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ABSTRACT: Using a continuous-flow approach, it is possible to perform alkoxycarbonylation reactions of aryl iodides. Optimized
reactor design allows for adequate mixing of gaseous and liquid reagents. Reactions are performed at rates of around 3 mL/min and
at concentrations of 1 M, allowing for significant volumes to be processed per unit time. Palladium acetate (0.5 mol %) is used as the

catalyst without the need for an additional ligand.

B INTRODUCTION

Palladium-mediated carbonylation chemistry is an important
tool in the synthetic chemist’s portfolio."” Using aryl halides as
starting materials, carboxylic acids and esters can be prepared by
using water or alcohols as nucleophiles, respectively. In our
laboratory we have developed methodologies for performing‘
these transformations within 30 min using microwave heating.”
The chemistry can be scaled up quite effectively in sealed batch
mode.>® However, two issues that arise are that, first, a significant
quantity of toxic carbon monoxide has to be loaded into the
reaction vessel and, second, under some conditions, the palla-
dium catalyst can be deactivated over time by carbon monoxide.
To overcome these drawbacks, we developed a methodology that
only requires a near stoichiometric quantity of carbon mon-
oxide.” Recently, we have turned our attention to a continuous-
flow approach using a dual-phase gas—liquid flow to effect
alkoxycarbonylation of aryl iodides using conventional heating
as an alternative to batch microwave heating.

The development of flow approaches to synthetic organic
transformations is a topic of considerable interest in current
literature.*” The use of reactive gases as reagents has received
attention. Hydrogenation reactions can be performed using the
now ubiquitous H-cube system.'”'" Gases such as oxygen,"
fluorine,'* and dimethylsulfide'* have also been used in flow. The
use of carbon monoxide in flow chemistry is not unprecedented.
Aminocarbonylation reactions have received particular attention'
as has the radical carbonylation of alkyl halides.'® However, a
theme running through much of the literature reporting the
application of gases in flow mode is the use of microscale
equipment. Our interest lay in performing chemistry on the
mesoscale, allowing us to process larger quantities of material per
unit time. We therefore embarked on a study with the objective
of developing an approach for alkoxycarbonylation in flow mode.
This required designing apparatus, optimizing reaction condi-
tions, and substrate screening. Our results are presented here.

B RESULTS AND DISCUSSION

Our first objective was to modify our commercially available
flow reactor so that we could reliably and reproducibly introduce
an input of gas. In order to ensure effective reaction, the contact
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Figure 1. Optimized setup for reactions involving reactive gases as
reagents.

area between the gas/liquid interface was an important factor to
consider. Our optimized experimental setup is shown in Figure 1.
We introduced the gas through a back-pressure regulator and at
an angle of 90° to the liquid flow. The gas/liquid flow then
entered the heated zone. By using a PTFE coil mounted on an
aluminium mandrel, we were able to observe the bubbles, noting
the size and spacing between them as they passed through the
reactor coil. Our desired bubble size was between 0.5 and 1.0 mm
in cross section, the bubbles being separated by slugs of reaction
mixture of between 1.0 and 2.0 mm.

Our next step was to find suitable conditions for the alkox-
ycarbonylation reaction, the results being shown in Table 1. As a
starting point we turned to the conditions developed for our
batch approach using microwave heating, namely using palla-
dium acetate as catalyst, DBU (1,8-diazobicyclo[$.4.0Jundec-7-
ene) as base and performing the reaction in the requisite alcohol
as solvent at 120 °C for 20 min. Using 4-iodotoluene (1 mmol) as
our aryl halide starting material, ethanol as the nucleophile and
solvent (10 mL), DBU (1.1 equiv) as base and 1 mol %
Pd(OAc), as catalyst we passed the reagents through the unit
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Table 1. Optimization of conditions for the alkoxycarbony-

lation reaction
I
/@/ flow, CO /@)J\oEt
[ —
Pd(OAc),, DBU, EtOH

entry reaction conditions™’ conv (%)°
1 1 mmol, 1 mol % Pd, 10 mL EtOH, 0.3 mL/min N
2 1 mmol, 1 mol % Pd, 10 mL EtOH, 0.4 mL/min 68
3 1 mmol, 1 mol % Pd, 10 mL EtOH, 1 mL/min 56
4 1mmol, 1 mol % Pd, 20 mL EtOH, 0.6 mL/min 20
S 1 mmol, 1 mol % Pd, 2 mL EtOH, 1.2 mL/min 75
6 1 mmol, 1 mol % Pd, 2 mL EtOH, 1.2 mL/min 887 94¢
7 10 mmol, 0.5 mol % Pd, 10 mL EtOH, 1.2 mL/min 91
8 10 mmol, 0.1 mol % Pd, 10 mL EtOH, 1.2 mL/min 15

9 10 mmol, 0.1 mol % Pd, S mL EtOH, 1.2 mL/min 75
“ Reactions were performed at 120 °C using a CO pressure of ~180 psi
and 1.1 equiv of DBU. ¥ For clarity, changes in reaction conditions from
entry 1 are noted in bold. ‘ Determined using 'H NMR spectroscopy.
4 After two passes through the heated zone.  After three passes through
the heated zone.

at 0.3 mL/min. Accounting for the added effect of the gas flow,
this gave a residence time in the heated zone of approximately
20 min. We obtained a 50% conversion to the desired ethyl ester
product (Table 1, entry 1).

Increasing the flow rate to 0.4 mL/min had a beneficial effect
on the outcome, the conversion rising to 68% (Table 1, entry 2).
However, at flow rates greater than this, the conversion dropped
(Table 1, entry 3). Reducing the concentration of the reaction
mixture had a deleterious effect (Table 1, entry 4) but increasing
the concentration S-fold while also increasing the flow rate
improved the product conversion significantly (75%; Table 1,
entry S). We took the product mixture from this run and
resubmitted it to the reaction conditions (with no additional
catalyst or base). After a second pass the conversion reached 88%
and, after a third pass, 94% (Table 1, entry 6). We did try using a
slower rate and a single pass, but in order to maintain steady
bubble flow, we found that there was a threshold rate that we
could not go below. Therefore, multiple passes through the
reactor proved to be a more reliable approach.

While leading to a high product conversion, passing the
reaction mixture through the heated zone three times is labor-
ious. We decided to scale up the reaction and determine whether
a one-pass strategy was feasible. Working on a significantly larger
scale (10 mmol) and at a higher concentration (1 M) and
reducing the catalyst loading to 0.5 mol % we were pleased to
find that a 91% conversion to product could be obtained after
only one pass through the heated zone. During a few of the runs,
small quantities of palladium black appeared as tiny particles in
the reactor coil. This particulate matter did not interfere with the
flow under these conditions, nor did it lead to any immediate
clogging of the back-pressure regulator at the exit of the heated
zone. At higher concentrations or catalyst loadings we saw the
formation of larger quantities of palladium black, and blockage
of the back-pressure regulator ultimately occurred. As a result,
product conversions were compromised (Table 1, entries 8
and 9, respectively). Thus, our optimal conditions were 1 M

Table 2. Alkoxycarbonylation of aryl halides”

o]
NS ! flow, CO N OR]
|// Pd(OAc),, DBU, ROH |//
R R
entry aryl halide alcohol conversion (%)
1 /©/ EtOH 91 (86)°
|
OMe
2 Q/ EtOH 85
|
GF,
3 /©/ EtOH 88 (81)°
|
F
4 /Ej EtOH 71, 94¢
|
COMe
5 /@ EtOH 46
|
6 ©i EtOH 42, 84¢
|
OMe
7 @[ FtOH 31, 724
|
8 @\ EtOH 55,914
I
x |
9 | EtOH 88
N
10 /©/ n-PrOH 88
|
11 Q/ i-PrOH 58, 85

“ Reactions were performed on the 10 mmol scale at 1 M concentration,
0.5 mol % Pd(OAc), as catalyst, 1.1 equiv of DBU as base, a gas flow at
~180 psi, and a reagent flow rate of 1.2 mL/min, corresponding to a
total flow rate of 3.3 mL/min and a residence time in the heated zone
(120 °C) of approximately 4 min. ”Determined using '"H NMR
spectroscopy “Isolated yield. “Data for the first and a second pass
through the heated zone.

concentration, 0.5 mol % Pd(OAc), as catalyst, 1.1 equiv of DBU
as base, a gas flow at ~180 psi, and a reagent flow rate of 1.2 mL/
min, corresponding to a total flow rate of 3.3 mL/min and a
residence time in the heated zone (120 °C) of approximately 4 min.

With the optimized conditions in hand, we screened a range of
aryl iodides to probe the substrate scope of the methodology.
The results are shown in Table 2. A range of aryl iodides can be
converted to the ethyl esters including ortho-substituted exam-
ples (Table 2, entries 6 and 7). A representative heteroaromatic
substrate, 3-iodopyridine, gave a good yield of the desired ester
(Table 2, entry 9). Both 1-propanol and 2-propanol can be used
as the alcohol for the reaction (Table 2, entries 10 and 11). With
some less reactive substrates, a second pass through the heated
zone was required in order to obtain higher, more acceptable
product conversions (Table 2, entries 6, 7, 8, and 11). In the case
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of 4-iodoaceophenone, solubility issues meant that the reaction
had to be performed at a concentration of 0.5 M, and this resulted
in only a moderate conversion to the ester product (Table 2,
entry S). Overall, product conversions are on par with those
obtained using the analogous batch approach.

B SUMMARY

In summary, using a continuous-flow approach, it is possible to
perform alkoxycarbonylation reactions of aryl iodides. Reactions
were performed using 0.5 mol % palladium acetate as catalyst
with no additional ligand required. The methodology offers an
alternative to previous approaches in batch mode using micro-
wave heating.

B EXPERIMENTAL SECTION

General Experimental. For the alcohol substrates, 200 proof
(anhydrous) ethanol was used, and commercially available
anhydrous 1-propanol and 2-propanol were used. Reactions
were run without the need for exclusion of air. CAUTION:
Working with CO gas under pressurized conditions is not
without risk in case of a failure in the PTFE coil during the
course of a reaction. Performing the chemistry in a fume cup-
board is essential, and locating a carbon monoxide detector
outside the fume cupboard but in close proximity to the flow unit
is advisible.

Apparatus. Experiments were performed on a Uniqgsis Flow-
Syn system, modified in-house for use with gaseous reagents. A
carbon monoxide tank was fitted with a regulator capable of
delivering pressures of up to 250 psi. This was interfaced with a
length of 1 mm id, 3 mm od PTFE tubing, this being attached to
one of the ports of the built-in T-piece on the FlowSyn system
linked to the pressure transducer and pumps. This enabled us to
monitor CO pressure directly using the FlowSyn. A second port
(opposite that used for inputting gas) was blocked using a plug.
To the remaining empty port was attached a length of 1 mm id,
1.57 mm od PTFE tubing, and this in turn attached to a second
T-piece via a back-pressure regulator (40 psi) as a bridge. The
output from one of the two FlowSyn pumps was connected to
the second T-piece at an angle of 90° (The pump is designed to
push material one way only, this preventing material going back
through the pump head.). The 14 mL PTFE coil was attached to
the third port and the third T-piece. Unlike normal use when
reagents are passed in at the bottom of the coil and exit at the top,
in this case the coil was inverted such that the reaction stream
entered the top of the coil and exited at the bottom. We found
this led to more consistent flow of bubbles of the desired size.
After exiting the heated zone, material was passed through a
second back-pressure regulator (100 psi). The liquid output from
this was collected in Erlenmeyer flasks.

General Procedure. The Ethoxycarbonylation of 4-lodoto-
luene. A solution of anhydrous ethanol (10 mL) and DBU
(1.64 mL, 11 mmol, 1.1 equiv) was thoroughly mixed before
adding Pd(OAc), (12.4 mg, 0.05S mmol). The solution was again
mixed thoroughly. If particulate matter remained, the mixture
was sonicated in an ultrasound cleaning bath to facilitate
dissolution.

With this solution prepared, the Unigsis Flowsyn reactor was
next readied. After flushing the system with anhydrous ethanol
for at least 2 min at 7.0 mL min~ ' or greater, the aluminium block
was heated to 120 °C. The flow rate was reduced to 1.2 mL
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min~ ', and the CO gas line was opened with an approximate
170 psi pressure. The pressure was then varied slightly until a
steady bubble size and consistent flow rate were achieved
(typically, between 160 and 196 psi). Flow rates did vary slightly
but averaged around 3.3 mL min~ " once optimal bubble size had
been achieved.

Once preparation of the reactor was complete, 4-iodotoluene
(2.1835 g, 10 mmol) was added, and the reagent line was placed
inside the prepared solution, reaching the bottom of the tube.
The line was secured to the test tube and the reactor pump
switched from “solvent” to “reagent”. Collection began immedi-
ately after this switch to ensure all product was collected. After
the reaction mixture had been completely charged into the
reactor, the reactor pump was turned back to “solvent”. Collec-
tion for an additional 12 min was undertaken to ensure that all
reagents had left the reactor.

To the product mixture was added diethyl ether (50 mL)
followed by ~80 mL of brine, and the biphasic mixture was well
mixed. The layers were separated, and the aqueous layer was re-
extracted with diethyl ether (3 x ~80 mL each). The combined
organic layers were then mixed with an equal volume (~300 mL)
of hexanes. This facilitated removal of ethanol from the diethyl
ether layer. After about a 10-min wait, the ethanol layer was
removed. The diethyl ether layer was then dried with MgSO,4 and
filtered. The solvent was removed by rotary evaporation and the
product conversion determined by "H NMR spectroscopy.

Il AUTHOR INFORMATION

Corresponding Author
*Fax: +1 860 486 2981. Telephone: +1 860 486 5076. E-mail:
nicholas.leadbeater@uconn.edu.

B ACKNOWLEDGMENT

Funding from the National Science Foundation (CAREER
Award CHE-0847262) and the University of Connecticut is
acknowledged.

B REFERENCES

(1) Forareview of palladium-mediated carbonylation chemistry see:
Skoda-Foldes, R.; Kollar, L. sinnfiagmiiism. 2002, 6, 1097-1119.

(2) For examples see: (a) Magerlein, W.; Indolese, A. F.; Beller, M.
Angew. (lsalatedid. 2001, 40, 2856-2859. (b) Albaneze-Walker, J.;
Bazaral, C; Leavey, T.; Dormer, P. G,; Murry, J. A. Org. Lett. 2004,
6, 2097-2100. (c) Calo, V.; Giannoccaro, P.; Nacci, A.,; Monopoli, A.
IR 2002, 645, 152-157. (d) Ramesh, C.; Nakamura, R.;
Kubota, Y.; Miwa, M.; Sugi, Y. Synthesis 2003, 501-504.

(3) Kormos, C. M.; Leadbeater, N. E. Synlett 2006, 1663-1666.

(4) Kormos, C. M; Leadbeater, N. E. Org. Biomol. Chem. 2007,
S, 65-68.

(5) Bowman, M. D.; Schmink, J. R,; McGowan, C. M.; Kormos,
C. M.; Leadbeater, N. E. |y 2008, 12, 1078-1088.

(6) Iannelli, M.; Bergamelli, F.; Kormos, C. M.; Paravisi, S.; Leadbeater,

. 2009, 13, 634-637.

(7) Kormos, C. M.; Leadbeater, N. E. Synlett 2007, 2006-2010.

(8) For an overview see: Luis, S. V., Garcia-Verdugo, E., Eds.
Chemical Reactions and Processes under Flow Conditions; Royal Society
of Chemistry: Cambridge UK, 2010.

(9) For recent reviews see: (a) Razzaq, T.; Kappe, C. O. Chem.-Asian
1.2010, 5, 1274-1289. (b) Mark, D.; Haeberle, S.; Roth, G.; von Stetten,
F.; Zengerle, R. ulassesbasniiay. 2010, 39, 1153-1182. (c) Kockmann, N;
Roberge, D. M. i g 2009, 32, 1682-1694. (d) Wiles, C.;
Watts, P. Eur. J. Org. Chem. 2008, 1655-1671.

dx.doi.org/10.1021/0p200037n |Org. Process Res. Dev. 2011, 15, 717-720



Organic Process Research & Development

TECHNICAL NOTE

(10) See http://www.thalesnano.com/products/h-cube.

(11) For selected recent examples see: (a) Baumann, M.; Baxendale,
L R; Ley, S. V. Synlett 2010, 749-752. (b) Clapham, B.; Wilson, N. S.;
Michmerhuizen, M. J.; Blanchard, D. P.; Dingle, D. M.; Nemcek, T. A,;
Pan, J. Y; Sauer, D. R. J. Comb. Chem 2008, 10, 88-93. (c) Horvath,
H. H.; Papp, G.; Csajagi, C.; Joo, F. imiminim. 2007, 8, 442-446.
(d) Szollosi, G.; Herman, B.; Fulop, F.; Bartok, M. React. Kinet. Catal.
Lett. 2006, 88, 391-398. (e) Franckevicius, V.; Knudsen, K. R.; Ladlow,
M.; Longbottom, D. A; Ley, S. V. Synlett 2006, 889-892. (f) Jones, R. V.;
Godorhazy, L.; Varga, N.; Szalay, D.; Urge, L.; Darvas, E. J. Comb. Chem.
2006, 8, 110-116.

(12) For selected recent examples see: (a) Ye, X.; Johnson, M. D.;
Diao, T.; Yates, M. H.; Stahl, S. S. imiiinimligigs 2010, 12, 1180-1186.
(b) Zope, B. N.; Davis, R. inshagningégd. 2009, 52, 269-277. (c) O’Brien,
M,; Baxendale, L. R; Ley, S. V. Qugalgff 2010, 12, 1596-1598. (d) Lapkin,
A. A; Bozkaya, B.; Plucinski, P. K. Ind. Eng. Chem. Res. 2006, 45,
2220-2228.

(13) (a) Jahnisch, K.; Baerns, M.; Hessel, V.; Ehrfeld, W.; Haver-
kamp, V.,; Lowe, H.; Wille, C,; Guber, A. J. Fluorine Chem. 2000,
105, 117-128. (b) McPake, C. B.; Murray, C. B.; Sandford, G. Tetra-
hedron Lett. 2009, 50, 1674-1676.

(14) Kumar, A; Chilongo, T.; Dewulf, J.; Ergas, S.J.; Van Langenhove,
. 2010, 101, 8955-8959.

(15) (a) Miller, P. W.; Jennings, L. E; deMello, A. J.; Gee, A. D;
Long, N. J; Vilar, R. sininsiistisfisisl 2009, 351, 3260-3268. (b) Csajagi,
C.; Borcsek, B.; Niesz, K.; Kovdcs, L; Székelyhidi, Z.; Bajké, Z.; Urge, L;
Darvas, F. Qugalelt. 2008, 10, 1589-1592. (c) Murphy, E. R.; Martinelli,
J.R;; Zaborenko, N.; Buchwald, S. L.; Jensen, K. F. Angew. Chem., Int. Ed.
2007, 46, 1734-1737.

(16) Fukuyama, T.; Rahman, T.; Kamata, N.; Ryu, I Beilstein J. Org.
Chem. 2009, S, Article 34.

720

dx.doi.org/10.1021/0p200037n |Org. Process Res. Dev. 2011, 15, 717-720





