®* and P. Sinay et al.>**
synthesized these constructs as a result of a Ferrier-type reac-

tion directly between glycals and furans, with moderate yields.

p-TsNH,

Ts Rhodium catalyst
/ \ BF,.OE L"I(PhBO)3
O PhMe, reflux 1,4-dioxane,

4 KOH, H,0,60°C

Fig. 30 Asymmetric arylation described by Loh et al.2%°

5 times recycling

Fungi

Zhang and co-workers>®> synthesized compounds similar to
Lichtenthaler products but their starting materials were fruc-
tose-derived HMF and various glycals (Fig. 31).

Another, simple and effective method for the synthesis of
chiral furans takes advantage of the direct reaction of methyl
furoate with peracetylated ribofuranose in the presence of a
Lewis acid.”®® The product, methyl 5-(2',3',5-tri-O-acetyl-p-n-
ribofuranosyl)-2-furoate, was isolated in 60% yield and the
B-anomer was the only product (Fig. 32).

An entirely different strategy for synthesizing constructs
containing furans and sugars was developed by Jarosz and co-
workers.”®” The synthesis starts with p-gluconolactone and can
produce furans with the sugar unit either in the 2- or 3-posi-
tion of the furan ring. The yields are moderate (Fig. 33).

Lan, Xiao and coworkers®®® synthesized highly complex
chiral furan derivatives starting from biomass-based 2,5-di-
methylfuran using a chiral phosphoric acid as the catalyst
(Fig. 34). The yield and enantiomeric excess values were very
good.

glucal, galactal, rhamnal,
xylal, maltal, arabinal

&
FeCl,6H,0/C / \ pGo/w A,
] _ DMS0/90°G, 07 ScHO ————— T
D-Fructose Dehydration HO-CH, FeCl,.6H,0/C, RT

| HMF I

| same recyclable catalyst |

Ferrier reaction
———

yield: 67 - 92%

Fig. 31 Zhang et al.?®® synthesis of HMF-glycal adducts.
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CO,Me

DCM, SnCl,

AcO OAc

Fig. 32 Cermola et al.?8¢

AcO OAc

synthesis of monosaccharide-methyl furoate construct.

l 287

Fig. 33 Jaroszeta synthesis of monosaccharide-furan constructs.

Bn
10 mol %
chiral acid

5A MS,
DCE, RT

Bn___
two sequential "
[3,3]-sigmatropic

_— e

rearrangements

@

88% yield; 93% ee

Fig. 34 Lan, Xiao et al.?®® chiral furan synthesis taking advantage of two sequential [3,3]-sigmatropic rearrangements {MS = molecular sieves and

DCE = dichloroethane}.

J. L. Marco®®® described the synthesis of several chiral
furans utilizing another monosaccharide derivative, 1,2:5,6-
di-O-isopropylidene-a-p-glucofuranose. The products are con-
venient chiral precursors for the synthesis of furanoterpenes.

Of course, enantiopure furans can be formed from race-
mates as a result of chiral separations. For example, Irimie and
coworkers®®® used regio- and stereoselective lipases for the
efficient kinetic resolution of racemic 1-(5-phenylfuran-2-yl)
ethane-1,2-diols. All the yields were between 46% and 49% and
the ee between 92% and 97%.

5. Very brief look at FPC reactions

Excluding the furan ring itself, major direct FPCs contain
three highly reactive moieties, namely, an aldehyde group,
hydroxymethyl group and hydrogen atom in the 2-position of

This journal is © The Royal Society of Chemistry 2021

the furan aromatic ring. These structural features make fura-
nics potential objects of a large variety of reactions. This is the
main reason why FPCs are formidable substrates for the
chemical and related industries. Many of the processes listed
here were already mentioned in this text. Nevertheless, it
seems useful to very briefly look at the possibilities.

5.1. Coupling at the furan C-2 position

Coupling allows for the introduction of various substituents to
the carbon atom adjacent to the ring oxygen. The relevant pro-

cesses include Friedel-Crafts alkylation and
acylation,?®>?4%291292  Heck  reaction,”®*°®  Suzuki
reaction,?*®?°72%¢  porylation,>***°* and carboxylation.'”®

Often the same compound can be synthesized using alterna-
tive coupling reactions. It is very difficult to compare various
approaches given that the outcome depends on factors such as
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Scheme 6 Reactions in which a furan hydrogen atom is replaced.

availability and cost of the reactants and catalysts, reaction
conditions, and ease of isolating the product. Scheme 6 visual-
izes the most important reactions at C-2 position of furan.

5.2. Reactions of the aldehyde unit in HMF and FUR

related
276,303

The specific
condensations,

processes include aldol and
91,122,270-273,275,302 fyroin condensation,

| e
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Friedel-Crafts R
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/ R'COX —COR'

.4
R
Friedel-Crafts
i
H reaction \ .
R'X 0
—
T

\ Heck'reaction R\ﬂ_ _//'MR'

R
—/ Pdonc, L9

acetal formation with alcohols,’**% Henry reaction with

nitro-compounds,*”**%” formation of adducts (followed by de-
hydration) with amines, hydrazines, hydroxylamines and
related compounds,’**71° decarbonylation,*" reduction to
alcohol®* and oxidation to acid.®® The most important
reactions of the furfural aldehyde group are depicted in
Scheme 7.

decarbonylation

oxidation

R\’— 0,

\@_ Henry reaction
o R RN,
OH

()

R\ R' reactions with
ﬂ_ %“' amino compounds
\LJ H

R' = H, alkyl, aryl,
NH,, NHR", OH, etc.

~———— H

R furoincon-
densation

OH

Scheme 7 Major reactions of the FUR and HMF aldehyde group.
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Scheme 8 Main reactions of the HMF hydroxymethyl group.
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Scheme 9 More important reactions of furans resulting in products with no furan ring.

5.3. Reactions of the hydroxymethyl group in HMF

They include oxidation to aldehyde or acid,”**"?

substitution of the modified OH group to form halides,
esterification,*'* and etherification®'**'® (Scheme 8).

nucleophilic
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5.4. Reactions of the furan ring producing moieties
containing no furan ring

Examples of relevant processes are the Diels-Alder reaction
(it may offer benzene derivatives),’®*'7*'® pyrrole and other
heterocycle formation via the Butin reaction,®® the oxa-
and aza-Achmatowicz reaction forming 6-membered rings
with O or N, respectively,** the Piancatelli reaction forming
4-hydroxycyclopentenones,®**#?* singlet oxygen oxidations
producing cyclopentanones and hydrindanes®*** and formation

of maleic acid®** (Scheme 9).

6. Conclusions/future perspectives

Around fifty years ago, most chemists believed that developing
catalysts only slightly worse than natural catalysts (enzymes) in
producing enantiopure compounds from non-chiral or
racemic substrates would require an exorbitant R&D effort.
Today, there are dozens of methodologies for the synthesis of
chiral compounds with ee approaching 100%. Actually, che-
mists learned to use catalysts much less complex and wasteful
than enzymes to produce results almost comparable to that in
Nature.

Thus, there is a good reason to expect that coupling finan-
cial resources with an improved intellectual effort will solve

This journal is © The Royal Society of Chemistry 2021

other equally difficult problems. Perhaps learning from Nature
and adjusting its methods to our abilities will give direction.
Incidentally, we understand how plants utilize CO, to form a
plethora of organic compounds. However, taking advantage of
modified chlorophyll seems to be less popular than expected.

Nature can utilize carbohydrates in the body (or generally,
in cells) to synthesize almost any chemical. Can we do this
also? Is it too arrogant to try? It seems that transforming
biomass into compounds such as FPCs, and next, into a
variety of organics is one of the most promising and economic
options. This approach takes advantage of Nature’s work
(carbon dioxide has already been transformed into organic
compounds) but takes it further.

The present perspective describes some aspects of the bio-
technical revolution occurring presently. One of the main
symptoms of this process is the replacement of refineries with
biorefineries. Biorefineries, using biomass as feedstock, offer
various advantages over refineries, which include:

1. The feedstock of biorefineries is renewable.

2. It is significantly less complicated than that of refineries
(highly complex mixture of hydrocarbons), which allows for a
relatively easy access to FPCs and other chemicals.

3. The biorefinery feedstock consists mainly of monosac-
charides and polysaccharides composed (after hydrolysis) of
pentoses and hexoses. Consequently, the direct products are
partially oxygenated C5 and C6 hydrocarbons. Their level of
functionalization is ideal for further processes, leading to a
plethora of valuable chemicals. As a result of various degra-
dations and condensations, the resulting products may have
almost any number of carbon atoms. They all are easily separ-
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able by process design. Note that petrochemical refineries start
from a huge variety of hydrocarbons featuring similar physico-
chemical properties.

The biorefinery is a novel concept and technology, and thus
it is experiencing learning difficulties. Time and effort are
required to develop optimal solvents, conditions, reactants,
catalysts or biocatalysts, etc. for specific processes. It is likely
that the present difficulties such as problems in effectively
forming FDCA from FUR or HMF will soon be overcome.

Two main areas of applications of biorefinery-derived
furan-containing products have been proposed, i.e., custom-
made fuels for combustion engines and monomers for
polymerization. Particularly interesting are polycondensation
products to replace polyethylene terephthalate and related con-
densation polymerization products. Note that biorefinery pro-
ducts not only can offer diacids but also various symmetric
diols, diamines, dihalides, etc. Thus, interesting targets
include polyesters, polyamides, polyurethanes, polyureas, etc.
Of course, important monomers such as acrylic and hydroxy-
propionic acids are also available from biorefineries.

The main purpose of this perspective is to promote another
area of applications for biorefinery products, ie., synthetic
industrial compounds belonging to specialty chemicals,
fragrances, pharmaceuticals, nutraceuticals, mono- and disac-
charides, alkaloids, etc. In this perspective, we looked at the
possible applications of selected biorefinery-derived chemi-
cals. We chose to briefly examine the most important FPC-
derived (FUR and HMF) products. Herein, we attempted to
highlight the commendable achievements and wonderful
potential of the discussed materials. It was also shown that
many enantiopure compounds can be formed directly from
biomass or via intermediates such as modified sugars or HMF
and FUR. FPCs are highly versatile starting materials that can
enter reactions via the aldehyde group, hydroxymethyl group,
C-2 of furan, and processes that transform furan into other
entities such as other heterocycles and Diels Alder products.

Herein, we uncovered a clear need for accelerated research
and development in this field. Although the formation of
direct and indirect FPCs in the lab is reasonably well estab-
lished, their industrial-scale production is considerably less
advanced. The necessary R&D will have to focus on improved
chemo- and bio-catalysts, isolation of individual products from
the reaction mixture without any destruction of unreacted
components such as cellulose, use and reuse of better sol-
vents, etc. A successful implementation of effective biorefinery
processes will require creativity, original thinking, time and,
perhaps, some level of insanity.

If the biorefinery does not become a common reality, it will
not be due to a lack of novel ideas. Recently Deska and co-
workers®>® incorporated “abiotic transformations into a recom-
binant bacterial host, which allowed the production of
complex lactone building blocks. This whole cell system
streamlines the synthetic cascade, eliminates isolation and
purification steps, and provides a high degree stereoselectivity
that has thus far been elusive in chemical methodology”. In
other words, factory processes can take place in the cell.
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Another potential methodology capable of dramatically
improving the reaction kinetics is the use of strong, oriented
electric fields.>***® A catalyst such as an enzyme takes one
molecule of one reactant and orients it against a molecule of
another reactant. After completion of the reaction, the product
is released, and the enzyme molecule is ready for the rep-
etition of the cycle. A strong electric field can enforce mutual
orientation of a significant part of all reactant molecules. The
number of molecules oriented along the lines of the electric
field depends on the dipole moment of the molecules, the
process medium and strength of the electric field.

Flow chemistry has already become a common term in
pharmaceutical R&D and manufacture, but to the best of our
knowledge, to date, it has not been applied to large-scale
processes.**??3% 1t is very likely it will become practical also in
biorefinery-derived large-scale products.

Additionally, it is impossible to overstate the spectacular
potential of the directed engineering of enzymes in modern
industrial chemistry. The Nobel lecture of F. Arnold offers an
excellent perspective on this issue.**!

Of course, not only furan compounds are derived from
biomass. There are benzene derivatives (from lignin), a
plethora of non-cyclic compounds and others. Many bio-based
products are presently more expensive from biomass than refi-
neries. This is an issue of scale and some economic bias.
When these materials are produced on a larger scale, they will
become substantially less expensive and likely to be less costly
than petroleum-derived equivalents.

The primary conclusion is very important, i.e., FPCs (which
serve as an example here) are a marvelous alternative to (a) pet-
rochemical refinery-derived fuels and other reactants and (b)
thermochemical biorefinery-based fuels. This means that
when carbon combustion is eliminated from energy-generating
methods, we will have an excellent source of comparatively
sophisticated chemicals directly and indirectly produced from
renewable, safe, and green materials.

One can ask about priorities. Which biorefinery-related pro-
blems are the most urgent? The answer is obviously complex,
but a few issues can be highlighted. As was already mentioned,
the large-scale production of FDCA is essential. There are
several reasons for the importance of FDCA production includ-
ing the existing problems with PET polymers and the fact that
LCB-derived polymers seem to be easier to collect, store and
recycle than petrochemical plastics.

Also, we have shown that there are many good methods for
the synthesis of enantiopure products from biomass or its
components. However, it seems that there is a need for syn-
thons containing one or two chiral centers that can be directly
manufactured from biomass. This will dramatically facilitate
the synthesis of various complex chemicals.

Arguably, another acute issue is the lack of operationally
reliable and economically sound information in the literature
on integrated validated processes comprising the effective sep-
aration of LCB components and channeling them into selec-
tive reaction pathways. Only recently things have begun to
change. For example, Won et al®**> announced the GVL
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(gamma valerolactone) solvent-assisted chemo-catalytic treat-
ment of LCB into an insoluble cellulose fraction, soluble C-5
sugar fraction and lignin utilized for heat and/or power gene-
ration. Interestingly, through the application of assorted unit
operations such as dehydration, hydrogenation, oxidation, and
hydration, the main LCB constituents, cellulose and hemi-
cellulose, were effectively converted through multistep path-
ways into C¢ monomer synthon (FDCA) and Cs aliphatic com-
ponent (1,5-pentanediol). The authors included techno-econ-
omic analysis and life-cycle assessments for the products and
their intermediates, discussing present market prices and pre-
dictable trends.
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