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ABSTRACT 

Hydrogenation of an imine (N-Cyclohexyl(benzylidene)imine) into a secondary amine (N-
Benzylcyclohexylamine) was studied in catalyst-coated tube reactors to utilize the advantages of 
continuous-flow processes. Tetrahydrofuran (THF) was found to be an optimal solvent providing high 
reaction and low catalyst deactivation rates compared to toluene and isopropanol. Even in THF, 
however, the deactivation was noticeable with the decrease in the imine hydrogenation rate during 
20 hours on stream over the Pd/C and Pd/SiO2 catalyst-coated tubes of 80 and 47%, respectively. 
After comparing various regeneration methods, we found that washing with isopropanol recovered 
the catalyst activity. The catalyst support affected regeneration – the Pd/SiO2 catalyst suffered from 
a permanent degradation, while the Pd/C was stable over multiple reaction-regeneration cycles. 
Process intensification study at a range of reaction temperatures allowed to establish the optimal 
secondary amine production temperature of 110 oC. The long-term stability test under the optimized 
conditions allowed reaching a turn-over number (TON) of 150,000 – an unprecedented value in 
heterogeneous imine hydrogenation. A reductive amination cascade reaction (aldehyde and amine 
condensation simultaneously with imine hydrogenation) showed the by-product yield below 3%. The 
cascade reaction, however, decreased the reaction throughput by 45% compared to the direct imine 
hydrogenation still allowing for a throughput of 0.75 kg of product per day in a single 5 m catalyst-
coated reactor opening a way for a multi-kilogram synthesis.  
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1. INTRODUCTION 

Reduction of organic molecules with hydrogen is commonly used in the manufacture of fragrances 
and flavors, dyes and fuels, nutraceuticals and pharmaceuticals.1 Innovations leading to a greater 
efficiency in the product quality and synthesis process are amplified by the optimization of process 
parameters. In this respect, continuous-flow chemistry is known to improve over the state-of-the-art 
batch processes. In a flow process, the reactants are pumped continuously and the reaction takes 
place while the reaction mixture moves through the reactor. Small reactor dimensions and 
controllable fluid velocity enhance heat and mass transfer, improve safety, and even allow 
performance of microsecond reactions impossible in batch reactors.2–4 Telescoping the processes 
(connecting several reaction stages in a single unit) improves product quality and decreases the 
process development time.5–9  

A combination of flow chemistry with heterogeneous catalysis provides additional benefits. The 
rates of many heterogeneously catalyzed reactions are limited by interphase mass transfer which 
are greatly improved in flow.10,11 The continuous-flow heterogeneously catalyzed reactions simplify 
product-catalyst separation and thus decrease operational costs. That is why large-scale 
petrochemical industry relies entirely on the continuous processes.12,13 In the fine chemicals 
industry, continuous-flow processes are an exception but demonstrate substantial potential. 
Structured reactors with their periodic structure allow for an excellent control of the reaction 
parameters and greatly simplify the process scale-up removing associated market delay costs.14–16 
Smaller structured reactors such as catalyst-coated capillary or tube reactors seem particularly 
promising for the pharma industry allowing for quick scale-up from gram to kilogram scale in the 
same reactor.17,18 

The pharma applications involve synthesis of biologically active molecules that most often contain 
heterocycles, coming from condensation of aldehydes and amino groups.19–21 Secondary amines 
are particularly interesting. Their synthesis commonly includes a primary amine alkylation22 or imine 
hydrogenation.23,24 Alkylation involves application of potentially carcinogenic alkyl halides, while 
imine hydrogenation stands out as a better alternative with excellent yields and atom economy. 
Imines, in turn, can be obtained using simple procedures of ketone or aldehyde amination,25–27 
alkylation of amines and aryls,22,28 or hydrogenation of nitriles.29–31 Imines subsequently can be 
hydrogenated to amines via transfer hydrogenation or by molecular hydrogen over homogeneous or 
heterogeneous catalysts.32–35 

The possibility of using flow chemistry for imine reduction has been already noted in a previous 
research.36 However, the vast majority of the modern research on secondary amine synthesis is 
carried out in batch reactors and the advantages of continuous-flow might be overlooked. These 
works mostly report proof-of-principle investigations under the conditions remote from industrial 
applications with high catalyst loadings and impractical reaction times. In the work presented, we 
focus on the continuous-flow hydrogenation under relevant kilo-scale conditions, study the catalyst 
utilization efficiency, and process intensification – major factors for industrial implementation. The 
amine selected (N-Benzylcyclohexylamine) combines the sterically demanding aryl and cyclohexyl 
groups and its behavior is often found representative of a wide range of secondary amines.37 

2. MATERIAL AND METHODS 

2.1. Reagents  

The following reactants and solvents were used as purchased: cyclohexylamine (99%, Acros 
Organics), benzaldehyde (99%, Merck Millipore), isopropanol (IPA, 99%, Fisher Scientific), 



tetrahydrofuran (THF, 99% Fisher Scientific), toluene (99.8% Sigma-Aldrich). Molecular sieves 4Å 
from Fluka were dried at 400 oC prior to use. Tetradecane (98%) and dodecane (98%) purchased 
from Fisher Scientific were used as internal standards for gas chromatograph analysis.  

N-Cyclohexyl(benzylidene)imine was obtained by condensation of cyclohexylamine and 
benzaldehyde as shown in Figure 1. Typically, 74.4 g cyclohexylamine was dissolved in 1 L solvent 
(toluene, THF, or IPA) and 79.6 g benzaldehyde was added on stirring. After 2 hours, 50 g of 
molecular sieves were added to absorb water and shift the equilibrium to the imine.38 The product 
analysis was performed with a Shimadzu GC-2010 gas chromatograph (GC) equipped with a 
Restek RTX-1 10m x 0.15 mm x 0.15 μm column and an FID detector. The analysis showed the 
product yield above 99.5% and NMR analysis confirmed the structure of the imine formed.  

 

Figure 1. Scheme of the synthesis, side reactions, and hydrogenation of N-cyclohexyl(benzylidene)imine. 

2.2. Catalyst characterization 

The 2.4 wt% Pd/SiO2 and 2.3 wt% Pd/C catalyst-coated tube reactors were provided by Stoli 
Catalysts Ltd and used as received. The tube reactors (1.27 mm i.d., 1.60 mm o.d.) were 5 m long 
coils made of 316L stainless steel. The catalyst coating had been obtained using an improved sol-
gel procedure described in reference,39 where the main challenges in obtaining uniform catalyst 
coatings inside the reactor tubes are discussed. Once the coating process is established, however, 
the uniformity of the coating thickness can be assured by controlling all the external parameters 
(temperature, withdrawal speed, etc.).  

The coating thickness was studied with a Carl Zeiss Sigma scanning electron microscope (SEM) 
equipped with an Oxford instruments energy-dispersive X-ray (EDS) detector observing tube 
sections taken at various points along the reactor. SEM studies confirmed a uniform coating along 
the reactor length with the thickness of 28 ± 3 µm for Pd/SiO2 and 21 ± 2.5 µm for Pd/C coatings. 
The Pd loading was analyzed with EDS from several areas of the coating to be 2.4 wt% for Pd/SiO2 
and 2.3 wt% for Pd/C. For the TEM analysis, the catalyst from the tubes was removed mechanically, 
dispersed in acetone, and applied on a carbon-coated copper grid. The analysis was performed with 
a Jeol 2000FX transmission electron microscope. The images were processed with an ImageJ 
software to obtain particle size distribution data. The mean Pd size was 4.3 ± 1.2 nm in the Pd/SiO2 
and 4.0 ± 1.3 nm in the Pd/C catalyst. 

A piece of the Pd/SiO2 tube deactivated in the imine hydrogenation reaction had been studied by 
temperature-programmed oxidation in a system containing several mass flow controllers, an oven 



for the sample, and a quadrupole mass spectrometer. The piece of the stainless tube was placed 
into a quartz tube into the oven and heated to 550 oC at a heating rate of 3 oC min-1 in a flow 10 mL 
min-1 of 10 vol% O2 in He. 

2.3. Hydrogenation experiments 

Figure 2 shows the continuous-flow system used in the experiments. Two solutions were supplied 
with two HPLC pumps (Knauer P4.1S): (i) an imine solution with a tetradecane internal standard, 
and (ii) the solvent with dodecane. The internal standards improved reproducibility of the analysis 
and confirmed the flow rate ratio of the pumps. The hydrogen (99.9%) flow was added with a mass 
flow controller (Bronkhorst). The mixture passed through a catalyst-coated tube reactor in a 
convection oven followed by a back-pressure regulator (Equilibar) and a fraction collector. During 
the experiments, the oven temperature and the liquid flow rates varied in a range of 70-170 oC and 
200-6000 μL min-1, respectively. The hydrogen to imine molar ratio was maintained at 1.1 in all 
experiments. At a high substrate conversion, virtually all the hydrogen had been consumed and gas 
bubbles disappeared from the reaction mixture. Absorption of hydrogen indicates that transfer 
hydrogenation (reduction of imine with hydrogen originating from the solvent) was minor and the 
main hydrogenation was taking place with gaseous hydrogen. Similarly, the experiments performed 
under the same conditions in THF and IPA solvents but without hydrogen gas added demonstrated 
a low conversion (<1%) confirming a negligible role of transfer hydrogenation. 

The reactor was operated autonomously executing a pre-defined reaction program and injecting 
liquid samples into vials equipped with septa to minimize sample evaporation.40 The samples were 
taken after the time required for the liquid to displace at least 3 times the reactor volume before 
collecting 3–4 samples for every set of reaction conditions. 

 

Figure 2. Scheme of the continuous-flow hydrogenation system. 

The liquid samples collected were analyzed by the GC with the response factors related to 
tetradecane and calibrated using a series of reference solutions for every compound. The imine 
conversion (X) was calculated with Equation (1):  

X = (1 −
𝐶𝐶𝑃𝐼

𝐶𝐶𝑃𝐼𝑖𝑛
), (1) 



where CCPI and CCPIin are the imine concentration at the outlet and the initial concentration, 
respectively. The carbon balance, except where specified, was 100 ± 2%. The selectivity (S) was 
calculated with Equation (2): 

𝑆𝑝𝑟𝑜𝑑𝑢𝑐𝑡 =
𝐶𝑝𝑟𝑜𝑑𝑢𝑐𝑡

𝐶𝐶𝑃𝐼𝑖𝑛−𝐶𝐶𝑃𝐼
, (2) 

where Cproduct is the product concentration. 

During the cascade reaction, the solutions of (i) benzaldehyde with tetradecane, and (ii) 
cyclohexylamine with dodecane were fed with two HPLC pumps. The conversion (XCHA) was 
calculated with Equation (3): 

𝑋𝐶𝐻𝐴 = (1 −
𝐶𝐶𝐻𝐴

𝐶𝐶𝐻𝐴𝑖𝑛
∙

𝑄𝐶𝐻𝐴+𝑄𝐵𝐴

𝑄𝐶𝐻𝐴
), (3) 

where CCHA and CCHAin are the cyclohexylamine concentrations in the product and in the initial 
solution, respectively. QCHA and QBA are the flow rates of cyclohexylamine and benzaldehyde 
solutions to account for dilution on combining the two liquid flows. The product yield was calculated 
with Equation (4): 

𝑌𝑝𝑟𝑜𝑑𝑢𝑐𝑡 =
𝐶𝑝𝑟𝑜𝑑𝑢𝑐𝑡

𝐶𝐶𝐻𝐴𝑖𝑛
𝑄𝐶𝐻𝐴

𝑄𝐶𝐻𝐴+𝑄𝐵𝐴
 − 𝐶𝐶𝐻𝐴

. (4) 

The average liquid residence time, 𝜏𝑟𝑒𝑠, in the reactor was calculated with Equation (5):  

𝜏𝑟𝑒𝑠 =
𝑉𝑟

𝑄𝐿+𝑄𝐺∙𝑃𝑁𝑇𝑃 𝑃𝐺⁄
, (5) 

where Vr is the reactor volume, QL is the liquid flow rate, QG is the gas flow rate (at normal temperature 
and pressure), PNTP is the outlet pressure (atmospheric) and PG is the inlet pressure (varied in the 
range 25-40 bar), respectively. Equation (5) assumes Taylor flow regime, which was observed under 
all conditions studied.11,41,42 

3. Results and Discussion 

3.1. Parameter optimization in the hydrogenation of imine 

The solvent effect was studied on the imine hydrogenation. This is an important optimization step 
because solvents are known to dramatically change the reaction rates. For example, hydrogenation 
of cinnamaldehyde proceeds at a rate at least 1000 times slower in a toluene solution compared to 
isopropanol.43,44  

Table 1 overviews the literature data on solvent effects on hydrogenation of various imines. Tert-
butyl-2-(2H-pyran-3(4H,5H,6H)-ylidene)hydrazine-carboxilate hydrogenation showed 20 times 
higher conversion in THF compared to toluene.45 Similarly, N-benzylideneaniline hydrogenation 
favors alcohols over THF or toluene.32 In another work, methanol and 2,2,2-trifluoroethanol showed 
dramatically higher imine hydrogenation rates compared to dichloromethane, toluene, THF or 1,4-
dioxane.46 On the other hand, Li et al. found that phenyl-(1-phenylethylidene)imine hydrogenation 
proceeds about twice faster in toluene, fluorobenzene, or dichloromethane compared to hexane as 
solvent.47 Thus, the solvents significantly affect the imine hydrogenation rates, but the optimum 
solvent cannot be predicted in advance. 



Table 1. Literature summary on the favorable solvent in imine hydrogenation reactions. 

 
Hydrogenation reaction Favorable Solvent 

 

Toluene43,44 

 

THF45 

 

Alcohols32 

 

Methanol and 

2,2,2-trifluoroethanol46 

 

Dichloromethane, 
toluene and 
fluorobenzene47 

 

In this study, a polar protic solvent (IPA), a polar aprotic (THF) and a non-polar solvent (toluene) 
were used. The results obtained (Figure 3) show that the imine conversion was substantially lower 
in toluene and IPA compared to THF. The apparent reaction rate in THF was more than five times 
higher compared to the other solvents studied.  

 

Figure 3. Effect of solvent and residence time on N-Cyclohexyl(benzylidene)imine (100 mM) hydrogenation in a 5 m 
Pd/SiO2-coated tube reactor at 40 bar and 70 ºC. 

The likely reason for the decreased reaction rates in toluene and IPA is a stronger adsorption of 
products on the catalyst surface resulting in the blockage of catalyst active sites. The adsorption 
was shown to be associated with the solubility in case of cinchona alkaloid on the Pd and Pt catalyst 
surface.48,49 Drexler studied solvent effects in flavanone synthesis over MgO and found that 



competitive adsorption of reactants, products, and solvents can limit the number of reactive surface 
sites.50 

In the experiments carried out in toluene and IPA, some precipitation was observed in the product 
vials, while no precipitate was observed from the THF solution. Likely, precipitation occurred on 
cooling down the reaction solution to room temperature. The possibility of the reactor blockage 
exists in case of a severely limited product solubility with the blockage expected not in the reactor 
but filter. The filter placed at the reactor outlet (Fig 1) combines the smallest diameter of the 
openings with a substantial heat exchange area to decrease the feed stream temperature. If 
precipitation is likely, it is advisable to decrease the substrate concentration or find a more suitable 
process solvent. An unsuitable solvent creates problems not only in flow reactors, but may decrease 
the overall reaction rates rendering the catalytic process inefficient in any reactor. Therefore, THF 
was selected for further experiments because it showed a high imine solubility and faster reaction 
rates. 

Figure 4 shows the comparison of the Pd/SiO2 and Pd/C catalyst-coated tube reactors at different 
imine concentrations and flow rates. In these experiments, the only by-product observed was benzyl 
alcohol with the selectivity below 0.15%. The carbon balance was 100±3% confirming high reaction 
selectivity for the secondary amine. 

 

Figure 4. Effect of substrate concentration and residence time on N-Cyclohexyl(benzylidene)imine hydrogenation in a 5 m 
tube reactor wall-coated with (A) Pd/SiO2, or (B) Pd/C catalysts at 40 bar and 70 ºC. 

At a residence time of 9 min, the imine conversion was complete up to the imine initial concentration 
of 1000 mM for both the catalyst-coated tubes studied. However, at the highest concentration, the 
Pd/C tube showed a slightly lower conversion, which is in line with a lower Pd loading in the tube. At 
a residence time of 3 min, the conversion in the Pd/SiO2 tube linearly decreased with the increase of 
the initial imine concentration, in agreement with the generally observed independence of the 
hydrogenation rate from concentration for many substrates.17,51–54 The Pd/C tube showed a 
consistently higher conversion (compared to Pd/SiO2) in the range of imine initial concentration from 
250 to 750 mM. At the residence time of 1.5 min, the behavior of both tubes was similar, but the 
Pd/C tube showed a slightly higher conversion. 

Deviations from the linear dependence of the imine conversion from the initial imine concentration 
observed at 1000 mM (Figure 4B) might be caused by the onset of product precipitation indicated by 
a minor increase (by about 15-25% compared to lower concentrations) in the pressure drop 
observed for these experiments. Therefore, imine at the concentration of 750 mM was selected for 
further experiments. 



At the next step, the effect of the reaction temperature was studied on imine hydrogenation, shown 
in Figure 5. At a fixed residence time, the conversion increased with the reaction temperature for 
both catalysts. The full conversion was obtained at reaction temperatures of 90 ºC or above with the 
residence time slightly over 6.5 minutes. At a temperature of 110ºC, the imine was fully 
hydrogenated at all residence times above 1.5 min. Overall, both catalysts showed a comparable 
performance. 

 

Figure 5. Effect of the reaction temperature and residence time on N-Cyclohexyl(benzylidene)imine (750 mM) 
hydrogenation in a 5 m tube reactor wall-coated with (A) Pd/SiO2, and (B) Pd/C catalysts at 40 bar and 70 ºC. 

3.2. Catalyst deactivation 

Long-term stability is an essential practical consideration for using heterogeneous catalysis in 
continuous-flow hydrogenation. Frequent catalyst replacement may increase the operational 
expenditure and make the batch hydrogenation more cost-efficient compared to the continuous-
flow. Figure 6 shows the long-term stability study of both catalysts. The reaction conditions were 
selected to provide the initial conversion about 80% over both catalysts. The activity of catalysts 
decreased with time. After 5 h, the Pd/C catalyst showed a faster deactivation compared to Pd/SiO2. 
As a result, the conversion showed twofold decrease over the Pd/SiO2 catalyst, while more than 
four-fold decreased over the Pd/C catalyst after 20 h. 

 

Figure 6. Deactivation of Pd/SiO2 and Pd/C catalyst-coated tubes in N-Cyclohexyl(benzylidene)imine (0.3 mL min-1, 750 
mM) hydrogenation at 40 bar, 70 ºC. 

Considering a rather quick deactivation observed, we decided to study several catalyst regeneration 
protocols (Supporting Information, S1). In these experiments, a 2.5 m catalyst-coated tube (either 
Pd/SiO2 or Pd/C) was deactivated for 6 h and then it was cut into shorter sections of 15 cm.  



The sections of the tubes were subjected to various regeneration treatments. Before and after each 
treatment, a reference imine hydrogenation experiment was performed under the same conditions 
to calculate the regeneration degree (θ) with Equation (6): 

𝜃 =
𝑋𝑎𝑓𝑡𝑒𝑟 𝑟𝑒𝑔−𝑋𝑏𝑒𝑓𝑜𝑟𝑒 𝑟𝑒𝑔

𝑋𝑏𝑒𝑓𝑜𝑟𝑒 𝑟𝑒𝑔
 ,  (6) 

where Xbefore reg and Xafter reg are the imine conversion observed before and after the regeneration 
treatment, respectively.  

Table 2 shows the comparison of the regeneration treatments. Because the mechanism of catalyst 
deactivation is not known, we compared several options including solvent washing (to desorb 
compounds that block the catalyst surface) and oxidative treatments (to remove compounds that 
might be too strongly bound to the catalyst surface for solvent removal). The selected solvents 
varied in polarity ranging from an acetic acid solution widely used in hydrogenation of basic nitrogen 
compounds55,56 to water and THF.  

Table 2. Regeneration degree (θ, Equation (6)) of partially-deactivated Pd/C and Pd/SiO2 catalyst-coated tubes in the imine 
hydrogenation reaction. 
 

Regeneration method Relative Polaritya θPd/SiO2 (%) θPd/C (%) 

10 wt% HAc in H2O b 0.648 63 41 
IPA b 0.546 141 201 
THF b 0.210 26 - 
H2O b 1.000 -52 - 
Calcination c - -19 - 
0.05 wt% (NH4)2S2O8 b - 2 - 
1 wt% (NH4)2S2O8 

b - -100 - 
H2O2 

b - -53 - 
a Data adapted from reference. 57 
b 500 µL min-1 for 30 min at 70 ºC. 
c 450 ºC for 8 hours at a heating rate of 10 ºC min-1. 

 

When regenerating the Pd/SiO2 tubes, acid treatment increased activity substantially, while IPA 
washing was found to be the most efficient. THF also showed a slight regeneration, but water 
showed only catalyst deactivation. Therefore, there was no obvious correlation between the solvent 
properties and the degree of catalyst regeneration. Oxidative, on the other hand, showed strong 
catalyst deactivation. For example, the treatment with a 0.05 wt% (NH4)2S2O8 solution showed little 
effect, but a 1 wt% (NH4)2S2O8 solution resulted in a complete loss of the catalyst activity. 
Calcination also led to dramatic deactivation of the catalysts. Therefore, the data show that both 
Pd/SiO2 and Pd/C deactivated catalysts can be regenerated by washing with IPA.  

A temperature-programmed oxidation study for one of the deactivated Pd/SiO2 tube sections is 
shown in Supporting Information, Figure S1. There are strong peaks for H2O and CO2 about 70 oC 
likely caused by desorption of organic species from the catalyst surface. The other CO2 peak about 
420 oC is likely associated with the oxidation of carbonaceous species deposited on the catalyst 
surface – species known to deactivate the catalyst.58 Likely the same carbonaceous species were 
formed on the Pd/C catalyst and resulted in its reversible deactivation. Unfortunately, TPO cannot 
be used to study the carbon-supported catalyst due to oxidation of the catalyst support. 

The EDS analysis showed a decrease in the Pd loading after regeneration of the Pd/SiO2 tubes 
indicating some irrecoverable loss of catalyst activity. The interaction on the basic imine and amine 



molecules might disperse or even dissolve the silica coating releasing Pd nanoparticles. On the 
contrary, the Pd/C tube showed no Pd loss after regeneration highlighting the importance of the 
catalyst support to avoid leaching of the catalyst in this case. The combination of TPO and EDS 
studies allowed us to infer that the likely catalyst deactivation mechanism of Pd/C is the catalyst 
surface blockage with heavy carbonaceous species. 

The long-term effect of regeneration treatment on the catalyst stability was also studied performing 
several IPA washing steps (Figure 7). The imine conversion over the Pd/C catalyst steadily 
decreased over time, and the IPA washing step increased the conversion. After the first 
regeneration step, the conversion increased beyond the value observed over the fresh catalyst 
80%. After the second and subsequent IPA washing steps, the maximum conversion decreased, but 
the difference was below 1% as compared to that in the previous regeneration cycle. Therefore, the 
Pd/C catalyst-coated tube can be regenerated many times by IPA washing, but suffers from a minor 
irrecoverable deactivation. 

 

Figure 7. Deactivation of the 1.5 m Pd/C catalyst-coated tube in N-Cyclohexyl(benzylidene)imine (0.3 mL min-1, 750 mM) 
hydrogenation at 40 bar, 70 ºC and the effect of isopropanol washing (0.5 mL min-1 for 30 min). 

 

3.3. Process intensification 

The complexity of the imine molecules with several functional groups makes them liable to thermal 
degradation. Therefore, the hydrogenation reaction is typically carried out under moderate 
temperatures. In a flow reactor, however, high temperature can be used to increase the reaction 
rates with thermal decomposition minimized by short residence time.59–62 

Figure 8A shows the effect of increasing temperature on the rate of imine hydrogenation in the Pd/C 
catalyst-coated tube. The apparent hydrogenation reaction rate63 (calculated in the Supporting 
Information, S2) increased with temperature rise in the range up to 130 ºC which was followed by a 
sharp drop when the temperature was further increased. This volcano curve likely originates from 
deactivation caused by Pd site blockage with by-products strongly adsorbed on the catalyst surface. 
These products, however, were formed in minor quantities as the carbon balance was constant in 
the whole temperature range studied (70-170 oC) and no significant imine decomposition was 
observed. Therefore, an increase of temperature from 70 to 130 ºC has increased the imine 
hydrogenation rate. The presence of catalyst deactivation, however, made a detailed analysis of 
reaction kinetics and activation energies impossible. 



 

Figure 8. (A) Effect of the reaction temperature on apparent reaction rates and carbon balance on N-
Cyclohexyl(benzylidene)imine (750 mM) hydrogenation in a 1.5 m Pd/C catalyst-coated tube at 25 bar; (B) Effect of the 
reaction temperature on catalyst deactivation (Equations (7) and (8)) and total amine generation in 6 hours on stream. 

We studied whether the exposure to higher temperatures affects the degree of catalyst recovery 
after the IPA washing step. Figure 8B shows the effect of the reaction temperature on catalyst 
deactivation (ϵ) – both recoverable with IPA washing and irrecoverable – as calculated with 
Equations (7), (8). The data were obtained by carrying out the imine hydrogenation at 90, 110 or 
130 ºC for 30 min followed by hydrogenation at 70 ºC and calculation clarified in (Supporting 
Information, S3 and Figure S2). 

𝜀𝑖𝑟𝑟𝑒𝑐𝑜𝑣𝑒𝑟𝑎𝑏𝑙𝑒 = 𝑋𝑝𝑟𝑖𝑜𝑟 𝑡𝑜 𝑡𝑒𝑠𝑡 −  𝑋𝑎𝑓𝑡𝑒𝑟 𝑡ℎ𝑒 𝑡𝑒𝑠𝑡 𝑎𝑛𝑑 𝐼𝑃𝐴 𝑤𝑎𝑠ℎ, (7) 

𝜀𝑟𝑒𝑐𝑜𝑣𝑒𝑟𝑎𝑏𝑙𝑒 = 𝑋𝑎𝑓𝑡𝑒𝑟 𝑡ℎ𝑒 𝑡𝑒𝑠𝑡 𝑎𝑛𝑑 𝐼𝑃𝐴 𝑤𝑎𝑠ℎ −  𝑋𝑎𝑓𝑡𝑒𝑟 𝑡ℎ𝑒 𝑡𝑒𝑠𝑡 𝑝𝑟𝑖𝑜𝑟 𝑡𝑜 𝐼𝑃𝐴 𝑤𝑎𝑠ℎ, (8) 

The level of recoverable deactivation remains rather constant at all temperatures, while the degree 
of irrecoverable deactivation increases with reaction temperature. The latter explains a sharp 
decline in the imine hydrogenation rate observed above 130 ºC in Figure 8A. The increasing 
reaction and deactivation rates work in the opposing directions: high reaction rate increases the 
reactor throughput, while high deactivation rate decreases it. There exists an optimum temperature 
of 110 ºC where the production rate of the secondary amine reaches a maximum value.  

The turn-over number (TON) is one of the key economic factors indicating the frequency of the 
catalyst replacement. This is the ratio of amount substrate converted to the amount of Pd in the 
reactor. Several groups reported TONs in the range from 120 to 15,000 in the C=N bond 
hydrogenation over heterogeneous supported Pd catalysts in batch and flow reactors.22,25–30,64,65 In 
this study, a TON of 150,000 was obtained in an experiment carried out at optimized reaction 
conditions (110 ºC, 40 bar) with the IPA washing step every 6 hours on stream (Figure 9). The TON 
value obtained is by more than 10 times higher than previously reported data. Implementation of the 
online process control and low-cost sensors to measure hydrogen absorption may increase the 
TON further and provide constantly high conversion regardless of catalyst deactivation as 
demonstrated in reference.66 Therefore, catalyst-coated tube reactors provide excellent utilization of 
noble metals facilitated by catalyst immobilization and simple regeneration via solvent washing. 



 

Figure 9. Long-term stability study and isopropanol washing cycles (0.5 mL min-1 for 30 min) of the 2.5 m Pd/C catalyst-
coated tube in N-Cyclohexyl(benzylidene)imine (0.2 mL min-1, 750 mM) hydrogenation at 40 bar, 110 ºC. 

3.4. Cascade reaction 

So far in this study, the imine solution was prepared prior to the hydrogenation reaction and water 
released during the condensation was absorbed to eliminate the possibility for the reverse reaction. 
To simplify the overall secondary amine synthesis procedure, we studied a combination widely used 
in batch – a cascade reaction of the imine synthesis (Figure 1) with its hydrogenation (commonly 
referenced as reductive amination).67,68 In the cascade reaction, however, there is a possibility for 
competition between benzaldehyde and imine hydrogenation. This competition can decrease the 
yield of desired secondary amine in case of equimolar reactant combination by consuming a part of 
benzaldehyde introduced. Therefore, the cascade reaction was studied at various levels of 
benzaldehyde excess. 

Figure 10A shows the effect of reaction parameters on cyclohexylamine conversion, which was 
close to 100% under all conditions studied. The yield of the secondary amine, however, was lower 
(Figure 10B), between 5 and 90% and increased with temperature. The effect of temperature was 
caused by the increase of the imine hydrogenation rate studied previously (Figure 8A). A low benzyl 
alcohol selectivity below 3% (Figure 10C) indicates that benzaldehyde hydrogenation was slow.  



  

 

 

Figure 10. Influence of the excess of benzaldehyde and temperature in a cascade reaction. (A) conversion of 
benzaldehyde, (B) yield of N-Benzylcyclohexylamine, and (C) yield of benzaldehyde. Pd/C; P=40 bar; Residence time= 
1.1 min; [Bezaldehyde]= 750 mM; [Cyclohexylamine]= 750 mM 

The yield of N-Benzylciclohexylamine under the same conditions was 40-45% lower compared with 
the cascade reaction with the direct imine hydrogenation (Figure 5B). The difference may be 
explained by the effect of other species (such as water, unreacted aldehyde and amine) on the 
hydrogenation reaction performance. However, the N-Benzylcyclohexylamine production via the 
cascade reaction in a single 5 m long catalyst-coated tube is still significant. Extrapolating the 
results obtained in the cascade experiments to 24 hours (including IPA washing cycles), it was 
calculated a throughput of 754 g day-1 for multi-kilogram manufacture in longer tubes or tubes put in 
parallel. 

4. Conclusions 

We optimized the solvent, residence time, substrate concentration, and the reaction temperature in 
the N-Cyclohexyl(benzylidene)imine hydrogenation reaction in catalyst-coated tube reactors. The 
use of tetrahydrofuran as a solvent was found to provide high reaction rates and slow catalyst 
deactivation. Isopropanol, however, was the optimal solvent for catalyst regeneration by washing for 
many cycles. The reaction rates increased with the reaction temperature as well as deactivation 
irrecoverable by IPA washing resulting in an optimal hydrogenation temperature of 110 oC. 

Secondary amines can be obtained with a cascade reaction – condensation of an aldehyde and a 
primary amine simultaneously performed with the imine hydrogenation. The imine selectivity was 
above 97% under all the conditions studied. 



The Pd/C catalyst-coated tube reactors showed an excellent noble metal utilization providing, during 
a long-term experiment, the turn-over number of 150,000. The value is a factor of 10-1,000 higher 
than the reported batch synthesis procedures. A single 5 m tube was shown to provide the 
secondary amine hydrogenation throughput of 0.75 kg per day. 

Supporting Information 

Regeneration protocols, reaction rate calculation and calculation of the deactivation. This 
information is available free of charge via the Internet at http://pubs.acs.org/. 

Acknowledgements 

The authors are grateful for the support of the InnovateUK grant (900041) for funding this research. 
 

Conflict of Interest 

NC and EVR are founders, directors and shareholders of Stoli Catalysts Ltd. 

References 

(1)  Su, J.; Chen, J. S. Synthetic Porous Materials Applied in Hydrogenation Reactions. 
Microporous Mesoporous Mater. 2017, 237, 246. 

(2)  Yoshida, J.; Takahashi, Y.; Nagaki, A. Flash Chemistry: Flow Chemistry That Cannot Be 
Done in Batch. Chem. Commun. 2013, 49, 9896. 

(3)  Hessel, V.; Kralisch, D.; Kockmann, N.; Noël, T.; Wang, Q. Novel Process Windows for 
Enabling, Accelerating, and Uplifting Flow Chemistry. ChemSusChem. 2013, pp 746–789. 

(4)  Wiles, C.; Watts, P. Continuous Flow Reactors: A Perspective. Green Chem. 2012, 14, 38. 
(5)  Zhang, J.; Gong, C.; Zeng, X.; Xie, J. Continuous Flow Chemistry : New Strategies for 

Preparative Inorganic Chemistry. Coord. Chem. Rev. 2016, 324, 39. 
(6)  Masuda, K.; Ichitsuka, T.; Koumura, N.; Sato, K.; Kobayashi, S. Flow Fine Synthesis with 

Heterogeneous Catalysts. Tetrahedron 2018, 74, 1705. 
(7)  Baumann, M.; Rodriguez Garcia, A. M.; Baxendale, I. R. Flow Synthesis of Ethyl 

Isocyanoacetate Enabling the Telescoped Synthesis of 1,2,4-Triazoles and Pyrrolo-[1,2-
c]Pyrimidines. Org. Biomol. Chem. 2015, 13, 4231. 

(8)  Mason, B. P.; Price, K. E.; Steinbacher, J. L.; Bogdan, A. R.; McQuade, T. D.; McQuade, D. 
T. Greener Approaches to Organic Synthesis Using Microreactor Technology. Chem. Rev. 
2007, 107, 2300. 

(9)  Fitzpatrick, D. E.; Ley, S. V. Engineering Chemistry for the Future of Chemical Synthesis. 
Tetrahedron 2017, 74, 3087. 

(10)  Plutschack, M. B.; Pieber, B.; Gilmore, K.; Seeberger, P. H. The Hitchhiker’s Guide to Flow 
Chemistry. Chem. Rev. 2017, 117, 11796. 

(11)  Yue, J.; Chen, G.; Yuan, Q.; Luo, L.; Gonthier, Y. Hydrodynamics and Mass Transfer 
Characteristics in Gas–liquid Flow through a Rectangular Microchannel. Chem. Eng. Sci. 
2007, 62, 2096. 

(12)  Jensen, K. F. Flow Chemistry — Microreaction Technology Comes of Age. Am. Inst. Chem. 
Eng. J. 2017, 63, 858. 

(13)  Koenig, S. G.; Sneddon, H. F. Recent Advances in Flow Chemistry in the Pharmaceutical 
Pharmaceutical Industry. Green Chem. 2017, 19, 1418. 

(14)  Kapteijn, F.; Nijhuis, T. A.; Heiszwolf, J. J.; Moulijn, J. A. New Non-Traditional Multiphase 
Catalytic Reactors Based on Monolithic Structures. Catal. Today 2001, 66, 133. 



(15)  Ehrfeld, W.; Hessel, V.; Löwe, H. Microreactors; Wiley-VCH Verlag GmbH & Co. KGaA: 
Weinheim, FRG, 2000. 

(16)  Groppi, G.; Tronconi, E. Honeycomb Supports with High Thermal Conductivity for Gas/Solid 
Chemical Processes. Catal. Today 2005, 105, 297. 

(17)  Cherkasov, N.; Al-Rawashdeh, M.; Ibhadon, A. O.; Rebrov, E. V. Scale up Study of Capillary 
Microreactors in Solvent-Free Semihydrogenation of 2-Methyl-3-Butyn-2-Ol. Catal. Today 
2016, 273, 205. 

(18)  Cherkasov, N.; Bai, Y.; Rebrov, E. Process Intensification of Alkynol Semihydrogenation in a 
Tube Reactor Coated with a Pd/ZnO Catalyst. Catalysts 2017, 7, 1. 

(19)  Carey, J. S.; Laffan, D.; Thomson, C.; Williams, M. T. Analysis of the Reactions Used for the 
Preparation of Drug Candidate Molecules. Org. Biomol. Chem. 2006, 4, 2337. 

(20)  Vitaku, E.; Smith, D. T.; Njardarson, J. T. Analysis of the Structural Diversity, Substitution 
Patterns, and Frequency of Nitrogen Heterocycles among U.S. FDA Approved 
Pharmaceuticals. J. Med. Chem. 2014, 57, 10257. 

(21)  Taylor, A. P.; Robinson, R. P.; Fobian, Y. M.; Blakemore, D. C.; Jones, L. H.; Fadeyi, O. 
Modern Advances in Heterocyclic Chemistry in Drug Discovery. Org. Biomol. Chem. 2016, 
14, 6611. 

(22)  Shiraishi, Y.; Fujiwara, K.; Sugano, Y.; Ichikawa, S.; Hirai, T. N‑ Monoalkylation of Amines 
with Alcohols by Tandem Photocatalytic and Catalytic Reactions on TiO2 Loaded with Pd 
Nanoparticles. ACS Catal. 2013, 3, 312. 

(23)  Krupka, J.; Patera, J. Catalytic and Mechanistic Aspects of the Hydrogenation of N-
Substituted Aliphatic Aldimines over Solid Catalysts. Appl. Catal. A Gen. 2007, 330, 96. 

(24)  Landaeta, V. R.; Munoz, B. K.; Peruzzini, M.; Herrera, V.; Bianchini, C.; Sanchez-Delgado, R. 
A. Imine Hydrogenation by Tribenzylphosphine Rhodium and Iridium Complexes. 
Organometallics 2006, 25, 403. 

(25)  Sreedhar, B.; Reddy, P. S.; Devi, D. K. Direct One-Pot Reductive Amination of Aldehydes 
with Nitroarenes in a Domino Fashion: Catalysis by Gum-Acacia-Stabilized Palladium 
Nanoparticles JOC Note Ion Intermediately upon Reaction of a Carbonyl Compound. J. Org. 
Chem. 2009, 74, 8806. 

(26)  Göbölös, S.; Tfirst, E.; Margitfalvi, J. L.; Hayes, K. S. Asymmetric Synthesis of (S)-
Alkylamines via Reductive Transamination of Ketones over Carbon-Supported Palladium 
Catalysts. J. Mol. Catal. A Chem. 1999, 146, 129. 

(27)  Dell’Anna, M. M.; Mastrorilli, P.; Rizzuti, A.; Leonelli, C. One-Pot Synthesis of Aniline 
Derivatives from Nitroarenes under Mild Conditions Promoted by a Recyclable Polymer-
Supported Palladium Catalyst. Appl. Catal. A Gen. 2011, 401, 134. 

(28)  Li, H.; Dong, Z.; Wang, P.; Zhang, F.; Ma, J. One-Pot Reductive Monoalkylation of Nitro Aryls 
Using Aromatic Aldehydes with H2 over Pd/SiO2. React. Kinet. Mech. Catal. 2013, 108, 107. 

(29)  Yoshida, H.; Wang, Y.; Narisawa, S.; Fujita, S.; Liu, R.; Arai, M. A Multiphase Reaction 
Medium Including Pressurized Carbon Dioxide and Water for Selective Hydrogenation of 
Benzonitrile with a Pd/Al2O3 Catalyst. Appl. Catal. A Gen. 2013, 456, 215. 

(30)  Segobia, D. J.; Trasarti, A. F.; Apesteguía, C. R. General Hydrogenation of Nitriles to Primary 
Amines on Metal-Supported Catalysts: Highly Selective Conversion of Butyronitrile to n-
Butylamine. Appl. Catal. A Gen. 2012, 445–446, 69. 

(31)  Jia, Z.; Zhen, B.; Han, M.; Wang, C. Liquid Phase Hydrogenation of Adiponitrile over Directly 
Reduced Ni/SiO2 Catalyst. Catal. Commun. 2016, 73, 80. 

(32)  Scodeller, I.; Salvini, A.; Manca, G.; Ienco, A.; Luconi, L.; Oberhauser, W. 2,2,2-
Trifluoroethanol-Assisted Imine Hydrogenation by a Ru-Monohydride. Inorganica Chim. Acta 
2015, 431, 242. 

(33)  Nuzhdin, A. L.; Artiukha, E. A.; Bukhtiyarova, G. A.; Derevyannikova, E. A.; Bukhtiyarov, V. I. 
Synthesis of Secondary Amines by Reductive Amination of Aldehydes with Nitroarenes over 
Supported Copper Catalysts in a Fl Ow Reactor. Catal. Commun. 2017, 102, 108. 



(34)  Shiri, A.; Soleymanpour, F.; Eshghi, H.; Khosravi, I. Nano-Sized NiLa2O4 Spinel–NaBH4-
Mediated Reduction of Imines to Secondary Amines. Chinese J. Catal. 2015, 36, 1191. 

(35)  Samec, J. S. M.; Bäckvall, J.-E. Ruthenium-Catalyzed Transfer Hydrogenation of Imines by 
Propan-2-Ol in Benzene. Chem. A Eur. J. 2002, 8, 2955. 

(36)  Saaby, S.; Knudsen, K. R.; Ladlow, M.; Ley, S. V. The Use of a Continuous Flow-Reactor 
Employing a Mixed Hydrogen-Liquid Flow Stream for the Efficient Reduction of Imines to 
Amines. Chem. Commun. 2005, 2909. 

(37)  Choi, D.; Yu, S.; Baek, S. H.; Kang, Y.; Chang, Y.; Cho, H. Synthesis and Algicidal Activity of 
New Dichlorobenzylamine Derivatives against Harmful Red Tides. 2016, 476, 463. 

(38)  Taguchi, K.; Westheimer, F. H. Catalysis by Molecular Sieves in the Preparation of 
Ketamines and Enamines. J. Org. Chem. 1971, 36, 1570. 

(39)  Cherkasov, N.; Ibhadon, A. O.; Rebrov, E. V. Novel Synthesis of Thick Wall Coatings of 
Titania Supported Bi Poisoned Pd Catalysts and Application in Selective Hydrogenation of 
Acetylene Alcohols in Capillary Microreactors. Lab Chip 2015, 15, 1952. 

(40)  Cherkasov, N.; Bai, Y.; Exposito, A. J.; Rebrov, E. V. OpenFlowChem – a Platform for Quick, 
Robust and Flexible Automation and Self-Optimisation of Flow Chemistry. React. Chem. Eng. 
2018, 3, 769. 

(41)  Cherkasov, N.; Ibhadon, A. O.; Rebrov, E. V. Solvent-Free Semihydrogenation of Acetylene 
Alcohols in a Capillary Reactor Coated with a Pd-Bi/TiO2 Catalyst. Appl. Catal. A Gen. 2016, 
515, 108. 

(42)  Yao, C.; Dong, Z.; Zhao, Y.; Chen, G. Gas-Liquid Flow and Mass Transfer in a Microchannel 
under Elevated Pressures. Chem. Eng. Sci. 2015, 123, 137. 

(43)  Toebes, M. L.; Zhang, Y.; Hájek, J.; Alexander Nijhuis, T.; Bitter, J. H.; Jos Van Dillen, A.; 
Murzin, D. Y.; Koningsberger, D. C.; De Jong, K. P. Support Effects in the Hydrogenation of 
Cinnamaldehyde over Carbon Nanofiber-Supported Platinum Catalysts: Characterization and 
Catalysis. J. Catal. 2004, 226, 215. 

(44)  Bai, Y.; Cherkasov, N.; Huband, S.; Walker, D.; Walton, R.; Rebrov, E. Highly Selective 
Continuous Flow Hydrogenation of Cinnamaldehyde to Cinnamyl Alcohol in a Pt/SiO2 Coated 
Tube Reactor. Catalysts 2018, 8, 1. 

(45)  Haddad, N.; Qu, B.; Rodriguez, S.; Van Der Veen, L.; Reeves, D. C.; Gonnella, N. C.; Lee, 
H.; Grinberg, N.; Ma, S.; Krishnamurthy, D.; et al. Catalytic Asymmetric Hydrogenation of 
Heterocyclic Ketone-Derived Hydrazones, Pronounced Solvent Effect on the Inversion of 
Configuration. Tetrahedron Lett. 2011, 52, 3718. 

(46)  Li, X.; You, C.; Li, S.; Lv, H.; Zhang, X. Nickel-Catalyzed Enantioselective Hydrogenation of 
β-(Acylamino)Acrylates: Synthesis of Chiral β-Amino Acid Derivatives. Org. Lett. 2017, 19, 
5130. 

(47)  Li, S.; Li, G.; Meng, W.; Du, H. A Frustrated Lewis Pair Catalyzed Asymmetric Transfer 
Hydrogenation of Imines Using Ammonia Borane. J. Am. Chem. Soc. 2016, 138, 12956. 

(48)  Ma, Z.; Zaera, F. Role of the Solvent in the Adsorption-Desorption Equilibrium of Cinchona 
Alkaloids between Solution and a Platinum Surface: Correlations among Solvent Polarity, 
Cinchona Solubility, and Catalytic Performance. J. Phys. Chem. B 2005, 109, 406. 

(49)  Yuriko Nitta Niihama. Enantioselective Hydrogenation of (E)--Phenylcinnamic Acid with.Pdf. 
Top. Catal. 2000, 13, 179. 

(50)  Drexler, M. T.; Amiridis, M. D. The Effect of Solvents on the Heterogeneous Synthesis of 
Flavanone over MgO. J. Catal. 2003, 214, 136. 

(51)  Wu, Z.; Cherkasov, N.; Cravotto, G.; Borretto, E.; Ibhadon, A. O.; Medlock, J.; Bonrath, W. 
Ultrasound- and Microwave-Assisted Preparation of Lead-Free Palladium Catalysts: Effects 
on the Kinetics of Diphenylacetylene Semi-Hydrogenation. ChemCatChem 2015, 7, 952. 

(52)  Cherkasov, N.; Ibhadon, A. O.; McCue, A.; Anderson, J. A.; Johnston, S. K. Palladium–
bismuth Intermetallic and Surface-Poisoned Catalysts for the Semi-Hydrogenation of 2-
Methyl-3-Butyn-2-Ol. Appl. Catal. A Gen. 2015, 497, 22. 



(53)  Duca, D.; Liotta, L. F.; Deganello, G. Selective Hydrogenation of Phenylacetylene on Pumice-
Supported Palladium Catalysts. J. Catal. 1995, 154, 69. 

(54)  Wood, J.; Bodenes, L.; Bennett, J.; Deplanche, K.; Macaskie, L. E. Hydrogenation of 2-
Butyne-1,4-Diol Using Novel Bio-Palladium Catalysts. Ind. Eng. Chem. Res. 2010, 49, 980. 

(55)  Borszeky, K.; Mallat, T.; Aeschiman, R.; Schweizer, W. B.; Baiker, A. Enantioselective 
Hydrogenation of Pyruvic Acid Oxime to Alanine on Pd/Alumina. J. Catal. 1996, 161, 451. 

(56)  Kantam, M. L.; Kishore, R.; Yadav, J.; Bhargava, S. K.; Jones, L. A.; Venugopal, A. 
Hydrogenation for Fine Chemical Synthesis: Status and Future Perspectives; Elsevier Inc., 
2016. 

(57)  Smallwood, I. M. Handbook of Organic Solvent Properties; Arnold, Ed.; London, 1996. 
(58)  Argyle, M.; Bartholomew, C. Heterogeneous Catalyst Deactivation and Regeneration: A 

Review. Catalysts 2015, 5, 145. 
(59)  Singh, S.; Michael Köhler, J.; Schober, A.; Alexander Groß, G. The Eschenmoser Coupling 

Reaction under Continuous-Flow Conditions. Beilstein J. Org. Chem. 2011, 7, 1164. 
(60)  Cantillo, D.; De Frutos, O.; Rincón, J. A.; Mateos, C.; Kappe, C. O. A Continuous-Flow 

Protocol for Light-Induced Benzylic Fluorinations. J. Org. Chem. 2014, 79, 8486. 
(61)  Pastre, J. C.; Browne, D. L.; Ley, S. V. Flow Chemistry Syntheses of Natural Products. 

Chem. Soc. Rev. 2013, 42, 8849. 
(62)  Baxendale, I. R.; Griffiths-Jones, C. M.; Ley, S. V.; Tranmer, G. K. Microwave-Assisted 

Suzuki Coupling Reactions with an Encapsulated Palladium Catalyst for Batch and 
Continuous-Flow Transformations. Chem. - A Eur. J. 2006, 12, 4407. 

(63)  Whittemore, S. M.; Edvenson, G.; Camaioni, D. M.; Karkamkar, A.; Neiner, D.; Parab, K.; 
Autrey, T. Catalytic Reduction of Polar Substrates without Metals: A Thermodynamic and 
Kinetic Study of Heterolytic Activation of Hydrogen by Vacancies in Frustrated Lewis Pairs. 
Catal. Today 2015, 251, 28. 

(64)  Zhang, J.; Xie, B.; Wang, L.; Yi, X.; Wang, C. Zirconium Oxide Supported Palladium 
Nanoparticles as a Highly Efficient Catalyst in the Hydrogenation–Amination of Levulinic Acid 
to Pyrrolidones. ChemCatChem 2017, 9, 2661. 

(65)  Saito, Y.; Ishitani, H.; Ueno, M.; Kobayashi, S. Selective Hydrogenation of Nitriles to Primary 
Amines Catalyzed by a Polysilane / SiO 2 -Supported Palladium Catalyst under Continuous-
Flow Conditions. Chem. Open Commun. 2017, 6, 211. 

(66)  Cherkasov, N.; Exposito, A.; Bai, Y.; Rebrov, E. V. Counting Bubbles: Precision Process 
Control of Gas-Liquid Reactions in Flow with an Optical Inline Sensor. React. Chem. Eng. 
2019, 4, 112. 

(67)  Santos, L. L.; Serna, P.; Corma, A. Chemoselective Synthesis of Substituted Imines, 
Secondary Amines, and β-Amino Carbonyl Compounds from Nitroaromatics through 
Cascade Reactions on Gold Catalysts. Chem. - A Eur. J. 2009, 15, 8196. 

(68)  Wang, C.; Pettman, A.; Basca, J.; Xiao, J. A Versatile Catalyst for Reductive Amination by 
Transfer Hydrogenation. Angew. Chemie 2010, 122, 7710. 

 
  



 

 

For Table of Contents Only 

 


