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Homogeneous catalysts are frequently used in the pharmaceutical industry but suffer from problematic

separation from the reaction mixture and subsequent reuse. As an alternative to traditional separation

methods like distillation and extraction, organic solvent nanofiltration (OSN) shows great potential to

address the challenge of efficiently recovering and reusing homogeneous catalysts, without high energy

usage and cumbersome biphasic separation. Here, we demonstrate the effective recovery of homo-

geneous palladium catalysts from the reaction mixture using commercial OSN membranes in a real

pharmaceutical manufacturing case study to synthesize AZD4625, without altering the existing catalyst/

ligand system. Despite the inherent challenges, the recovered catalyst and ligand were successfully reused

up to five times, maintaining high conversion of over 90%. Furthermore, life cycle assessment shows that

the sustainability of the process could be further enhanced by using greener bio-derived solvents and

implementing solvent recovery to reduce solvent consumption.

Green foundation
1. This work demonstrates the application of organic solvent nanofiltration (OSN) for the efficient recovery and reuse of a
homogeneous palladium catalyst in the synthesis of AZD4625. Conducted under industrially relevant conditions with high
catalyst/product concentrations and the green solvent 2-MeTHF, this study highlights its practicality and environmentally
friendly nature.
2. Using OSN membrane technology, the catalyst was successfully reused for up to five cycles with high conversion of over
90%. Life cycle assessment (LCA) indicates that the OSN process using bio-derived 2-MeTHF has a carbon footprint com-
parable to the adsorption method using CUNO filters.
3. Further sustainability gains can be achieved by integrating a solvent recovery unit to reduce solvent consumption of the
OSN diafiltration process. Additionally, future research can extend the findings from this study to other pharmaceutical
syntheses.

1. Introduction

Homogeneous catalysts are widely used in the pharmaceutical
and chemical industries due to their high reaction efficiency
and selectivity for key transformations such as cross-coupling
and asymmetric hydrogenation.1 However, separating homo-
geneous catalysts is inherently challenging because they exist

in the same phase as the product, unlike heterogeneous cata-
lysts, which can be easily removed by filtration.2 The presence
of toxic precious metals in these catalysts, such as palladium
(Pd), ruthenium, and rhodium, makes separation essential in
the pharmaceutical industry, as strict regulatory limits on
residual metal levels in final drug products must be met to
ensure patient safety.3 Furthermore, the high cost of these
metals and ligands provides a strong incentive for their re-
cycling and reuse, as it can reduce costs and improve the sus-
tainability of industrial processes.4,5 Therefore, developing
efficient methods for the recovery and reuse of homogeneous
catalysts is of critical importance.

Traditional separation methods, such as distillation, extrac-
tion, and adsorption, have been explored, but unfortunately,
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no single method can solve all separation challenges.6–8 For
example, distillation requires phase changes and high energy
input, making it unsuitable for heat-sensitive catalysts and
products.1 The application of extraction necessitates that the
catalyst dissolves in one phase while the product goes into
another, resulting in cumbersome biphasic operations.2

Adsorption using scavengers is popular but its efficiency
depends on the type of scavengers and is not suitable if the
products are also adsorbed or if scavengers leak into the pro-
ducts as new impurities.1 As an alternative, organic solvent
nanofiltration (OSN) can selectively separate catalysts from the
product without phase transition and biphasic operation,
making homogeneous catalyst recovery easier and greener.4,9

Additionally, the absence of thermal transitions makes OSN
quite suitable for the recovery of heat-sensitive catalysts and
products.10

OSN is a membrane-based process used for separating
molecules (150–1000 Da) in organic solvents.10 For successful
catalyst and product separation using OSN, the membrane
should have as high as possible rejection towards the catalyst
(ideally 100%) and as low as possible rejection towards the
product.4,10 The high rejection of the catalyst could prevent the
catalyst/ligand from permeating into the product side, thus
reducing potential impurities.4 Conversely, a low product rejec-
tion typically indicates that a low volume of diafiltration
solvent is required to achieve the desired product yield.11 To
meet these requirements, many strategies have been proposed
by researchers. One approach is to enhance the selectivity of
the membrane by applying novel membrane materials12,13 or
modifying the membrane itself.14 Besides the commercial
polydimethylsiloxane (PDMS)-based and polyimide-based
membranes, new polymeric membrane made of poly(ether
ether ketone)15 and crosslinked polybenzimidazole16 have
been investigated for the recovery of homogeneous catalysts.
Another important category of polymeric membrane, thin film
composite membranes, prepared via interfacial polymerization
also shows great potential for OSN applications especially in
polar solvents.13,17–20 Modified ceramic membranes via
Grignard reactions have expanded their applications in both
polar and non-polar solvents, demonstrating their effective-
ness in catalyst recovery.14,21,22 In addition, OSN membranes
made of new materials such as graphene oxide,23 nanoporous
graphene24 and covalent organic framework12,25 are promising
candidates for OSN applications. Although these material
innovations are very promising, challenges such as membrane
performance under industrially relevant conditions and manu-
facturability at scale need to be addressed to bridge gaps for
large-scale industrial applications.26

Another common strategy to improve the membrane selecti-
vity is to increase the catalyst rejection by enlarging the catalyst
or ligand.27–31 This can be achieved by enlarging the catalyst
size through anchoring it to soluble supports, such as
dendrimers27,28 and soluble polymers,29 or by combining the
catalyst with larger ligands.30 However, the enlargement strat-
egy may compromise catalytic activity, and the additional steps
required for catalyst synthesis can increase costs and add com-

plexity to the process. Thus, making such modifications is not
always practical, especially in the pharmaceutical industry,
since any modifications to existing catalyst/ligand systems in
drug manufacturing must undergo rigorous validation and
approval processes by regulatory authorities.

Additionally, several studies have demonstrated catalyst
recovery using commercial membranes.31–35 For example, Wen
et al.35 recently achieved successful recovery of homogeneous
photocatalyst tetrabutylammonium decatungstate (TBADT)
(>99%) using a commercial membrane (Solsep NF030306), and
a continuous-flow system was demonstrated by coupling a
microflow photoreactor with the OSN-based catalyst recovery
unit. However, the model reaction in their study involved
TBADT which has a molecular weight of 3320 Da, more than
10 times larger than that of the product (238 Da). Such a large
molecular weight difference between the catalyst and product
is not often obtained in homogeneous catalyst reactions.
Similar model reactions with small molecular size products
were often used to demonstrate catalyst recovery using
OSN,32–34 with product rejection/recovery frequently neglected
although it is crucial for industrial processes.4 Therefore, we
believe it is meaningful to demonstrate the application of OSN
for catalyst recovery and reuse in a case study conducted under
real industrial conditions, including commonly used sizes of
catalysts/ligands and products, as well as much higher catalyst
and product concentrations.

In recent years, 2-methyltetrahydrofuran (2-MeTHF) has
gained significant attention as a green alternative to tetra-
hydrofuran in organometallic chemistry and biocatalysis,
owing to its derivation from renewable resources such as corn-
cobs and sugarcane bagasse.36 However, the use of OSN in
model reactions involving 2-MeTHF remains limited. For
example, Bayrakdar et al. demonstrated the potential of OSN
for separating gold and platinum catalysts from diluted reac-
tion mixtures in 2-MeTHF.34,37,38 While their work achieved
good flux and catalyst/product selectivity, the reaction solvents
for these gold-catalysed34,38 and platinum-catalysed model
reactions37 were not 2-MeTHF, which requires an additional
solvent exchange step for the diafiltration experiments.

Herein, we report the successful separation of Pd homo-
geneous catalysts from products using commercial membranes
in one of the key steps to synthesize AZD4625. AZD4625 is a
potent and selective inhibitor of KRASG12C, which is a high-
value intractable oncology drug target.39 The reaction scheme
of this case study is shown Fig. 1. Stage 1 is a Pd-catalyzed
Buchwald–Hartwig amination reaction in 2-MeTHF, followed
by a hydrolysis reaction in Stage 2.

This case study differs from previous work in three key
aspects. First, we deliberately choose not to modify the original
reaction conditions (e.g., by enlarging the catalyst or ligand),
ensuring compatibility with existing processes. The Pd(dba)2/
Xantphos catalyst/ligand system, with molecular weights of
575 and 578.6 g mol−1, respectively, reflects molecular weights
commonly used in industrial processes. Second, our OSN
experiments are conducted under industrially relevant con-
ditions, including significantly higher concentrations than
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those typically investigated in the literature. Third, 2-MeTHF is
used directly in the reaction without requiring additional
solvent exchange steps. Our work here demonstrates the use of
the green solvent 2-MeTHF in an industrially relevant case
study and provides valuable insights into the performance of
OSN membranes under more realistic conditions.

Furthermore, the reusability of the recovered catalyst/ligand
is investigated, and a simple cradle-to-gate life cycle analysis is
conducted to evaluate the sustainability of the OSN membrane
process compared to the traditional adsorption method.

2. Experimental
2.1 Materials

The reagents benzophenone imine (Sigma-Aldrich, UK), 1,3-
dibromo-2,5-difluorobenzene (Fluorochem UK), potassium
phosphate tribasic (Sigma-Aldrich, UK), palladium(0) bis
(dibenzylideneacetone) (Pd(dba)2, Sigma-Aldrich, UK),
Xantphos (Sigma-Aldrich, UK) and 2-MeTHF (VWR, UK) were
purchased and used without further purification. Deionized
water was collected from a Milli-Q® IQ-7003 ultrapure/pure
water system (Millipore, UK). The commercially available OSN
membranes selected were the Borsig series (oNF-1, oNF-2,
oNF-3), the Evonik PuraMem series (Selective, Performance,
and Flux), and the SolSep NF10206, all purchased separately
from Borsig GmbH (Germany), Evonik Operations GmbH
(Germany), and SolSep BV (Netherland).

2.2 AZD4625 Stage 1 and 2 procedures

A typical procedure for AZD4626 Stage 1 and 2 is as follows:
the jacketed vessel with an overhead stirrer, fitted with a reflux
condenser is purged with nitrogen three times. Then, potass-
ium phosphate tribasic (2 equiv., 83 mmol), Xantphos (0.02
equiv., 0.83 mmol), Pd(dba)2 (0.015 equiv., 0.62 mmol), benzo-
phenone imine (1 equiv., 41 mmol), 1,3-dibromo-2,5-difluoro-
benzene (1.05 equiv., 43 mmol), 2-MeTHF (10 mL g−1) are
added to the vessel. After dissolving the components by stir-
ring, the vessel is heated to 80 °C under nitrogen atmosphere.
After a 24-hour reaction, the vessel is cooled to room tempera-
ture and deionized water (10 mL g−1) is added to quench the
reaction. After phase separation, the bottom aqueous layer is
removed. The crude product in the organic layer is used as
such in the following step (Stage 2). 2 M HCl (10 mL g−1) is
added to the organic layer and stirred for 7 hours at room

temperature. The organic layer is then directly subjected for
further membrane experiments.

2.3 Membrane performance characterization

The membrane screening experiments were conducted on a
MiniMem cross-flow membrane system (PS Prozesstechnik
GmbH, Switzerland) at room temperature (Fig. 2). All the mem-
branes were immersed in 2-MeTHF for more than 2 hours
before tests. The membrane disc, with an effective membrane
area of 33 cm2, was fitted into the membrane cell (Fig. S2†).
The initial test was operated in pure solvent (2-MeTHF) at 20
bar until the stable flux was achieved. Subsequently, the feed
solution was changed to the reaction mixture (ten times
dilution with 2-MeTHF) for the membrane screening test. The
weight of the permeance over time was monitored using a
scale. The samples of retentate and permeate were collected at
20 bar. The concentration of the product was analyzed using
high-performance liquid chromatography-mass spectrometry
(HPLC-MS). The palladium and phosphorus concentrations,
which were utilized to represent the catalyst and ligand con-
centration, were determined by inductively coupled plasma
optical emission spectrometry (ICP-OES). The membrane rejec-
tion and permeance were calculated by eqn (1) and (2),

Rejection ¼ 1� Cp

Cr

� �
� 100% ð1Þ

Permeance ¼ V
A � t � P ð2Þ

Fig. 1 Reaction scheme of the membrane case study: AZD4625 Stage 1 and Stage 2, and the structure of the final product AZD4625.

Fig. 2 Flowchart of the Minimem cross-flow system with an AutoMem
system for diafiltration.
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where Cp and Cr represents the concentration of the permeate
and retentate, and the permeance is the volume (V) passing
through the membrane area (A) over a time interval (t ) at an
operating pressure(P).

2.4 Catalyst recovery and reuse

After the reactions of AZD4625 Stage 1 and Stage 2, the reac-
tion mixture (after aqueous work-up) was directly served as the
feed solution for diafiltration. During the diafiltration process,
the diafiltration solvent (2-MeTHF) was added to the feed
vessel at the same rate as the permeate leaving the membrane
cell. This process was controlled by an AutoMem system (PS
Prozesstechnik GmbH, Switzerland) in conjunction with the
MiniMem system (Fig. 2). Following diafiltration with a speci-
fied amount of diafiltration solvents, the permeate containing
the product was collected. The retentate was also collected for
the catalyst reuse experiments: the retained catalyst and ligand
were added into a jacketed reaction vessel containing the same
quantity of starting materials, but no additional catalyst or
ligand, for another batch of reaction. Each reaction was
sampled regularly, and the conversion was calculated using
HPLC-MS analysis.

2.5 Analytical techniques

HPLC-MS was used to determine the concentration of reac-
tants and products on a Waters ACQUITY UPLC H-Class PLUS
System, fitted with a ACQUITY QDa Detector and ACQUITY
UPLC BEH C18 Column. The conversion of the limiting sub-
strate (benzophenone imine) to the product was calculated by
comparing the area of the individual characteristic peaks [con-
version = areaproduct/(areaproduct + areasubstrate)].

ICP-OES was used to determine the concentration of palla-
dium and phosphorus in the feed, permeate and retentate.
Samples of 0.2 mL feed, permeate, and retentate were initially
digested in 6 mL of nitric acid/hydrochloric acid (3 : 1 v/v)
using a ThermoFisher UltraWAVE microwave digestion system.
Subsequently, each sample was diluted to 20 mL in centrifuge
tubes with deionized water. Analysis was performed
using ICP-OES on a ThermoFisher iCAP Pro XP Duo with a
prepFast autosampler. The results were compared against a
calibration curve generated from standard samples containing
0.01 ppm, 0.05 ppm, 0.5 ppm, and 5 ppm of palladium and
phosphorus.

3. Results and discussion
3.1 Membrane screening

Membrane screening experiments were conducted to select
suitable membranes for the catalyst/product separation in
AZD4625 Stage 1 and 2. We first tried to remove the Pd catalyst
directly after the Stage 1. Besides solvent compatibility, the
molecular weight cut-off (MWCO) of a membrane should
ideally fall between the size of the catalyst (575 g mol−1) and
the Stage 1 product (373 g mol−1). However, due to the com-
plexity of solvent-solute-membrane interactions, MWCO data

by the manufacturer is not always reliable.40 In addition, the
availability of GMP-qualified membrane modules for poten-
tial scale-up experiments is a key consideration in our selec-
tion process. Therefore, we selected seven commercially avail-
able membranes to ensure practical implementation and
reproducibility both at laboratory and pilot scale. The seven
membranes were screened with the Stage 1 reaction mixture
(ten times dilution with 2-MeTHF) as feed solution, and
their performance data at operating pressure of 20 bar were
summarized in Table 1. As mentioned before, a high
catalyst rejection is a prerequisite for a successful catalyst/
product separation. The Borsig oNF-1, oNF-2, and Evonik
Puramem® Performance were three possible candidates for
the catalyst removal in terms of high catalyst rejection
(>98.3%) (Table 1, entries 1, 2 and 5). However, their high
Stage 1 product rejection (59.4% to 89.3%) rendered the sep-
aration difficult.

Since the Stage 2 product has much smaller molecular
weight (208 g mol−1) compared to the Stage 1 product (372 g
mol−1), we believed that the rejection of the Stage 2 product
would be lower. Instead of separating the catalyst after Stage
1, we attempted the catalyst/product separation after a tele-
scoped reaction to Stage 2. Fortunately, we found that for the
three best membranes in Stage 1 (Table 1, entries 1, 2 and
5), the Stage 2 product rejection is only half of the Stage 1
product rejection, verifying that molecular size is a critical
factor affecting the membrane rejection. As shown in
Table 1, the Borsig oNF-1 membrane has almost perfect cata-
lyst rejection and 38.6% rejection towards the Stage 2
product. In contrast, the Borsig oNF-2 membrane has a
slightly lower catalyst rejection of 98.5% but also lower
product rejection of 28.3%.

The better rejection of the oNF-1 membrane was unex-
pected since it has a larger MWCO of 600 Da compared to the
oNF-2 membrane (350 Da). This observation is also similar to
former gold catalyst recovery studies using Borsig
membranes.34,38 This suggests that solute transport through
the Borsig oNF series membrane is not solely determined by
solute size or pore size, ie., size exclusion mechanism. It is
believed that the interactions between solute, solvent, and
membrane significantly affect OSN membrane performance.4

Zeidler et al.41 found that for PDMS-based membranes, solute
rejection increased when the affinity of the solute to the
solvent was stronger than its affinity to the membrane. In our
case, both Borsig oNF-1 and oNF-2 membranes are PDMS-
based, thus we hypothesize the difference in membrane
affinity to the solutes affects the rejection. The
oNF-1 membrane has a slightly more hydrophobic surface,42

resulting in lower affinity for the polar solute (Stage 2 product)
compared to the oNF-2 membrane. This reduced affinity leads
to poor dissolution of the solutes into the oNF-1 membrane
material, which primarily governs the transport of solutes
through the membrane. In other words, the solutes have a
stronger tendency to remain in the solvent phase rather than
permeating through the membrane. As a result, higher solute
rejection is observed with the oNF-1 membrane.
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Considering the similar high catalyst rejection and low
product rejection, both Borsig oNF-1 and oNF-2 are selected
for further catalyst/product separation experiments. Notably,
both membranes have a high permeance of 3.9–4.3 L m−2 h−1

bar−1. The operating pressure was also optimized for both
membranes (Fig. S3†). For both membranes, the Stage 2
product rejection increased slightly as the pressure increased
from 10 bar to 40 bar. In contrast, the catalyst/ligand rejection
slightly increased from 10 bar to 20 bar and then reached a
plateau with further pressure increases to 40 bar. Therefore, 20
bar was selected for further experiments due to the best cata-
lyst rejection and relatively low product rejection.

3.2 Catalyst recovery from the undiluted reaction mixture

After identifying suitable membrane and operation conditions,
we explored the catalyst/product separation using undiluted
reaction mixtures. Although the catalyst separation in Stage 2
is much more efficient than in Stage 1 using Borsig
oNF-1 membrane (Fig. 3a), we still could not achieve complete
separation in a single step due to imperfect product rejection.
Therefore, diafiltration is required to wash the product out of
the membrane cell by using fresh solvents. Using the rejection
data in Fig. 3a, we calculated the catalyst retention and
product recovery with varying diavolumes (DVs, the volume of

diafiltration solvents relative to the original feed solution)
using eqn (3):34

Retention ð%Þ ¼ 100� e�N�ð1�Ri Þ ð3Þ

where Retention is the quantity of solute i in the retentate rela-
tive to its original quantity. N is diavolumes, and Ri is the
average rejection of solute i during the diafiltration. As shown
in Fig. 3b, with the increase of the diafiltration solvent, there
is a trade-off between the catalyst and product recovery:
product recovery increases, while catalyst recovery decreases
due to inevitable leakage into the permeate side. If we set
product recovery of 90% as the ending point of diafiltration,
the separation in Stage 1 requires 14 DVs of fresh solvents,
while the separation in Stage 2 only needs 4 DVs. The lower
rejections in Stage 2 can save up to 10 DVs of solvents, which
can significantly reduce environment impact and improve
sustainability.

Borsig oNF-1 membrane was first used to separate the cata-
lyst and product in Stage 2 reaction mixture, which consisted
of about 150 g L−1 Stage 2 product and 900 ppm Pd. 6 DVs of
fresh solvent was used to achieve higher product recovery. As a
result, 98.1% products were recovered and 91.7% of catalyst/
ligands were retained, demonstrating successful separation
using OSN. Also, the Pd level, which was 900 ppm in the feed

Table 1 Membrane permeance and rejection towards the catalyst, ligand, and product

Entry Membrane type MWCO
Permeance
(L m−2 h−1 bar−1)

Pd(dba)2
rejection

Xantphos
rejection Stage 1 product rejection

Stage 2 product
rejection

1 Borsig oNF-1 600 3.9 100.0% 99.6% 82.8% 38.6%
2 Borsig oNF-2 350 4.3 98.5% 97.2% 59.4% 28.3%
3 Borsig oNF-3 900 9.5 95.1% 91.0% 48.5% —
4 Evonik Puramem® Selective — 0.7 96.9% 97.0% 89.1% —
5 Evonik Puramem® Performance — 1.8 98.3% 97.3% 89.3% 56.3%
6 Evonik Puramem® Flux — 6.9 96.5% 95.5% 63.7% —
7 Solsep NF10206 — 0.9 93.2% 92.9% 92.5% —

The values represent averages, with detailed data presented in Table S3.†

Fig. 3 (a) The rejection of Borsig oNF-1 (600 Da) towards catalyst and product in Stage 1 vs. Stage 2, (b) the comparison of the calculated catalyst
retention and product recovery during diafiltration in Stage 1 vs. Stage 2.
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vessel, decreased to only 12 ppm in the permeate. However, we
noticed the catalyst retention was much lower than expected,
considering the perfect catalyst/ligand rejection (100%/99.6%)
observed in our membrane screening experiments. We specu-
lated a decrease in catalyst rejection, due to the tenfold con-
centrated feed solution, could be the reason for the decrease
in catalyst recovery. Further experiments confirmed our specu-
lation and showed that the catalyst and ligand rejection at the
concentrated solution decreased to 98.0%, 97.3%, respectively.
Comparable separation results were also achieved by using
Borsig oNF-2 membrane (Table S4†). After 5 DVs diafiltration,
97.2% product recovery and 90.4% catalyst retention were
attained.

3.3 Reuse of the recovered catalyst and ligand

After a successful recovery of the catalyst/ligand, we further
explored the possibility of reusing the recovered catalyst/ligand
for repeated reactions. The experimental setup for catalyst
reuse was depicted in Fig. 4. In this setup, the reaction and
OSN separation here were separate steps. After the reaction
and phase separation were completed, the reaction mixture
was sent to the OSN unit for catalyst/product separation. The
recovered catalyst/ligand was then sent back to the reactor with

the same molar quantity of starting materials added, without
any catalyst/ligand replenishment. A new batch of reaction was
initiated, and the reaction mixture was subsequently subjected
to the OSN diafiltration for catalyst recovery. The catalyst reuse
experiment continued until a significant drop in conversion
was observed.

For the study of recycling/reuse of the Pd catalyst, in the
first cycle, we used 1.5 mol% catalyst and 2.0 mol% ligand,
which were the recommended loading in our large-scale man-
ufacturing. The conversion of Stage 1 was monitored over time
to demonstrate the catalyst performance. As shown in Fig. 5a,
the catalyst maintained similar conversion in the first two
cycles, and slightly decreased in the following three cycles. The
catalyst experienced an obvious performance drop in the 6th

cycle. The conversion after 24 hours (Fig. 5b) demonstrates
that the catalyst maintained conversion of >90% for up to 5
cycles.

For the diafiltration experiments, the Borsig
oNF-1 membrane was used, and the same membrane coupon
was reused for all the diafiltration experiments. Table 2 sum-
marizes the product recovery and catalyst/ligand retention in
each cycle. An excessively large volume of diafiltration solvent
(6–8 DVs) was used to achieve a high product recovery, which
can help reduce side-reactions where product reacts with start-
ing materials. In the first cycle, 98.1% product was recovered,
and 91.7% catalyst was retained. With the increase of diafiltra-
tion volumes in the following cycles, the product recovery
increased, while the catalyst and ligand retention decreased.
Besides Borsig oNF-1 membrane, Borsig oNF-2 membrane was
also evaluated for catalyst reuse experiments, the catalyst was
successfully reused for up to 4 times with a high conversion
>90% (Table S4†).

To understand the reason for the gradual decrease in con-
version in the catalyst reuse experiment, we measured the
content of the catalyst and ligand in each cycle. Fig. 6a shows
that the content of catalyst/ligand, normalized to the first
cycle, dropped dramatically to only 16% in the 6th reaction
cycle. Thus, we believe the loss of the catalyst/ligand could be

Fig. 4 Schematic of the catalyst recovery and reuse: the recovered
catalyst/ligand is added to the same quantity of starting materials as the
first cycle for further reactions and subsequent OSN diafiltration.

Fig. 5 (a) Stage 1 conversion with time in each reaction cycle and (b) Stage 1 conversion after 24 h in each reaction cycle.
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the cause of the decline in conversion. We also converted the
catalyst content to mol%, and the conversion vs. catalyst mol%
data in Fig. 6b showed that a catalyst content of 0.5 mol% was
essential for achieving a high conversion of over 90%.
Additionally, we observed a gradual accumulation of impuri-
ties over successive reaction cycles in the HPLC-MS data
(Fig. S4a†). These impurities can be attributed to the reaction
between the Stage 2 product in the recovered catalyst/ligand
and the starting material of Stage 1 (Fig. S4b†). Although we
have used excessive solvent washes to achieve a high product
yield of 98–99%, there was still 1–2% of the product that
carried over to the next reaction with the recovered catalyst/
ligand. This side reaction was not particularly noticeable in
the second cycle, possibly due to the presence of sufficient cat-
alysts, but became severe in the next three cycles as the catalyst
content decreases (Fig. S4a†).

We further analyzed the origin of the catalyst loss and
found that the primary cause was the formation of Pd black,
which was removed during the extractive work-up. The inevita-
ble Pd black formation is a typical reason for the deactivation
of Pd homogenous catalysts.32,43 This observation is also con-
sistent with our experimental findings: a significant amount of
Pd black formed and adhered to the reactor’s inner wall.
Besides the degradation during the reaction, catalyst degra-
dation may also happen during the diafiltration process, due
to the exposure to air. The 31P NMR results showed the ligand
Xantphos, which contributes to catalyst stability, was oxidized

to form Xantphos mono-oxide and Xantphos bis-oxide in air
(detailed experiments in Note S2 and Fig. S5†). The ratio of
unoxidized catalyst complex also decreased gradually with
time (Table S5†). However, we did not observe any significant
difference between the solution with and without the mem-
brane, indicating that the degradation process is not related to
the membrane itself. Membrane adsorption is also a potential
source of catalyst loss. To minimize this effect, we used the
same membrane disc throughout the diafiltration experiments
and thoroughly washed it after each experiment by pumping a
specific volume of fresh solvent through it. As a result, catalyst
adsorption by the membrane was reduced to an acceptable
level, accounting for 3.6% to 5.3% of the catalyst in the feed
during each diafiltration cycle.

It worth noting that the permeate after each cycle diafiltra-
tion mainly consists of a mixture of the Stage 2 product, the
by-product benzophenone, and dba ligand from the Pd(dba)2
catalyst, as verified by the HPLC-MS spectra (Fig. S6 and
Fig. S7†). Consequently, product isolation is necessary. Since
the composition of the permeate is quite similar to that of the
reaction mixture after Pd removal using CUNO filter adsorp-
tion, we can refer to our previous manufacturing process (this
has been validated by AstraZeneca manufacturing depart-
ment). Isolation was achieved by performing a solvent swap
from 2-MeTHF to isopropyl acetate under reduced pressure,
followed by the addition of hydrochloric acid to form a crystal-
line hydrochloride salt of the main product, which precipitated

Fig. 6 (a) The normalized content of catalyst and ligand in each reaction cycle during the catalyst reuse experiment using the Borsig oNF-1-600 Da
membrane. (b) Stage 1 conversion and the catalyst mol% in each reaction cycle.

Table 2 Conversion, product recovery, and catalyst retention in each reaction cycle using the Borsig oNF-1-600 Da membrane

Cycle Conversion in 24 h (%) Number of DVs Product recovery (%) Catalyst retention (%) Ligand retention (%)

1 99.3 6.0 98.1 91.7 88.9
2 99.0 5.8 97.4 88.7 89.5
3 96.8 7.1 98.7 85.5 85.0
4 94.0 7.8 99.1 78.6 82.1
5 90.1 8.1 99.2 74.1 82.1
6 65.5
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from the solution while the by-product benzophenone and
dba ligand remained in the filtrate.

In addition, we calculated the Pd content relative to the
product in the permeate (without product isolation) as an indi-
cator of product purity after diafiltration (Table S6†). After the
first cycle of diafiltration, the Pd content was 484 μg Pd g−1

product. A slight increase in Pd content was observed across
subsequent cycles, which can be attributed to the decreased
yields in Stage 1 and Stage 2, as well as the increased diafiltra-
tion volumes used with each cycle. Although the Pd content is
higher than the International Conference on Harmonization
(ICH) limits for final drug products,3 it is important to note
that the isolation process via crystallization can further purify
the product and significantly reduce Pd levels. Also, higher Pd
content is typically acceptable in the early stages of synthesis,
as in our study, because Pd levels are expected to reach accep-
table limits after multiple subsequent crystallisations of down-
stream intermediates.6

Membrane stability is a critical factor for the large-scale
membrane applications. As mentioned earlier, we used the
same membrane coupon for the diafiltration experiments. To
compare membrane performance in each cycle, we calculated
the average rejection using eqn (3) as a reference (Fig. 7a).
From the first cycle to the fifth cycle, the average catalyst rejec-
tion decreased from 98.6% to 96.3%, while Xantphos rejection
declined slightly from 98.0% to 97.6%. The slightly decrease
in catalyst/ligand rejection might be attributed to the mem-
brane fouling in the high concentration of the reaction
mixture, with up to 150 g L−1 of product during diafiltration.
However, we did not observe the flux decrease with time, due
to the decreased feed concentration during diafiltration. Also,
the membrane permeance before each diafiltration experiment
in the pure solvent 2-MeTHF increased slightly from the first
to the fifth diafiltration cycle (Fig. S8†). This indicates that our
initial assumption of membrane fouling over time was incor-
rect, although we observed reaction mixture accumulated on
the membrane surface after the fifth diafiltration (Fig. 7a

inset). The increased solvent flux indicates the precipitation on
the membrane might have been cleaned by pure solvent wash
before each diafiltration experiment.

Instead, we tend to attribute the slight decrease in catalyst/
ligand rejection to catalyst degradation. This assumption is
also consistent with literature reports on OSN applied to
homogenous catalyst recovery.44,45 For example, Nair et al.
observed a sharp drop in ruthenium catalyst rejection from
98.8% to 76.8%, which they attributed to the decomposition
of the catalyst complex, thereby lowering catalyst rejection.44

However, we did not observe such a significant decrease in
catalyst rejection in our experiments. One possible expla-
nation is that the Borsig oNF-1 membrane demonstrated con-
sistently high rejection for both the catalyst and ligand sep-
arately. The rejection of the catalyst and ligand individually
was comparable to the rejection of the catalyst/ligand
mixture (Table S7†), suggesting that the membrane main-
tains good separation performance even if Xantphos/Pd(dba)2
dissociates into free Xantphos and Pd(dba)2. Thus, we
believe that the catalyst complex may decompose into
smaller fragments (not catalyst or ligand themselves), which
pass through the membrane and contribute to the slight
reduction in catalyst rejection.

Meanwhile, we observed the average product rejection
slightly increased. To understand the reason for the rejection
increase, we further measured the effects of product concen-
tration on the membrane rejection. As shown in Fig. 7b,
product rejection dropped significantly at low concentrations
(<30 g L−1) and continued decreasing to a plateau as the con-
centration increased. The rejection increased by up to 18.0%
when the product concentration decreased from 128.6 g L−1 to
1.5 g L−1. Thus, we believe the lower product concentration
due to the conversion drop could be the main reason for the
increase in product rejection. Despite the slight decrease in
membrane performance, it is worth noting that the recovered
catalyst/ligand maintained high conversion for up to five
cycles.

Fig. 7 (a) The average catalyst and product rejection in each diafiltration cycle. Inset: photo of the Borsig oNF-1 membrane coupon after five cycles
of catalyst reuse experiments. (b) The rejection of Stage 2 product at varying product concentrations. The feed solution was prepared by diluting the
Stage 2 reaction mixture with 2-MeTHF to the desired concentration.
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3.4 Improving sustainability

The successful catalyst reuse experiments can significantly
reduce the catalyst/ligand consumption in large-scale manu-
facturing. However, we used 6–8 DVs of fresh 2-MeTHF to
achieve a high product yield, which inevitably increases the
process mass intensity (PMI, defined as the total mass of
materials used to produce a specified mass of product)
(Table S2†). In contrast, the original method to remove the Pd
catalyst in Stage 1 was using CUNO filters based on adsorp-
tion. This method could result in higher solid waste gene-
ration due to the single-use nature of the filters and prevents
the direct reuse of the catalyst.

To compare the environmental impacts of the membrane
process and the non-membrane process (i.e., adsorption by
CUNO filters), we conducted a cradle-to-gate life cycle assess-
ment to calculate carbon emissions.46 To simplify the model,
we only compared the two processes in terms of the global
warming potential (kg CO2e per kg limiting material [LM]) of
the catalyst/ligand and solvents (Fig. 8, detailed methods are
included in Note S1†). The manufacturing and disposal of the
OSN membrane module and CUNO filters were not considered
here due to lack of data. Therefore, our calculation provides a
lower band on the true impact of the two processes.

Firstly, we noticed the source of the solvents is a critical
factor. If bio-derived 2-MeTHF is used to replace the pet-
roleum-derived 2-MeTHF, the carbon footprint of the mem-
brane process significantly decreases and becomes comparable
to that of non-membrane process (Fig. 8), as both the manu-
facturing and incineration of petroleum-based 2-MeTHF incur
much higher carbon footprints. Secondly, the treatment of the
recovered Pd in CUNO filters affects the overall carbon foot-
prints of the non-membrane process. Unlike the membrane
process, the recovered Pd by CUNO filters cannot be reused
directly in reactions. Instead, it must be transported to the

catalyst manufacturer for reprocessing and only Pd is recov-
ered. If we do not consider the carbon emissions from the
transportation of CUNO filters and Pd reprocessing, Pd recov-
ery can improve the sustainability of the CUNO filter process
(Fig. 8). Thirdly, integrating a solvent recovery unit with the
membrane process can significantly enhance its sustainability
by reducing overall solvent consumption. As shown in Fig. 8,
recycling 95% of the diafiltration solvent could greatly decrease
the carbon footprint of the membrane process, making it
greener than the non-membrane process. Meanwhile, solvent
recycling can substantially reduce the PMI of the membrane
process to 25.4, compared to 31.9 for the non-membrane
process (Table S2†). Overall, to increase the sustainability of
the membrane process, both green bio-derived solvents and
efficient solvent recovery are vital.

4. Conclusions

Without altering the existing catalyst/ligand system, we suc-
cessfully demonstrated the recovery and reuse of Pd homo-
geneous catalysts using commercial OSN membranes in a case
study from the pharmaceutical manufacture of AZD4625.
Membrane screening experiments identified Borsig oNF-1 and
oNF-2 as the best membranes for catalyst/product separation,
in terms of their high catalyst rejection and low product rejec-
tion. Compared with direct catalyst/product separation after
the Pd-catalyzed Buchwald–Hartwig reaction (Stage 1) in
2-MeTHF, we found that separation after Stage 2 could save up
to 10 DVs of fresh solvent, due to much lower product rejection
in Stage 2. The Borsig oNF-1 membrane maintained high per-
formance during the catalyst reuse experiment, and the non-
destructive recovered catalyst/ligand were reused up to five
times with a high conversion of over 90%. The preliminary life
cycle assessment calculations, in terms of the catalyst/ligand
and solvent usage, demonstrated that catalyst recovery and
reuse using OSN could be much greener than the non-mem-
brane process using CUNO filters, if a bio-derived solvent is
used or a solvent recovery unit is added to reduce the solvent
consumption of the diafiltration process. This study demon-
strates OSN could be a more sustainable and efficient
approach to homogenous catalyst recovery and reuse, which
holds great potential for broader application in the pharma-
ceutical industry.
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Fig. 8 The global warming potential (GWP) comparison between the
membrane process (orange bar) and the non-membrane process
(adsorption by CUNO filters, grey bar) in different scenarios. The GWP
includes carbon emissions related to the catalyst/ligand and solvent.
The base scenario uses petroleum-based 2-MeTHF, without catalyst
recovery and solvent recycling. The next case refers to the base case,
but the solvent is replaced with bio-derived 2-MeTHF. The third case
refers to the base case, but catalyst recovery (80%) is added for the
CUNO filter process. Scenario 4 refers to the base case but both catalyst
recovery (80%) and solvent recycling (95%) are added.
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