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An Integrated Microreactor System for Self-Optimization of a Heck
Reaction: From Micro- to Mesoscale Flow Systems**
Jonathan P. McMullen, Matthew T. Stone, Stephen L. Buchwald,* and Klavs F. Jensen*

Continuous flow processes offer several advantages over
traditional batch synthesis including ease of scale up™? and
the ability to run reactions safely at extreme pressures and
temperatures.*®! Microreactors in particular have been
shown to have superior heat and mass transfer rates"
providing precise control of reaction conditions.'"”! These
attributes make microreactors ideal for fast reactions,'!
highly exothermic reactions,'” explosive reactions,™* and
reactions that involve energetic intermediates."*! The small
volume capacity of microreactors has also allowed the
efficient development of more sophisticated continuous flow
reactions on increasingly complex molecular targets since
they greatly reduce the quantities of materials needed to
optimize reaction conditions.® > However, the specialized
equipment required for microreactor flow systems also
increases the difficulty of screening reaction conditions in
parallel as is commonly performed in batch. Thus, developing
efficient strategies to optimize reaction conditions in a series
of consecutive experiments is particularly valuable for micro-
reactors. Towards this end we have developed a self-optimiz-
ing microreactor system that uses previous reaction data to
efficiently select future experiments. This approach allows
numerous parameters to be optimized simultaneously.
Several automated microreactors systems have been
developed that are capable of sampling a series of predeter-
mined reaction conditions. These systems often employ a
univariable approach in which only a single variable is
adjusted at a time.?" Such exhaustive searches are inherently
inefficient since they are likely to gather a significant
percentage of data points that are far away from the desired

[*] J. P. McMullen, Prof. K. F. Jensen

Department of Chemical Engineering
Novartis-MIT Center for Continuous Manufacturing
Massachusetts Institute of Technology
77 Massachusetts Avenue, Cambridge MA 02139 (USA)
Fax: (+1)617-258-8992
E-mail: kfiensen@mit.edu
Homepage: http://web.mit.edu/jensenlab/
Dr. M. T. Stone, Prof. S. L. Buchwald
Department of Chemistry
Novartis-MIT Center for Continuous Manufacturing
Massachusetts Institute of Technology
77 Massachusetts Avenue, Cambridge MA 02139 (USA)
E-mail: sbuchwal@mit.edu

[**] We thank Novartis AG for support of this work as well the staff of the
MIT Microsystems Technology Laboratories for assistance with
microfabrication, and Corning for generously providing an
Advanced-Flow Glass Reactor.

@ Supporting information for this article is available on the WWW
under http://dx.doi.org/10.1002/anie.201002590.

Online-Ausgabe unter
wileyonlinelibrary.com

© 2010 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

maximum. A more sophisticated automated microreactor
system based on Design of Experiment methods has also been
developed. Although this system is ideally suited for response
surface modeling, the approach is less efficient in terms of the
number of reactions required for an optimization.”” Integrat-
ing feedback into the reaction optimization could significantly
increase the speed and efficiency of the overall process by
directing the system away from lower yielding reaction
conditions.””) Furthermore, reaction optimization results
obtained in a microreactor are typically not limited by mass
or heat transfer effects. Consequently, moving from optimal
laboratory conditions to larger scale reactors can be more
easily achieved by integrating the observed chemical under-
standing with established chemical engineering reactor design
methods.*

Herein we describe a self-optimizing microreactor system
that employs a “black-box” optimization technique directed
by the Nelder-Mead Simplex Method.” The system was
shown to maximize the yield of a Heck reaction by adjusting
the equivalents of the alkene and the residence time. Upon
obtaining optimized conditions in a microreactor, the reaction
was scaled-up 50-fold in a mesoscale flow reactor. Reaction
conditions were surveyed in the mesoscale reactor and found
to be in good agreement with the yields observed in the
microreactor. The optimal residence time and equivalents of
alkene were then allowed to run in the mesoscale reactor for
22 reactor volumes (ca.2h) and upon purification the
resulting isolated yield was found to be in good agreement
with the online HPLC analysis.

We chose to examine the Heck reaction of 4-chloroben-
zotrifluoride (1) and 2,3-dihydrofuran (2; Scheme 1) since the
desired product 3 readily reacts with a second equivalent of
the aryl chloride.”™ Thus, the yield of the reaction is highly
dependent upon the number of equivalents of 2. Moreover,
developing flow conditions for the Heck reaction of aryl
halides would be desirable since this transformation is
commonly used in the synthesis of a variety of com-
pounds™-*" including active pharmaceutical ingredients,*"
fine chemicals,*” and natural products.’**? Although several
continuous flow Heck reactions of aryl halides have been
reported using microreactors, these works focused on the use
of heterogeneous palladium catalysts under ligandless con-
ditions and were therefore limited to aryl iodides or activated
aryl bromides as substrates.*>*!!

We began with the conditions that Fu and co-workers
reported to efficiently couple deactivated aryl bromides and
aryl chlorides with alkenes at room temperature. These
conditions were modified to avoid generating insoluble
ammonium salts and palladium black that would likely lead
to clogging in a microreactor.
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Scheme 1. Heck reaction of monoarylated product 3. Cy = cyclohexyl.
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A variety of solvents, phosphine ligands, and palladium
sources were screened to find conditions to solubilize the
ammonium salts and minimize formation of palladium black.
The combination of palladium(II) acetate and the tert-butyl-
MePhos ligand A, in n-butanol was found to be a highly active
and stable catalyst system that did not cause clogging when
the reaction was performed in a microreactor under flow
conditions. The reaction reached full conversion in less than
10 minutes with 1 mol% palladium at 90°C. At higher
reaction temperatures, palladium precipitated along the
microreactor channels and corresponded with a decrease in
the yield of 3. However, at 90°C, palladium deposition was
significantly slower and the reaction yield was stable over
long periods of time (see Figure S2 in the Supporting
Information).

The automated system maximized the yield of 3 by
varying the residence time and the ratio of alkene to aryl
chloride employed (Figure 1). The reaction components were
loaded into three syringes. The first contained a solution of 1,
amine base, ligand A, and palladium(II) acetate. The second
and third syringes contained neat 2 and n-butanol, respec-
tively. Manipulating the flow rates of these three syringes
allowed the number of equivalents of 2 and residence time to
be adjusted for each experiment, although the concentration
of the aryl chloride was always held constant at 1m. This
strategy could also be used to control other variables

Microreactor

Syringe pumps

Micromixer

Inline
HPLC

Temperature

Control Reaction
Flow-Rate Analysis/
Control Yield
- N
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Figure 1. Automated microreactor system incorporates feedback for
self-optimization of a chemical reaction. For the example Heck
reaction, syringe A contained the aryl chloride, amine base, and
palladium source, syringe B contained the alkene, and syringe C
contained n-butanol.
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including the concentration, catalyst loading,
pH value, ionic strength, and solvent composition.

The three solution streams were combined and
mixed in an interdigital micromixer and then heated
t0 90°Cin a 140 pL silicon microreactor. At the outlet
of the reactor, the concentration of the solution was
diluted to one third with acetonitrile to prevent
precipitation of the ammonium salt and for analysis
by HPLC. To ensure steady-state data collection, the
system was flushed for a period of approximately
three residence times before HPLC analysis was
initiated by the centralized control. A 2 pL sample of
the reaction stream was introduced into the HPLC apparatus
through an actuated six-port valve. The yield of the reaction
was calculated by comparison to an internal standard.

The optimization process was directed by the Nelder—
Mead Simplex Method.?” This technique is a “black-box”
optimization approach;*** therefore, no a priori reaction or
gradient information is required (a more detailed explanation
of this method is described in the Supporting Information).
This method creates an initial simplex consisting of
k + 1 vertices, where k is equal to the number of parameters
or variables. In the present work, we optimized the reaction
by adjusting two variables—residence time and equivalents of
alkene 2. The objective function value, the yield of the
monoarlyated product in this work, is evaluated at each of
these conditions and the next experimental conditions are
determined by reflecting the point with the worst yield about
the midpoint of the remaining k points. This sequential
process continues until it has been determined that none of
the possible reflections in the simplex will give a greater yield.
To locate the optimum with greater accuracy, the size of the
simplex contracts and the procedure is repeated until a
specified termination criterion is achieved. For the exper-
imental investigation, we chose to terminate the optimization
when the greatest difference between two yields in the
simplex was less than 3%. This termination criterion was
chosen since error in the HPLC analysis would make it
difficult to discriminate between yields that differ by less than
3%.

An upper boundary of 6.0 was placed on the equivalents
of 2 because this is near the maximum concentration of alkene
that can be obtained while maintaining a 1M concentration of
aryl choride 1. Any potential reaction conditions selected by
the optimization algorithm exceeding 6.0 equivalents were
projected onto this upper boundary. Although the yields at
this boundary line were performed and analyzed, these points
were “penalized” by substituting 0% into the optimization
algorithm. The use of a penalty function improves the
efficiency of the algorithm by preventing the simplex from
prematurely contracting or collapsing. To allow the system to
find optima that are located on the boundary, this penalty
function was removed after the simplex had contracted.

The first experiment for the optimization procedure was
chosen at 1.0 equivalent of 2 and a residence time of
3 minutes (Figure 2, Exp. 1). This initial experimental point
was selected based upon the knowledge that an observable
percentage of 3 was formed at these conditions. The so-called
“step-size”, a tunable parameter defined as the difference
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Figure 2. Optimization results for the Heck reaction depicted in Scheme 1. Results are indexed by experiment number (Exps. 1-19) and the
corresponding yield of 3. a) The data points for experiments that lie above the 6.0 equiv of alkene line (0) were projected toward the boundary
(6.0m) and penalized with a 0% yield in the optimization program. Yields at these points are parenthesized. b) The simplex size contracted to
refine the location of the optimal yield (m). Reaction yield values that were obtained with the larger simplex (@) included for reference.

between the points in the simplex, was chosen so that the
maximum difference between points in the simplex was a
residence time of 1.5 minutes and 2.0 equivalents of 2. We
chose this step-size to perform a broad search of the
parameter space without immediately exceeding the boun-
dary on the equivalents of 2, or sampling significantly longer
residence times where iterations would reduce the throughput
of the overall process.

The initial simplex (Figure 2, Exps. 1-3) indicated that the
yield of 3 improves as the residence time and the equivalents
of 2 were increased. The Simplex Method therefore reflected
the point in the simplex with the shortest residence time and
lowest number of equivalents of 2 (Figure 2, Exp. 1). This
trend continued until the number of equivalents of 2 exceeded
the boundary of 6.0 equivalents. This point was projected
back onto the boundary, the yield was determined, and then
penalized by converting the yield to 0% as previously
discussed. The Simplex Method then reflected the second
lowest yield and found a higher yield at a longer residence
time. At the longest residence times sampled by the simplex,
the yield of 3 decreased slightly, and the simplex contracted to
refine the search for the optimum. This contracted simplex
(Figure 2, Exps. 13-19) located the optimal conditions near a
residence time of 6 minutes and 5.0 equivalents of 2;
corresponding to yield of 83%. The entire optimization
process required approximately 6 g of the aryl chloride and
proceeded at a rate of approximately one experiment per
20 minutes, including the time required for HPLC analysis.

The overall picture of the reaction space showed that
increasing the number of equivalents of 2 resulted in an
optimum yield in the region of 4.5 to 5.5 equivalents. Lower
yields observed at the boundary may be a result of the fact
that the alkene has nearly replaced n-butanol as the solvent.
The yield also increased significantly with residence time until
reaching a plateau around 5.5 minutes. As is true with any
local search optimization routine, it is impossible to identify a
single optimum when there are several yields in a region that
are equivalent within experimental error. However, the
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ability to move quickly from an initial non-optimal point to
a higher yielding region is demonstrated in this example.

Once the optimal reaction conditions were determined
using smaller amounts of material in a microreactor, we
wanted to demonstrate that these optimized conditions could
be scaled up to obtain preparative quantities of the product.
Larger production rates could be accomplished by increasing
the number of parallel microreactors (“scaling out”).!
Although this approach could be feasible for small-scale
production, problems such as uniform fluid distribution,
process control, packaging, and the cost of multiple micro-
reactors are significant concerns when trying to scale a
reaction up by 50-fold. However, in contrast to the scale up of
small batch reactors where yields can be highly influenced by
transport phenomenon, the enhanced mixing and heat trans-
fer rates in microreactors should allow the reaction to be
kinetically controlled. Therefore it should be possible to
operate the reaction in a mesoscale flow reactor and retain
similar reaction yields, provided that the relevant features
from the microreactor are mimicked on the larger scale.

To evaluate a Heck reaction of 1 and 2 at a 50-fold larger
scale, a 7 mL Corning Advanced-Flow Glass Reactor module
was employed. The reaction components were stored in two
separate solution reservoirs. The first contained aryl chloride
1, the amine base, phosphine ligand A, and palladium(II)
acetate. The second reservoir contained a solution of the 2 in
n-butanol. The solutions were pumped into the flow reactor
with dual piston pumps and the residence time was controlled
by varying their flow rates. The number of equivalents of
alkene was adjusted by changing the concentration of 2 in the
reservoir solution. Upon exiting the flow reactor the reaction
stream was diluted to one seventh for analysis of the yield by
HPLC.

Nine different reaction conditions were selected that
encompassed the region containing the optimum yields as
previously determined in the microreactor. The residence
times and initiation of HPLC analysis were directed by an
automated centralized control, although there was no feed-
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back involved in the system. As shown in Figure 3, the highest
yielding conditions were determined to have a residence time
of 5.5 or 6.5 minutes at 5.0 equivalents of 2. These results
indicate that the optimal conditions were successfully trans-
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Figure 3. Yields of 50-fold reaction scale up in mesoscale flow reactor
(A). The reaction yields (@) obtained in the microreactor are shown
for comparison.

lated from the microreactor to the mesoscale system. To
validate the yields obtained by HPLC analysis, the reaction
was run under the optimal conditions of 5.5 minutes and
5.0 equivalents of alkene for just over two hours, during which
time 168 mL of crude solution was collected. The monoary-
lated product was isolated by distillation and chromatography
to provide 26.9 g of 3 with a yield of 80%. This is in good
agreement with the yields determined by HPLC analysis and
corresponds to an annual production rate of 114 kg/year.

In summary we have demonstrated the rapid optimization
of a Heck reaction using a completely automated micro-
reactor system with feedback control and optimization
algorithms. Optimal reaction conditions in the microreactor
were determined after 19 automated experiments and
required a relatively small amount of starting material. The
reaction was then successfully scaled up 50-fold using the
optimal conditions determined by the microreactor system.
The integration of automation into continuous flow systems
presents an efficient new approach to reaction development.
The system has the ability to perform quick and efficient
multiparameter reaction optimizations in the laboratory and
directly scale these results to larger systems thereby reducing
process lead times. Additional advancements of this technol-
ogy include the development of more sophisticated optimi-
zation techniques, the protocols to automate, optimize, and
scale-up biphasic reactions, and the logic necessary to
automate and optimize multistage microchemical processes.

Experimental Section

A custom fabricated silicon micoreactor was used for the automated
optimization and was created using a standard photolithography and
deep reactive ion etching (DRIE) techniques, respectively. The
channel dimensions of the microreactor were 400 x 400 um. Reactor
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temperature was measured with a thermocouple and controlled by
adjusting the power cycle of a thermoelectric (TE) module.

A 7 mL Corning Advanced-Flow Glass Reactor was used for the
mesoscale reaction. The channels of the reactor correspond to 0.7 mm
in depth and 4 mm in width. A circulating temperature bath pumped
water at 15Lmin"' through the integrated heat exchanger to
maintain a reactor temperature of 90°C. To ensure a high degree of
mixing, a commercial HPLC gradient mixer that was packed with
stainless steel ball bearings was added immediately upstream of the
reactor. Specific details of equipment and work available in the
Supporting Information.

Received: April 30, 2010
Published online: August 19, 2010

Keywords: arenes - C—C coupling - microreactors - palladium -
synthetic methods

[1] B. K. Vankayala, P. Lob, V. Hessel, G. Menges, C. Hoffman, D.
Metzke, U. Krtschil, H.-J. Kost, Int. J. Chem. React. Eng. 2007, 5.
[2] N. de Mas, A. Giinther, T. Kraus, M. A. Schmidt, K. F. Jensen,
Ind. Eng. Chem. Res. 2005, 44, 8997.
[3] S. Marre, J. Park, J. Rempel, J. Guan, M. G. Bawendi, K. F.
Jensen, Adv. Mater. 2008, 20, 4330.
[4] E.R. Murphy, J. R. Martinelli, N. Zaborenko, S. L. Buchwald,
K. F. Jensen, Angew. Chem. 2007, 119, 1764; Angew. Chem. Int.
Ed. 2007, 46, 1734.
[5] T. Razzaq, T. N. Glasnov, C. O. Kappe, Eur. J. Org. Chem. 2009,
1321.
[6] E.M. Chan, A.P. Alivisatos, R. A. Mathies, J. Am. Chem. Soc.
2005, 127, 13854.
[7] A.J. deMello, Nature 2006, 442, 394.
[8] P. Watts, C. Wiles, Chem. Commun. 2007, 443.
[9] K. F Jensen, Chem. Eng. Sci. 2001, 56, 293.
[10] V. Hessel, H. Lowe, Chem. Eng. Technol. 2005, 28, 267.
[11] J.-i. Yoshida, A. Nagaki, T. Yamada, Chem. Eur. J. 2008, 14, 7450.
[12] J. Pelleter, F. Renaud, Org. Process Res. Dev. 2009, 13, 698.
[13] X.N. Zhang, S. Stefanick, F. J. Villani, Org. Process Res. Dev.
2004, 8, 455.
[14] R. C. R. Wootton, R. Fortt, A. J. de Mello, Lab Chip 2002, 2, 5.
[15] B.P. Mason, K. E. Price, J. L. Steinbacher, A. R. Bogdan, D. T.
McQuade, Chem. Rev. 2007, 107, 2300.
[16] B. Ahmed-Omer, J. C. Brandt, T. Wirth, Org. Biomol. Chem.
2007, 5, 733.
[17] P. Watts, C. Wiles, Org. Biomol. Chem. 2007, 5, 727.
[18] C.-C.Lee, G. Sui, A. Elizarov, C. J. Shu, Y.-S. Shin, A. N. Dooley,
J. Huang, A. Daridon, P. Wyatt, D. Stout, H. C. Kolb, O. N. Witte,
N. Satyamurthy, J. R. Heath, M. E. Phelps, S. R. Quake, H.-R.
Tseng, Science 2005, 310, 1793.
[19] J. Kobayashi, Y. Mori, K. Okamoto, R. Akiyama, M. Ueno, T.
Kitamori, S. Kobayashi, Science 2004, 304, 1305.
[20] A. Herath, R. Dahl, N. D. P. Cosford, Org. Lett. 2009, 12, 412.
[21] A. Sugimoto, T. Fukuyama, M. T. Rahman, I. Ryu, Tetrahedron
Lett. 2009, 50, 6364.
[22] K. Koch, B.J. A. van Weerdenburg, J. M. M. Verkade, P.J.
Nieuwland, F. P.J. T. Rutjes, J. C. M. van Hest, Org. Process
Res. Dev. 2009, 13, 1003.
[23] S. Krishnadasan, R.J. C. Brown, A.J. deMello, J. C. deMello,
Lab Chip 2007, 7, 1434.
[24] R. H. Perry, D. W. Green, Perry’s Chemical Engineers’ Hand-
book, McGraw-Hill, New York, 1997.
[25] O. Levenspiel, Chemical Reaction Engineering, 3rd ed., Wiley,
New York, 1999.
[26] H.S. Fogler, Elements of Chemical Reaction Engineering, 4th
ed., Prentice Hall, Upper Saddle River, NJ, 2006.
[27] J. A. Nelder, R. Mead, Comput. J. 1965, 7, 308.

www.angewandte.de

Chemie

7233


http://dx.doi.org/10.1021/ie050472s
http://dx.doi.org/10.1002/adma.200801579
http://dx.doi.org/10.1002/ange.200604175
http://dx.doi.org/10.1002/anie.200604175
http://dx.doi.org/10.1002/anie.200604175
http://dx.doi.org/10.1002/ejoc.200900077
http://dx.doi.org/10.1002/ejoc.200900077
http://dx.doi.org/10.1021/ja051381p
http://dx.doi.org/10.1021/ja051381p
http://dx.doi.org/10.1038/nature05062
http://dx.doi.org/10.1039/b609428g
http://dx.doi.org/10.1002/ceat.200407167
http://dx.doi.org/10.1002/chem.200800582
http://dx.doi.org/10.1021/op8002695
http://dx.doi.org/10.1021/op034193x
http://dx.doi.org/10.1021/op034193x
http://dx.doi.org/10.1039/b111286d
http://dx.doi.org/10.1021/cr050944c
http://dx.doi.org/10.1039/b615072a
http://dx.doi.org/10.1039/b615072a
http://dx.doi.org/10.1039/b617327f
http://dx.doi.org/10.1126/science.1118919
http://dx.doi.org/10.1126/science.1096956
http://dx.doi.org/10.1016/j.tetlet.2009.08.089
http://dx.doi.org/10.1016/j.tetlet.2009.08.089
http://dx.doi.org/10.1021/op900139u
http://dx.doi.org/10.1021/op900139u
http://dx.doi.org/10.1039/b711412e
http://www.angewandte.de

Zuschriften

7234

[28] A.F. Littke, G. C. Fu, J. Am. Chem. Soc. 2001, 123, 6989.

[29] L. P. Beletskaya, A. V. Cheprakov, Chem. Rev. 2000, 100, 3009.

[30] M. Oestreich, The Mizoroki-Heck Reaction, Wiley, Chichester,
2009.

[31] M. Prashad, Palladium-Catalyzed Heck Arylations in the Syn-
thesis of Active Pharmaceutical Ingredients, Vol. 6, Springer,
Berlin, 2004.

[32] J. G. de Vries, Can. J. Chem. 2001, 79, 1086.

[33] K. C. Nicolaou, P. G. Bulger, D. Sarlah, Angew. Chem. 2005, 117,
4516; Angew. Chem. Int. Ed. 2005, 44, 4442.

[34] A.B. Dounay, L. E. Overman, Chem. Rev. 2003, 103, 2945.

[35] N. Nikbin, M. Ladlow, S. V. Ley, Org. Process Res. Dev. 2007, 11,
458.

[36] T.N. Glasnov, S. Findenig, C. O. Kappe, Chem. Eur. J. 2009, 15,
1001.

[37] B. Altava, M. I. Burguete, E. Garcia-Verdugo, N. Karbass, S. V.
Luis, A. Puzary, V. Sans, Tetrahedron Lett. 2006, 47, 2311.

[38] G. Shore, S. Morin, M. G. Organ, Angew. Chem. 2006, 118, 2827,
Angew. Chem. Int. Ed. 2006, 45, 2761.

[39] N. Karbass, V. Sans, E. Garcia-Verdugo, M. I. Burguete, S. V.
Luis, Chem. Commun. 2006, 3095.

[40] U. Kunz, A. Kirschning, H. L. Wen, W. Solodenko, R. Cecilia,
C. O. Kappe, T. Turek, Catal. Today 2005, 105, 318.

[41] S.F Liu, T. Fukuyama, M. Sato, I. Ryu, Org. Process Res. Dev.
2004, 8, 477.

[42] D. M. Himmelblau, Applied Nonlinear Programming McGraw-
Hill Book Company, New York, 1972.

[43] S.N. Deming, S. L. Morgan, Anal. Chem. 1973, 45, A278.

[44] T.F. Edgar, D. M. Himmelblau, Optimization of Chemical
Processes, McGraw-Hill Book Company, New York, 1988.

www.angewandte.de

© 2010 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

Angew. Chem. 2010, 122, 7230-7234


http://dx.doi.org/10.1021/ja010988c
http://dx.doi.org/10.1021/cr9903048
http://dx.doi.org/10.1139/cjc-79-5-6-1086
http://dx.doi.org/10.1002/ange.200500368
http://dx.doi.org/10.1002/ange.200500368
http://dx.doi.org/10.1002/anie.200500368
http://dx.doi.org/10.1021/cr020039h
http://dx.doi.org/10.1021/op7000436
http://dx.doi.org/10.1021/op7000436
http://dx.doi.org/10.1002/chem.200802200
http://dx.doi.org/10.1002/chem.200802200
http://dx.doi.org/10.1016/j.tetlet.2006.02.023
http://dx.doi.org/10.1002/ange.200503600
http://dx.doi.org/10.1002/anie.200503600
http://dx.doi.org/10.1039/b603224a
http://dx.doi.org/10.1016/j.cattod.2005.06.046
http://dx.doi.org/10.1021/op034200h
http://dx.doi.org/10.1021/op034200h
http://www.angewandte.de

