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ABSTRACT: Reductive catalytic fractionation (RCF) enables the
simultaneous valorization of lignin and carbohydrates in lignocellu-
losic biomass through solvent-based lignin extraction, followed by
depolymerization and catalytic stabilization of the extracted lignin.
Process modeling has shown that the use of exogenous organic
solvent in RCF is a challenge for economic and environmental
feasibility, and previous works proposed that lignin oil, a mixture of
lignin-derived monomers and oligomers produced by RCF, can be
used as a cosolvent in RCF. Here, we further explore the potential of
RCF solvent recycling with lignin oil, extending the feasible lignin oil
concentration in the solvent to 100 wt %, relative to the previously
demonstrated 0−19 wt % range. Solvents containing up to 80 wt %
lignin oil exhibited 83−93% delignification, comparable to 83%
delignification with a methanol−water mixture, and notably, using lignin oil solely as a solvent achieved 67% delignification in the
absence of water. In additional experiments, applying the RCF solvent recycling approach to ten consecutive RCF reactions resulted
in a final lignin oil concentration of 11 wt %, without detrimental impacts on lignin extraction, lignin oil molar mass distribution,
aromatic monomer selectivity, and cellulose retention. Overall, this work further demonstrates the potential for using lignin oil as an
effective cosolvent in RCF, which can reduce the burden on downstream solvent recovery.
KEYWORDS: reductive catalytic fractionation, lignocellulosic biomass, lignin valorization, process intensification, solvent reduction,
reaction engineering

■ INTRODUCTION
Reductive catalytic fractionation (RCF) is a lignin-first
biorefinery method, in which lignin is extracted from intact
biomass through the use of a polar protic solvent and
catalytically stabilized, in the presence of a hydrogen source,
into a lignin oil rich in aromatic monomers and C−C linked
oligomers.1−9 Recent techno-economic analysis (TEA) and life
cycle assessment (LCA) have suggested that the implementa-
tion of RCF at an industrial scale faces challenges concerning
both costs and environmental impacts, with one of the major
contributors being the use and recycling of exogenous organic
solvent.10−12

Toward the reduction or elimination of exogenous organic
solvent usage, several groups have demonstrated that lignin oil,
a mixture of lignin-derived aromatic monomers and C−C
linked oligomers produced by RCF, can be used as a cosolvent
with alcohol or alcohol−water mixtures without negatively
affecting RCF performance.12−14 In previous work, we used a
flow-through RCF reactor configuration to demonstrate the
concept of a multipass strategy, wherein the RCF effluent is
recycled and used in subsequent flow-through RCF steps
without intermediate lignin oil recovery. This approach

enabled a reduction in the overall solvent-to-biomass ratio
from 48 to 1.9 L/kg, which is below the limit of the feasible
solvent loading in a single-pass batch reaction of ∼4 L/kg.14

Notably, the multipass approach did not sacrifice fractionation
efficiency nor lignin oil quality when the solvent contained up
to 12 wt % lignin oil. Subsequently, Arts et al. reported that
recycled RCF effluent with simulated solvent compositions
comprising methanol, methyl acetate, acetic acid, water, and
lignin oil (0−19 wt %) enhanced lignin extraction compared to
methanol-based RCF.12 The presence of water and acid in the
simulated solvent mixture also led to comparable monomer
yields and hemicellulose coextraction. The recycling of the
product and solvent mixture was also applied for solubilization
of birch bark by Kumaniaev et al., reducing the solvent-to-
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biomass ratio from 10 to 3.3 L/kg through three consecutive
recycles.13

Building on these previous findings,12−14 this study aimed to
investigate the effects of incorporating varying concentrations
of lignin oil (0−100 wt %) in the solvent for RCF, thus
significantly extending the ranges previously tested. We first
conducted RCF experiments in batch reactions with different
lignin oil concentrations in methanol−water solvent mixtures
and compared their fractionation efficiency (83−93%
delignification with solvent mixtures containing up to 80 wt
% lignin oil). Subsequently, we also performed ten successive
fractionation cycles, recycling the RCF effluent and accumulat-
ing lignin oil up to 11 wt % in the solvent and measured
fractionation efficiency (51−68% delignification). Overall, this
work further demonstrates that the RCF processes can viably
operate with reduced reliance on exogenous organic solvents.

■ RESULTS AND DISCUSSION
RCF with Lignin Oil as a Cosolvent. To evaluate the

impact of lignin oil as a cosolvent on RCF fractionation
efficiency, RCF reactions with varied solvent compositions
were conducted in a 75 mL batch reactor by adding 2 g of
hybrid poplar (26 wt % lignin content), 18 g of solvent (9 g

solvent/g biomass), 400 mg of 5 wt % Ru/C, and 30 bar of H2.
We used 20% catalyst loading to avoid catalyst-limited
conditions since lignin oil included in the solvent could
compete for adsorption sites on the catalyst surface with lignin
oil extracted from the biomass during RCF.14 The reactor
vessel was heated to 200 °C for 30 min and then maintained at
that temperature for 3 h. The reaction mixture was
subsequently separated and analyzed to investigate the
fractionation efficiency (Figure 1A). The solvent systems
included eight solvent mixtures that varied the lignin oil
concentration from 0 to 100 wt %, each blended with a 1:1 w/
w methanol−water mixture to maintain 18 g of each solvent
mixture (Figure 1B). To vary feed concentrations, poplar lignin
oil was prepared through a 3 L scale RCF reaction with
methanol and a 5 wt % Ru/C catalyst. The produced RCF oil
was then subjected to liquid−liquid extraction and Schlenk
drying under vacuum to separate the lignin oil from soluble
sugars.15 Different solvent compositions were formulated by
adjusting lignin oil concentrations in the solvent mixture.
Batch RCF reactions at 200 °C for 3 h with a 1:1 w/w

methanol−water mixture extracted both lignin and hemi-
cellulose, with a delignification extent of 83% and hemi-
cellulose retention of 27%, leaving cellulose intact in the pulp

Figure 1. (A) The experimental scheme of RCF reactions with varied solvent compositions and the analyses of liquid and solid streams. (B)
Solvent compositions with lignin oil concentrations varying from 0 to 100 wt %. The total solvent amount was maintained at 18 g by supplementing
with a 1:1 w/w methanol−water mixture. (C) Compositional analysis of native and post-RCF pulp samples obtained using different solvent
compositions. Delignification and the cellulose/hemicellulose retention were calculated based on the compositional analysis data. The secondary x-
axis label indicates the concentration of lignin oil in the solvent for each RCF reaction. Others include ash, extractives, acetyl, and free sugars. RCF
reaction conditions: 75 mL batch reactor, 2 g of hybrid poplar, 18 g of solvent, 400 mg of 5 wt % Ru/C, 200 °C, 30 bar H2 (at room temperature),
3 h (after 0.5 h heating ramp). Table S1 contains the quantitative information for the data shown here.
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with a retention of 102% (Figure 1C), consistent with previous
studies.16−18 When the lignin oil concentration increased up to
40 wt % in the solvent mixture, the levels of delignification
(83−89%) and cellulose retention (95−102%) were preserved
(Figure 1C and Table S1). These results are in line with
previous studies by Jang et al. and Arts et al., which reported
no negative impact on fractionation efficiency with up to 12
and 19 wt % lignin oil in the solvent, respectively.12,14

Moreover, solvents with 60 and 80 wt % lignin oil exhibited 93
and 85% delignification extents, respectively, demonstrating
the effectiveness of lignin oil-enriched methanol−water
solvents in lignin extraction. These results show an increase
of the range of viable oil concentrations to 80 wt %, surpassing
the previously tested concentrations of 0−19 wt %. A reaction
using lignin oil alone as a solvent (100 wt % in Figure 1)
achieved a delignification extent of 67%, comparable to
previously reported delignification values from RCF with
methanol or ethanol (50−70%).16,18−22 This demonstrates the
ability of RCF-driven lignin oil to act as a solvent for RCF
processes, likely due to the presence of phenolic and aliphatic
hydroxyl groups in lignin oil. Similarly, Kim et al., used lignin
oil, prepared by hydrocracking lignin pyrolysis oil, as a solvent
for the hydrodeoxygenation of lignin pyrolysis oil without
relying on exogenous solvents.23

The addition of lignin oil in the solvent led to carbohydrate
extraction. As the concentration of lignin oil in the solvent
increased up to 40 wt %, hemicellulose retention gradually
decreased from 27 to 6%, while cellulose retention remained
higher than 95%. Reactions using solvent systems enriched
with 60−80 wt % lignin oil not only led to reduced
hemicellulose retention down to 2% but also notable
reductions in cellulose retention, down to 71% at 80 wt %
lignin oil concentration. Compared to the reaction with 80 wt
% lignin oil, the reaction with 100 wt % lignin oil exhibited less
carbohydrate extraction with cellulose and hemicellulose
retention at 82 and 10%, respectively. We posited that the
noticeable increase in carbohydrate extraction with lignin-rich
solvents may be a result of acidic components, such as acetic
acid, present in the lignin oil. However, analyses using high-
performance liquid chromatography (HPLC) and gas
chromatography (GC) revealed that the prepared lignin oil
contained no acetic acid or methyl acetate (Table S2), which
might have been present in the initial oil obtained from RCF,

but that were presumably removed during the liquid−liquid
extraction and Schlenk drying process. The reaction effluent
from the 60 wt % lignin oil solvent showed similar levels of
acetic acid and methyl acetate relative to those extracted from
the biomass substrate during RCF with methanol−water (0 wt
% solvent). This finding excludes the possibility that the
buildup of acidic components led to lower polysaccharide
retention extents, instead suggesting that the lignin oil itself or
high concentrations of lignin oil in methanol−water promoted
carbohydrate extraction. One possibility is that acid environ-
ment formed by phenolic protons in lignin oil contributed to
the carbohydrate extraction. Compared to lignin oil only (100
wt %), the presence of methanol and water (80 wt % lignin oil)
as nucleophiles may facilitate the acid-catalyzed carbohydrate
cleavage.
The molar mass and monomer distributions of lignin oils

obtained from each reaction are compared in Figure 2. Lignin
oil produced in methanol (denoted as “Lignin oil” in Figure 2)
exhibited clear peaks at 260, 320, and 500 Da, representing
monomers, dimers, and trimers, respectively. The monomer
fraction featured 4-propylguaiacol and 4-propylsyringol as the
predominant monomers, with propanol and propenyl-sub-
stituted monomers present in small quantities. In reactions
wherein RCF was conducted with a methanol−water mixture
without incorporating lignin oil as part of the solvent, the
produced lignin oil showed a reduced monomer peak relative
to the lignin oil produced in methanol, primarily consisting of
4-propanolguaiacol and 4-propanolsyringol. Similarly, Renders
et al. observed propanol monomers as the major RCF lignin
monomer products from RCF at 200 °C using n-butanol−
water solvent and Ru/C catalyst.24 Several RCF studies,
however, primarily produced propyl monomers in a meth-
anol−water mixture.16,18 This discrepancy arose depending on
the catalyst, solvent, reaction conditions, and reactor
system.18,24 The significant reduction of the monomer peak
was due to condensation occurring in the presence of water,18

leading to an increased intensity of dimer peak (Figure 2A). As
the lignin oil concentration in the solvent increased, while the
quantity of lignin oil extracted from the biomass remained
relatively constant, the molar mass and monomer distributions
of the resulting lignin oil approached that of the lignin oil used
as the solvent. Conducting RCF with a solvent composed
entirely of 100 wt % lignin oil led to the saturation of minor

Figure 2. Characterization of the as-prepared lignin oil (labeled “Lignin oil”) and lignin oils obtained post-RCF. After RCF, the lignin oil was
separated from soluble sugars through liquid−liquid extraction. (A) GPC traces after acetylation and (B) monomer selectivity. Table S3 contains
the quantitative information for the data shown here.
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propenyl monomers, probably corresponding to the reduced
intensity of a bump at 210 Da in the gel permeation
chromatography (GPC) trace of the lignin oil. The overall
molar mass and monomer distributions, however, did not
change noticeably, demonstrating the stability of lignin
monomers and oligomers under the reaction conditions and
suggesting the reusability of lignin oil as a solvent.
Subsequent Ten Fractionation RCF with Recycling

Lignin and Solvent. Inspired by the promising use of lignin
oil as a solvent, we conducted ten successive RCF reactions by
recycling lignin oil and the solvent mixture in a 300 mL
mechanically stirred batch reactor (Figure 3A). In each cycle,
15 g of hybrid poplar and 7.5 g of 2 wt % Ru/Al2O3 catalyst
pellets were added while the reaction effluent was separated

and recycled, maintaining the solvent-to-biomass ratio (6 g
solvent/g biomass). The RCF reactions were conducted at 200
°C for 2 h. Here, we used Ru/Al2O3 catalyst pellets due to
their ease of separation from biomass residue and their
potential applicability in RCF processes at scale.25 Due to the
lower Ru content (2 wt %) in the catalyst pellets compared to
the powder Ru/C catalyst (5 wt %), we increased the catalyst-
to-biomass ratio to maintain the Ru-to-biomass ratio. To
determine the optimal residence time, we first performed RCF
with a 1:1 w/w methanol−water mixture, collecting hourly
samples to measure the lignin oil concentration. The
concentration of lignin oil, calculated by the mass of lignin
oil in each sample, plateaued after 2 h at around 2.2 wt %, as
depicted in Figure S1.

Figure 3. (A) The experimental scheme of subsequent fractionations and analyses of liquid and solid streams. The symbol ‘W’ denotes the
inclusion of lignin oil and sugars previously dissolved in the wash solution, which was isolated by removing the washing solvent, and subsequently
redissolved in the recycled reaction effluent from the preceding RCF cycle. (B) Solvent compositions for each fractionation cycle, which were
derived from the reaction effluent and wash solution of the prior RCF cycle, as depicted in panel (A). To determine the concentration of solids
(lignin oil + sugars) within the solvent, a sample was evaporated using a rotary evaporator, and the mass of the remaining solids was measured. The
amount of lignin oil, separated from the solid residue via liquid−liquid extraction, was quantified. Any mass difference between the solid residue
and the lignin oil was attributed to sugar-derived compounds. The water to methanol weight ratio was estimated using 1H NMR spectroscopy. (C)
Compositional analysis of native and post-RCF pulp samples across fractionation cycles. Delignification and the cellulose/hemicellulose retention
were calculated based on the compositional analysis data. Others include ash, extractives, acetyl, and free sugars. RCF reaction conditions: 300 mL
batch reactor, 15 g of hybrid poplar, 90 g of recycled stream (solvent and wash solution), 7.5 g of 2 wt % Ru/Al2O3 catalyst pellets, 200 °C, 50 bar
H2 (at room temperature), 2 h (after 0.5 h heating ramp). Tables S4−S5 contain the quantitative information for the data shown here.
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Consequently, we set the reaction time at 2 h for all
subsequent RCF experiments. The initial cycle was a 2 h RCF
reaction with a 1:1 w/w methanol−water mixture in a 300 mL
batch reactor. Compared to a 3 h RCF reaction in a 75 mL
reactor (Figure 1), we observed a lower delignification extent
of 63%, while the cellulose and hemicellulose retention (94
and 26%, respectively) were similar. The reduced lignin
extraction extent could be attributed to the lower solvent-to-
biomass ratio (6 g solvent/g biomass), compared to 9 g
solvent/g biomass in the 75 mL-scale RCF reaction. After
separating the liquid and solid phases, 20−30 g of methanol
and water were added to the remaining solid to extract any
residual lignin or sugars from biomass (1st wash in Figure 3A),
standardizing the solvent mass at 90 g for the subsequent
reaction. The addition of methanol and water, intended for
washing, led to dilution of the lignin oil concentration to 1.5 wt
%, which is lower than the 2.2 wt % achieved after a 2 h
reaction without dilution, shown in Figure S1. Given that the
previously reported alcohol solvent decomposition extent
during RCF ranged from 0.5 to 1.4%,11,24 the addition of 1.5
wt % lignin oil to the solvent could replace the consumed
exogenous solvent, thus enabling the reuse of the reaction
effluent and the accumulation of lignin oil in the solvent.
The first five consecutive RCF reactions accumulated lignin

oil, achieving an overall concentration of 4.2 wt %. The
accumulation rate of lignin oil was constrained due to a portion
of the extracted lignin oil remaining within the pulp residue
after the first wash with methanol and water, and thus an
additional wash with 30 mL of methanol was employed to
recover the entrained lignin oil (2nd wash in Figure 3A). The
second wash solutions collected from five cycles were then
combined and subjected to methanol evaporation, yielding a
lignin oil containing a solid product. This solid product, a
mixture of extracted lignin and carbohydrates, was sub-
sequently combined with the solvent recovered from the fifth
cycle, elevating the lignin oil concentration to 8.4 wt % (6W in
Figure 3B). Starting from the sixth RCF reaction cycle, lignin
oil obtained from the second wash solution was integrated with
the solvent recovered from the previous cycle to increase the
accumulation rate of lignin oil. The final reaction cycle,
denoted as 10W in Figure 3, used a solvent containing 11.3 wt
% lignin oil, resulting from nine preceding cycles and washing
steps. The quantity of sugars and polyols, calculated by mass

difference between the total solid content and lignin oil
dissolved in the solvent, increased over the reaction cycles.
Similar to lignin oil, the concentration of sugars and polyols
exhibited a rapid increase in the 6W solvent due to the
inclusion of accumulated sugars and polyols from second wash
solutions of the first five cycles. The methanol-to-water ratio,
measured by 1H NMR spectroscopy, decreased over the first
four cycles, likely attributed to methanol loss during RCF and
vacuum-assisted separation. From the fifth cycle, adjustments
were made to methanol and water volumes during washing to
maintain the methanol-to-water ratio closer to 1:1 (Table S4).
Throughout the fractionation sequences, delignification

levels consistently remained around 60% and cellulose
retention always was 93% or higher. The cellulose retention
data exceeding 100% could be because some sugars dissolved
in the solvent potentially were trapped in the pulp, even after
several washes. These sugars could then be inaccurately
measured as cellulose during compositional analysis, leading to
an overestimation of the cellulose content in the pulp. Up to
the fifth fractionation cycle, hemicellulose retention varied
between 22 and 34%. However, it increased to 57−68% in
cycles using solvents denoted from 6W to 10W, wherein the
lignin and sugars/polyols from methanol washes were
incorporated into the recycled solvent. Given that a higher
lignin oil concentration in the solvent enhanced hemicellulose
extraction in Figure 1C, the lower extent of hemicellulose
extraction observed in the sixth to 10th cycles could be due to
the enriched concentration of sugars in the solvent, which
could be trapped in the pulp, even after two washes, and
subsequently counted as hemicellulose in the compositional
analysis. Additionally, the reduced water content (40−44%) in
the solvent in cycles 6W-10W, after adjusting the methanol-to-
water ratio (Table S4), could also contribute to the decreased
hemicellulose extraction. The aqueous fraction, obtained from
liquid−liquid extraction and containing extracted and accu-
mulated hemicellulose-derived compounds, was analyzed using
HPLC. The primary products identified were 1,2-propanediol
and ethylene glycol, with minor products including oligomeric
xylose and xylitol, arabitol, mannitol, and glycerol (Figure S2).
It is noted that no monomeric xylose and only a small quantity
of oligomeric xylose were detected, indicative of the conversion
of extracted hemicellulose and its reactivity during the
subsequent reactions. The discrepancy in the mass of sugars

Figure 4. Characterization of lignin oils obtained from subsequent reactions. (A) GPC traces after acetylation and (B) monomer selectivity (left
axis) and monomer-to-oil ratio (right axis). The mass of lignin oil in an aliquot was determined using the concentration of lignin oil depicted in
Figure 3. The total mass of monomers was quantified by HPLC. Table S6 contains the quantitative information for the data shown here.
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and polyols can be attributed to unidentified hemicellulose-
derived compounds and mass losses during liquid−liquid
extraction.
Characterization of Accumulated Lignin Oil. The

lignin oil, isolated through liquid−liquid extraction of each
reaction aliquot, was characterized using GPC and GC-FID.
The GPC trace of lignin oil with a methanol−water mixture
exhibits monomer, dimer, trimer, and tetramer peaks at 270,
320, 470, and 700 Da, respectively. The overall GPC traces
remained relatively consistent throughout ten cycles. As the
fractionation cycles continued, the intensity of monomer peaks
slightly decreased (Figure 4A). Similarly, the monomer-to-oil
ratio experienced a slight reduction of 3−4% across ten
fractionation cycles (Figure 4B). Lignin oils obtained from the
6W-10W cycles showed an increased peak intensity between
2000 and 4000 Da, suggesting the presence of higher molar
mass oligomers. The addition of high molar mass components
occurred when lignin oils from second washing solutions were
added to the solvent recovered from the fifth cycle (Figure S3).
This increase may indicate that larger lignin oligomers tend to
remain in the biomass and are likely liberated during the
washing steps. With the methanol−water solvent, 4-prop-
anolguaiacol and 4-propanolsyringol were the major mono-
mers (Figure 4B). The distribution of monophenolic
compounds remained similar across the reaction cycles.
Together with the minimal variation in GPC traces, these
observations confirm the stability of lignin oil during ten
successive fractionation cycles.
Challenges in Using Lignin Oil as a Cosolvent in RCF.

As demonstrated in this work, lignin extraction efficiency (83−
93%) was invariant when using solvents containing up to 80 wt
% lignin oil, comparable to the conventional methanol−water
solvent. RCF conducted with lignin oil as a sole solvent
achieved a 67% delignification, which is similar to results of
RCF using methanol as a solvent in the literature.16,18−20

Testing subsequent fractionation cycles, we examined the
feasibility of circulating lignin oil and solvent mixtures in the
RCF process. Across ten cycles, wherein the lignin oil content
reached up to 11.3 wt %, the extent of delignification, GPC
traces of the lignin oil, the lignin monomer distribution, and
the monomer-to-lignin oil ratio all remained similar. The lack
of negative impacts on delignification and lignin oil quality
when using lignin oil as part of the solvent further highlights
the potential for an RCF process with reduced need for
exogenous organic solvents. We compared a solvent usage
factor (denoted as S-factor shown in Figure S4), defined as the
mass of solvent used for reaction per total mass of desired
products (extracted lignin and solid carbohydrate residue).
Higher concentrations of lignin oil in the solvent led to
reduced S-factor values. In comparison to the solvent usage in
a methanol−water RCF, solvents containing 40, 60, and 80 wt
% lignin oil exhibited relative S-factors of 0.66, 0.46, and 0.26,
respectively, demonstrating a significant potential for solvent
reduction in RCF. Additionally, replacing light alcohols with
lignin oil as a solvent would be beneficial in reducing the
operating pressure, for example, 52 bar in methanol−water
RCF vs 42 bar in 100 wt % lignin oil RCF, which is another
major economic driver in RCF processes.
Despite these promising results, incorporating lignin oil into

the solvent introduces several challenges that will require
process solutions for at-scale operation. Increasing lignin in the
solvent led to more lignin oil remaining in solid residue,
necessitating more wash solvent to extract the retained lignin

effectively. For example, the solid residue produced with 100
wt % lignin oil solvent required ten washing steps (30 mL
methanol each) for thorough lignin oil extraction, which we
deemed sufficient when a clear wash solution was obtained.
Conversely, only two washing steps were needed when using a
solvent containing 40 wt % lignin oil. Due to the additional
solvent usage in the washing steps, the relative S-factor values
increased when considering solvent usage for both reaction
and washing steps, despite reducing solvent usage in reaction.
Solvents containing 10−40 wt % lignin oil required two
washing steps, resulting in S-factors of 1.4−1.6. However, RCF
with 100 wt % lignin oil without methanol and water exhibited
an S-factor of 7.3 solely due to ten washing steps. To reduce
the demand of washing solvent and enhance the separation
efficiency, flow reactor configurations for RCF with lignin-rich
solvents might be beneficial, allowing for simultaneous RCF
reaction, separation, and washing at or near the reaction
temperature.14,15,18,26−31

Solvents with high lignin concentration (60−100 wt %)
resulted in reduced cellulose retention extents (71−85%) while
no significant cellulose extraction was detected with up to 40
wt % lignin oil concentration in the solvent. Although the
reduced carbohydrate retention does not significantly impact
the calculated S-factor (Figure S4), carbohydrate extraction
could negatively affect the process economics because the
extracted cellulose and hemicellulose could be converted to a
wide slate of products, as seen with the conversion of
hemicellulose (Figure S2). Therefore, identifying the products
from the extracted carbohydrates and utilizing the entire slate
of the carbohydrate-derived products will also need to be
addressed for at-scale process feasibility. Additionally, the
properties of lignin oil, influenced by the feedstock and
extraction conditions, could affect the variability of delignifi-
cation and polysaccharide retention, which should be
investigated in future work.
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Y.R.L., and G.T.B. The views expressed in the article do not
necessarily represent the views of the DOE or the U.S.
Government. The U.S. Government retains and the publisher,
by accepting the article for publication, acknowledges that the
U.S. Government retains a nonexclusive, paid-up, irrevocable,
worldwide license to publish or reproduce the published form
of this work, or allows others to do so, for U.S. Government
purposes.

■ REFERENCES
(1) Galkin, M. V.; Samec, J. S. M. Lignin valorization through
catalytic lignocellulose fractionation: A fundamental platform for the
future biorefinery. ChemSusChem 2016, 9 (13), 1544−1558.
(2) Rinaldi, R.; Jastrzebski, R.; Clough, M. T.; Ralph, J.; Kennema,
M.; Bruijnincx, P. C. A.; Weckhuysen, B. M. Paving the way for lignin
valorisation: Recent advances in bioengineering, biorefining and
catalysis. Angew. Chem., Int. Ed. 2016, 55 (29), 8164−8215.
(3) Renders, T.; Van den Bosch, S.; Koelewijn, S.-F.; Schutyser, W.;
Sels, B. F. Lignin-first biomass fractionation: the advent of active
stabilisation strategies. Energy Environ. Sci. 2017, 10 (7), 1551−1557.
(4) Schutyser, W.; Renders, T.; Van den Bosch, S.; Koelewijn, S. F.;
Beckham, G. T.; Sels, B. F. Chemicals from lignin: an interplay of
lignocellulose fractionation, depolymerisation, and upgrading. Chem.
Soc. Rev. 2018, 47 (3), 852−908.
(5) Sun, Z.; Fridrich, B.; de Santi, A.; Elangovan, S.; Barta, K. Bright
side of lignin depolymerization: Toward new platform chemicals.
Chem. Rev. 2018, 118 (2), 614−678.

(6) Renders, T.; Van den Bossche, G.; Vangeel, T.; Van Aelst, K.;
Sels, B. Reductive catalytic fractionation: state of the art of the lignin-
first biorefinery. Curr. Opin. Biotechnol. 2019, 56, 193−201.
(7) Questell-Santiago, Y. M.; Galkin, M. V.; Barta, K.; Luterbacher, J.
S. Stabilization strategies in biomass depolymerization using chemical
functionalization. Nat. Rev. Chem. 2020, 4 (6), 311−330.
(8) Abu-Omar, M. M.; Barta, K.; Beckham, G. T.; Luterbacher, J. S.;
Ralph, J.; Rinaldi, R.; Román-Leshkov, Y.; Samec, J. S. M.; Sels, B. F.;
Wang, F. Guidelines for performing lignin-first biorefining. Energy
Environ. Sci. 2021, 14 (1), 262−292.
(9) Wu, X.; De bruyn, M.; Barta, K. Deriving high value products
from depolymerized lignin oil, aided by (bio) catalytic funneling
strategies. Chem. Commun. 2023, 59 (66), 9929−9951.
(10) Cooreman, E.; Vangeel, T.; Van Aelst, K.; Van Aelst, J.;
Lauwaert, J.; Thybaut, J. W.; Van den Bosch, S.; Sels, B. F. Perspective
on overcoming scale-up hurdles for the reductive catalytic
fractionation of lignocellulose biomass. Ind. Eng. Chem. Res. 2020,
59 (39), 17035−17045.
(11) Bartling, A. W.; Stone, M. L.; Hanes, R. J.; Bhatt, A.; Zhang, Y.;
Biddy, M. J.; Davis, R.; Kruger, J. S.; Thornburg, N. E.; Luterbacher, J.
S.; et al. Techno-economic analysis and life cycle assessment of a
biorefinery utilizing reductive catalytic fractionation. Energy Environ.
Sci. 2021, 14 (8), 4147−4168.
(12) Arts, W.; Van Aelst, K.; Cooreman, E.; Van Aelst, J.; Van den
Bosch, S.; Sels, B. F. Stepping away from purified solvents in reductive
catalytic fractionation: a step forward towards a disruptive wood
biorefinery process. Energy Environ. Sci. 2023, 16 (6), 2518−2539.
(13) Kumaniaev, I.; Navare, K.; Mendes, N. C.; Placet, V.; Van
Acker, K.; Samec, J. S. Conversion of birch bark to biofuels. Green
Chem. 2020, 22 (7), 2255−2263.
(14) Jang, J. H.; Brandner, D. G.; Dreiling, R. J.; Ringsby, A. J.;
Bussard, J. R.; Stanley, L. M.; Happs, R. M.; Kovvali, A. S.; Cutler, J.
I.; Renders, T.; et al. Multi-pass flow-through reductive catalytic
fractionation. Joule 2022, 6, 1859−1875.
(15) Anderson, E. M.; Stone, M. L.; Hülsey, M. J.; Beckham, G. T.;
Román-Leshkov, Y. Kinetic studies of lignin solvolysis and reduction
by reductive catalytic fractionation decoupled in flow-through
reactors. ACS Sustainable Chem. Eng. 2018, 6 (6), 7951−7959.
(16) Renders, T.; Van den Bosch, S.; Vangeel, T.; Ennaert, T.;
Koelewijn, S.-F.; Van den Bossche, G.; Courtin, C. M.; Schutyser, W.;
Sels, B. F. Synergetic effects of alcohol/water mixing on the catalytic
reductive fractionation of poplar wood. ACS Sustainable Chem. Eng.
2016, 4 (12), 6894−6904.
(17) Liu, X.; Bouxin, F. P.; Fan, J.; Budarin, V. L.; Hu, C.; Clark, J.
H. Recent advances in the catalytic depolymerization of lignin
towards phenolic chemicals: A review. ChemSusChem 2020, 13 (17),
4296−4317.
(18) Jang, J. H.; Morais, A. R. C.; Browning, M.; Brandner, D. G.;
Kenny, J. K.; Stanley, L. M.; Happs, R. M.; Kovvali, A. S.; Cutler, J. I.;
Román-Leshkov, Y.; et al. Feedstock-agnostic reductive catalytic
fractionation in alcohol and alcohol−water mixtures. Green Chem.
2023, 25 (9), 3660−3670.
(19) Schutyser, W.; Van den Bosch, S.; Renders, T.; De Boe, T.;
Koelewijn, S. F.; Dewaele, A.; Ennaert, T.; Verkinderen, O.; Goderis,
B.; Courtin, C. M.; Sels, B. F. Influence of bio-based solvents on the
catalytic reductive fractionation of birch wood. Green Chem. 2015, 17
(11), 5035−5045.
(20) Anderson, E. M.; Katahira, R.; Reed, M.; Resch, M. G.; Karp, E.
M.; Beckham, G. T.; Román-Leshkov, Y. Reductive catalytic
fractionation of corn stover lignin. ACS Sustainable Chem. Eng.
2016, 4 (12), 6940−6950.
(21) Galkin, M. V.; Smit, A. T.; Subbotina, E.; Artemenko, K. A.;
Bergquist, J.; Huijgen, W. J.; Samec, J. S. M. Hydrogen-free catalytic
fractionation of woody biomass. ChemSusChem 2016, 9 (23), 3280−
3287.
(22) Luo, H.; Klein, I. M.; Jiang, Y.; Zhu, H.; Liu, B.; Kenttämaa, H.
I.; Abu-Omar, M. M. Total utilization of miscanthus biomass, lignin
and carbohydrates, using earth abundant nickel catalyst. ACS
Sustainable Chem. Eng. 2016, 4 (4), 2316−2322.

ACS Sustainable Chemistry & Engineering pubs.acs.org/journal/ascecg Research Article

https://doi.org/10.1021/acssuschemeng.4c04089
ACS Sustainable Chem. Eng. 2024, 12, 12919−12926

12925

https://orcid.org/0000-0002-1879-0544
https://orcid.org/0000-0002-1879-0544
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Ju%CC%81lia+Callejo%CC%81n+A%CC%81lvarez"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Quinn+S.+Neuendorf"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://pubs.acs.org/doi/10.1021/acssuschemeng.4c04089?ref=pdf
https://doi.org/10.1002/cssc.201600237
https://doi.org/10.1002/cssc.201600237
https://doi.org/10.1002/cssc.201600237
https://doi.org/10.1002/anie.201510351
https://doi.org/10.1002/anie.201510351
https://doi.org/10.1002/anie.201510351
https://doi.org/10.1039/c7ee01298e
https://doi.org/10.1039/c7ee01298e
https://doi.org/10.1039/C7CS00566K
https://doi.org/10.1039/C7CS00566K
https://doi.org/10.1021/acs.chemrev.7b00588?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.chemrev.7b00588?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1016/j.copbio.2018.12.005
https://doi.org/10.1016/j.copbio.2018.12.005
https://doi.org/10.1038/s41570-020-0187-y
https://doi.org/10.1038/s41570-020-0187-y
https://doi.org/10.1039/D0EE02870C
https://doi.org/10.1039/D3CC01555F
https://doi.org/10.1039/D3CC01555F
https://doi.org/10.1039/D3CC01555F
https://doi.org/10.1021/acs.iecr.0c02294?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.iecr.0c02294?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.iecr.0c02294?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1039/D1EE01642C
https://doi.org/10.1039/D1EE01642C
https://doi.org/10.1039/D3EE00965C
https://doi.org/10.1039/D3EE00965C
https://doi.org/10.1039/D3EE00965C
https://doi.org/10.1039/D0GC00405G
https://doi.org/10.1016/j.joule.2022.06.016
https://doi.org/10.1016/j.joule.2022.06.016
https://doi.org/10.1021/acssuschemeng.8b01256?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acssuschemeng.8b01256?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acssuschemeng.8b01256?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acssuschemeng.6b01844?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acssuschemeng.6b01844?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/cssc.202001213
https://doi.org/10.1002/cssc.202001213
https://doi.org/10.1039/D2GC04464A
https://doi.org/10.1039/D2GC04464A
https://doi.org/10.1039/C5GC01442E
https://doi.org/10.1039/C5GC01442E
https://doi.org/10.1021/acssuschemeng.6b01858?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acssuschemeng.6b01858?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/cssc.201600648
https://doi.org/10.1002/cssc.201600648
https://doi.org/10.1021/acssuschemeng.5b01776?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acssuschemeng.5b01776?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
pubs.acs.org/journal/ascecg?ref=pdf
https://doi.org/10.1021/acssuschemeng.4c04089?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as


(23) Kim, Y.; Shim, J.; Choi, J.-W.; Suh, D. J.; Park, Y.-K.; Lee, U.;
Choi, J.; Ha, J.-M. Continuous-flow production of petroleum-
replacing fuels from highly viscous Kraft lignin pyrolysis oil using
its hydrocracked oil as a solvent. Energy Convers. Manage. 2020, 213,
No. 112728.
(24) Renders, T.; Cooreman, E.; Van den Bosch, S.; Schutyser, W.;
Koelewijn, S. F.; Vangeel, T.; Deneyer, A.; Van den Bossche, G.;
Courtin, C. M.; Sels, B. F. Catalytic lignocellulose biorefining in n-
butanol/water: a one-pot approach toward phenolics, polyols, and
cellulose. Green Chem. 2018, 20 (20), 4607−4619.
(25) Van den Bosch, S.; Renders, T.; Kennis, S.; Koelewijn, S. F.;
Van den Bossche, G.; Vangeel, T.; Deneyer, A.; Depuydt, D.; Courtin,
C. M.; Thevelein, J. M.; et al. Integrating lignin valorization and bio-
ethanol production: on the role of Ni-Al2O3catalyst pellets during
lignin-first fractionation. Green Chem. 2017, 19 (14), 3313−3326.
(26) Anderson, E. M.; Stone, M. L.; Katahira, R.; Reed, M.;
Beckham, G. T.; Román-Leshkov, Y. Flowthrough reductive catalytic
fractionation of biomass. Joule 2017, 1 (3), 613−622.
(27) Kumaniaev, I.; Subbotina, E.; Sävmarker, J.; Larhed, M.; Galkin,
M. V.; Samec, J. S. M. Lignin depolymerization to monophenolic
compounds in a flow-through system. Green Chem. 2017, 19 (24),
5767−5771.
(28) Kumaniaev, I.; Subbotina, E.; Galkin, M. V.; Srifa, P.; Monti, S.;
Mongkolpichayarak, I.; Tungasmita, D. N.; Samec, J. S. M. A
combination of experimental and computational methods to study the
reactions during a lignin-first approach. Pure Appl. Chem. 2020, 92
(4), 631−639.
(29) Anderson, E. M.; Stone, M. L.; Katahira, R.; Reed, M.;
Muchero, W.; Ramirez, K. J.; Beckham, G. T.; Román-Leshkov, Y.
Differences in S/G ratio in natural poplar variants do not predict
catalytic depolymerization monomer yields. Nat. Commun. 2019, 10
(1), No. 2033.
(30) Brandner, D. G.; Kruger, J. S.; Thornburg, N. E.; Facas, G. G.;
Kenny, J. K.; Dreiling, R. J.; Morais, A. R. C.; Renders, T.; Cleveland,
N. S.; Happs, R. M.; et al. Flow-through solvolysis enables production
of native-like lignin from biomass. Green Chem. 2021, 23, 5437−5441.
(31) Kramarenko, A.; Etit, D.; Laudadio, G.; D’Angelo, F. N. beta-
Zeolite-assisted lignin-first fractionation in a flow-through reactor.
ChemSusChem 2021, 14 (18), 3838−3849.

ACS Sustainable Chemistry & Engineering pubs.acs.org/journal/ascecg Research Article

https://doi.org/10.1021/acssuschemeng.4c04089
ACS Sustainable Chem. Eng. 2024, 12, 12919−12926

12926

https://doi.org/10.1016/j.enconman.2020.112728
https://doi.org/10.1016/j.enconman.2020.112728
https://doi.org/10.1016/j.enconman.2020.112728
https://doi.org/10.1039/C8GC01031E
https://doi.org/10.1039/C8GC01031E
https://doi.org/10.1039/C8GC01031E
https://doi.org/10.1039/C7GC01324H
https://doi.org/10.1039/C7GC01324H
https://doi.org/10.1039/C7GC01324H
https://doi.org/10.1016/j.joule.2017.10.004
https://doi.org/10.1016/j.joule.2017.10.004
https://doi.org/10.1039/C7GC02731A
https://doi.org/10.1039/C7GC02731A
https://doi.org/10.1515/pac-2019-1002
https://doi.org/10.1515/pac-2019-1002
https://doi.org/10.1515/pac-2019-1002
https://doi.org/10.1038/s41467-019-09986-1
https://doi.org/10.1038/s41467-019-09986-1
https://doi.org/10.1039/D1GC01591E
https://doi.org/10.1039/D1GC01591E
https://doi.org/10.1002/cssc.202101157
https://doi.org/10.1002/cssc.202101157
pubs.acs.org/journal/ascecg?ref=pdf
https://doi.org/10.1021/acssuschemeng.4c04089?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

