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The difluoromethyl-containing Hantzsch 1,4-dihydropyridines were synthesized in good yields by a one-pot cyclocondensation 
of ethyl difluoroacetoacetate (EDFAA), a variety of aromatic aldehydes and ammonium acetate under solvent and catalyst free 
conditions. The comparison of reaction conditions and products was made among the different 1,3-carbonyl substrates (ethyl 
acetoacetate, ethyl difluoroacetoacetate and ethyl trifluoroacetoacetate) for the Hantzsch reaction. 
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1  Introduction 

Recently, difluoromethyl-containing compounds have been 
increasingly applied in pharmaceuticals, agrochemicals and 
other fields as the incorporation of the difluoromethyl group 
into biologically active compounds often gives rise to unique 
physiological activities [1–6]. Therefore, much effort has 
been made to develop novel and efficient methods to intro-
duce the difluoromethyl group into molecules [7, 8]. The 
ethyl difluoroacetoacetate is a commercially available di-
fluorinated building block, which can undergo several reac-
tions to form difluoromethyl-containing compounds [8–10]. 
However, little is known about the reactivity, properties and 
products of this useful difluoro-containing building block 
when it is used as a component in the multicomponent reac-
tions which is a powerful tool for the construction of diverse 
and complex molecules. There are only a few scattered re-
ports concerning three-component reactions based on ethyl 

difluoroacetoacetate [11]. Herein, we report a novel and 
efficient synthesis of the difluoromethyl-containing 1,4- 
dihydropyridines under solvent and catalyst free conditions 
without additional dehydrating agent (Scheme 1). 

2  Results and discussion 

At the initiation of the modified Hantzsch reaction, the 
condensation of ethyl difluoroacetoacetate (EDFAA) with 
benzaldehyde and ammonium acetate has been selected as a 
model reaction to investigate the reaction conditions 
(Scheme 2). Generally, the catalyst plays a key role in de-
termining the speed of the conventional Hantzsch reaction 
[12, 13]. However, our preliminary experiments showed 
that the reaction could proceed efficiently in the absence of 
the catalyst and the reaction time was not significantly 
shortened in the presence of catalysts such as piperidine. 
The next step in our study was to focus on the search for the 
optimum reaction conditions. 

Recently, much of our effort has involved the development  
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Scheme 1  Synthesis of difluoromethyl containing 1,4-dihydropyridines 3a–k under solvent and catalyst free conditions. 

 

Scheme 2  Model reaction for the synthesis of 3a under solvent and catalyst free conditions. 

of the multicomponent reactions such as Hantzsch reaction 
under solvent-free conditions [14–17]. Thus, the first ex-
periments were conducted at different temperatures under 
solvent-free conditions. Table 1 shows the yields of prod-
ucts were strongly dependent on the temperature. The 
higher yield was obtained at 100 °C, whereas a further in-
crease in temperature showed no improvement in the yield. 
Although the desired product was also obtained in boiling 
ethanol, long reaction time has been required and the yield 
was unsatisfactory. 

In addition, effects of the molar ratio of benzaldehyde to 
EDFAA to ammonium acetate on this reaction were also 
investigated. It was found that when the molar ratio was 
1:2.4:1, the reaction was finished within 5 h to give satis-
factory yield (83%) at 100 °C under solvent-free condition. 
An increase in the amount of EDFAA or ammonium acetate 
could not enhance the yield of the product.  

Under the optimized reaction condition, a variety of al-
dehydes were used to react with EDFAA and ammonium 
acetate to synthesize the desired 1,4-dihydropyridines. Both  

Table 1  Yields for the synthesis of 3a under the solvent-free condition at 
different temperatures 

Temperature (°C) Solvent Time (h) Yield (%) a,b) 

reflux ethanol >24 72 

rt neat >48 15 

40 neat >48 30 

60 neat >48 47 

80 neat 12 68 

100 neat 5 80 

120 neat 5 81 

a) Yields were based on GC analysis; b) the molar ratio of benzaldehyde 
to EDFAA to ammonium acetate is 1:2:1. 

aliphatic and aromatic aldehydes could give good yields of 
1,4-dihydropyridines. Furthermore, the presence of electron- 
withdrawing or electron-donating substituents on the aro-
matic ring did not make any difference in the yield of the 
product. 

For comparison, the reaction conditions and products of 
different types of 1,3-dicarbonyl substrates (ethyl acetoace-
tate, ethyl difluoroacetoacetate and ethyl trifluoroacetoace-
tate) for the Hantzsch reaction are summarized in Scheme 3. 
When ethyl acetoacetate served as the substrate, cyclization 
reaction took place with low selectivity and low yield at  
80 °C under solvent-free condition and gave mixtures of 
1,4- and 1,2-dihydropyridine [17]. The classical 1,4-dihy-      
dropyridine (III) was the major product when the reaction 
was conducted in the presence of the catalysts under stan-
dard Hantzsch conditions. In the case of ethyl trifluoroace-
toacetate, the corresponding 2,6-bis(trifluoromethyl)-2,6- 
dihydroxy-4-phenyl-3,5-pip-eridinedicarboxylate (II) was 
obtained in refluxing ethanol for several hours. This inter-
mediate could be further dehydrated to 1,4-dihydropyridine 
(IV) by using suitable dehydration agents such as sulfuric 
acid, toluenesulfonic acid and trifluoroacetic anhydride [18, 
19]. As to our work in this paper, no matter what the reac-
tion conditions were, under reflux conditions or solvent free 
conditions, the reaction of ethyl difluoroacetoacetate with 
aldehyde and ammonium acetate yielded the 1,4-DHP 
product in good yield in the absence of catalysts. The unde-
sired products such as undehydrated products and the iso-
mers of 1,4-dihydropyridine were not observed. Scheme 3 
shows the number of fluorine atoms on methyl group in 
ethyl acetoacetate has a significant impact on the process of 
Hantzsch reaction and the formation of products. 

In conclusion, we report an efficient and practical ap-
proach to the synthesis of difluoromethyl-containing 1,4- 
dihydropyridines through a solvent and catalyst free one-pot 
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Scheme 3  The comparison of reaction conditions and products among the different 1,3-carbonyl substrates for the Hantzsch reaction. 

three-component condensation of ethyl difluoroacetoacetate, 
aldehydes and ammonium acetate without additional dehy-
drating agent. 

3  Experimental 

3.1  Materials and instruments 

All reagents were of analytic grade and obtained from 
commercial suppliers and used without further purification. 
Melting points were measured in an open capillary using 
Büchi melting point B-540 apparatus and are uncorrected. 
1H NMR and 13C NMR spectra were recorded on a Bruker 
AM-400 spectrometer (400 MHz and 100 MHz, respec-
tively) using TMS as the internal standard. The 19F NMR 
was obtained using a Bruker AM-400 spectrometer (376 
MHz) and measured with external CF3CO2H as the standard. 
CDCl3 was used as NMR solvent for all cases. Gas chro-
matography-mass spectra (GC-MS) were recorded on HP 
5973 MSD with 6890 GC. High resolution mass spectra 
(HRMS) were recorded under electron impact conditions 
using a MicroMass GCT CA 055 instrument and recorded 
on a MicroMass LCTTM spectrometer. Column chroma-
tography was carried out with Merck 60 (230–400 mesh) 
silica gel.  

3.2  General procedure for the synthesis of 3a–k  

To a stirred ethyl difluoroacetoacetate (2.4 mmol), aldehyde 
(1 mmol) and ammonium acetate (1.2 mmol) were added. 

The mixture was stirred at 100 °C for 4–5 h until the reac-
tion was completed (monitored by TLC). Then, the reaction 
mixture was treated with brine solution (10 mL), extracted 
with dichloromethane (3 × 10 mL) and dried over anhydrous 
Na2SO4, filtered and concentrated under reduced pressure to 
leave the crude product which was purified by chromatog-
raphy over silica gel.  

Diethyl 2,6-bis(difluoromethyl)-4-phenyl-1,4-dihydro pyri-
dine-3,5-dicarboxylate (3a)    

Yield 75% (isolated yield and the same below), white solid, 
mp 88.1–88.3 °C. 1H NMR:  = 1.26 (t, J = 7.2 Hz, 6H), 
4.13–4.21 (m, 4H), 5.10 (s, 1H), 7.07 (s, 1H), 7.21–7.29 (m, 
5H), 7.44 (t, JHF = 54.4 Hz, 2H) ppm; 13C NMR:  = 14.0, 
39.7, 61.2, 108.4 (t, 3JCF = 5.6 Hz), 108.9 (t, 1JCF = 239.4 Hz), 
127.4, 128.1, 128.5, 137.4 (t, 2JCF = 22.1 Hz), 144.8, 165.0 
ppm; 19F NMR:  = 121.5 (d, J = 54.4 Hz, 2F), 121.8 (d,  
J = 54.4 Hz, 2F) ppm; HRMS (EI) for C19H19F4NO4, calcd: 
401.1250, found: 401.1251.   

Diethyl 2,6-bis(difluoromethyl)-4-(4-methylphenyl)-1,4-dihy-      
dropyridine-3,5-dicarboxylate (3b) 

Yield 77%, white solid, mp 92.1–92.4 °C. 1H NMR:  = 

1.27 (t, J = 7.1 Hz, 6H), 2.31 (s, 3H), 4.13–4.20 (m, 4H), 
5.05 (s, 1H), 7.03 (s, 1H), 7.08–7.18 (m, 4H), 7.42 (t, JHF = 

54.2 Hz, 2H) ppm; 13C NMR:  = 14.0, 21.1, 39.2, 61.1, 
108.4 (t, 3JCF = 5.7 Hz), 108.9 (t, 1JCF = 239.5 Hz), 128.0, 
129.2, 137.1, 137.2 (t, 2JCF = 22.0 Hz), 141.9, 165.1 ppm; 
19F NMR:  = 121.5 (d, J = 54.2 Hz, 2F), 121.8 (d, J = 

54.2 Hz, 2F) ppm; HRMS (EI) for C20H21F4NO4, calcd: 
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415.1407, found: 415.1346. 

Diethyl 2,6-bis(difluoromethyl)-4-(4-bromophenyl)-1,4-dihy-  
dropyridine-3,5-dicarboxylate (3c)  

Yield 70%, white solid, mp 85.9–86.8 °C. 1H NMR:  = 

1.26 (t, J = 7.1 Hz, 6H), 4.13–4.22 (m, 4H), 5.06 (s, 1H), 
7.05 (s, 1H), 7.16 (d, J = 7.6 Hz, 2H), 7.41 (d, J = 8.4 Hz, 
2H), 7.42 (t, JHF = 54.2 Hz, 2H) ppm; 13C NMR:  = 14.0, 
39.4, 61.3, 107.9 (t, 3JCF = 5.7 Hz), 108.8 (t, 1JCF = 239.7 Hz), 
121.4, 129.8, 131.6, 137.6 (t, 2JCF = 22.2 Hz), 143.7, 164.8 
ppm; 19F NMR:  = 121.6 (d, J = 54.2 Hz, 2F), 121.7 (d,  
J = 54.2 Hz, 2F) ppm; HRMS (EI) for C19H18BrF4NO4, 
calcd: 479.0355, found: 479.0357. 

Diethyl 2,6-bis(difluoromethyl)-4-(4-methoxyphenyl)-1,4-dihy-    
dropyridine-3,5-dicarboxylate (3d)  

Yield 73%, white solid, mp 81.8–82.1 °C. 1H NMR:  = 

1.26 (t, J = 7.1 Hz, 6H), 3.78 (s, 3H), 4.12–4.21 (m, 4H), 
5.07 (s, 1H), 6.96 (d, J = 8.4 Hz, 2H), 7.02 (s, 1H), 7.19 (d,  
J = 8.6 Hz, 2H), 7.42 (t, JHF = 54.3 Hz, 2H) ppm; 13C NMR: 
 = 14.0, 38.8, 55.2, 61.1, 108.6 (t, 3JCF = 5.7 Hz), 109.0 (t, 
1JCF = 240.8 Hz), 113.8, 129.2, 137.1 (t, 2JCF = 22.0 Hz), 
158.9, 165.1 ppm; 19F NMR:  = 121.5 (d, J = 54.3 Hz, 2F), 
121.7 (d, J = 54.3 Hz, 2F) ppm; HRMS (EI) for C20H21F4-    
NO5, calcd: 431.1356, found: 431.1359.   

Diethyl 2,6-bis(difluoromethyl)-4-(4-fluorophenyl)-1-dihy-     
dropyridine-3,5-dicarboxylate (3e)  

Yield 65%, white solid, mp 81.5–82.0 °C. 1H NMR:  = 

1.25 (t, J = 7.1 Hz, 6H), 4.13–4.22 (m, 4H), 5.07 (s, 1H), 
7.02 (s, 1H), 6.94–7.26 (m, 4H), 7.42 (t, JHF = 54.4 Hz, 2H) 
ppm; 13C NMR:  = 14.0, 39.0, 61.2, 108.2 (t, 3JCF = 5.6 Hz), 
108.9 (t, 1JCF = 239.6 Hz), 115.2 (d, J = 21.3 Hz), 129.6 (d, J 

= 8.0 Hz), 137.4 (t, 2JCF = 22.1 Hz), 140.6, 160.8, 163.3, 
164.8 ppm; 19F NMR:  = 114.9– 115.0 (m, 1F), 121.6 
(d, J = 54.3 Hz, 2F), 121.7 (d, J = 54.3 Hz, 2F) ppm; HRMS 
(EI) for C19H18F5NO4, calcd: 419.1156, found: 419.1157.     

Diethyl 2,6-bis(difluoromethyl)-4-(3-cyanophenyl)-1,4-dihy-    
dropyridine-3,5-dicarboxylate (3f)  

Yield 75%, white solid, mp 141.3–142.7 °C. 1H NMR:  = 

1.25 (t, J = 7.0 Hz, 6H), 4.13–4.21 (m, 4H), 5.13 (s, 1H), 
7.15 (s, 1H), 7.38–7.56 (m, 6H) ppm; 13C NMR:  = 14.0, 
39.7, 61.5, 107.4 (t, 3JCF = 5.6 Hz), 108.7 (t, 1JCF = 241.5 Hz), 
112.5, 118.7, 129.5, 131.1, 131.8, 132.6, 138.1 (t, 2JCF = 

22.3 Hz), 146.1, 164.5 ppm; 19F NMR:  = 121.6 (s, 2F), 
121.7 (s, 2F) ppm; HRMS (EI) for C20H18F4N2O4, calcd: 
426.1203, found: 426.1205.     

Diethyl 2,6-bis(difluoromethyl)-4-(4-bromo-2-chlorophenyl)- 
1,4-dihydropyridine-3,5-dicarboxylate (3g) 

Yield 65%, white solid, mp 88.7–89.0 °C. 1H NMR:  = 

1.24 (t, J = 7.2 Hz, 6H), 4.12–4.20 (m, 4H), 5.51 (s, 1H), 
7.10 (s, 1H), 7.24 (d, J = 8.4 Hz, 1H), 7.34–7.54 (m, 4H) 

ppm; 13C NMR:  = 14.1, 37.1, 61.3, 107.7 (t, 3JCF = 5.6 Hz), 
108.7 (t, 1JCF = 241.3 Hz), 121.5, 130.7, 132.2, 132.6, 133.5, 
137.9 (t, 2JCF = 22.2 Hz), 142.1, 164.8 ppm; 19F NMR:  = 

121.9 (s, 2F), 121.0 (s, 2F) ppm; HRMS (EI) for 
C19H17BrClF4NO4, calcd: 514.6932, found: 514.9946.    

Diethyl 2,6-bis(difluoromethyl)-4-(2,3-difluorophenyl)-1,4- 
dihydropyridine-3,5-dicarboxylate (3h)  

Yield 68%, white solid, mp 112.0–113.7 °C. 1H NMR:  = 

1.23 (t, J = 7.2 Hz, 6H), 4.13–4.16 (m, 4H), 5.42 (s, 1H), 
7.00–7.11 (m, 4H), 7.43 (t, JHF = 54.4 Hz, 2H) ppm; 13C 
NMR:  = 13.7, 33.9, 61.3, 106.9 (t, 3JCF = 5.6 Hz), 108.6 (t, 
1JCF = 239.7 Hz), 116.1 (d, J = 17.4 Hz), 124.1 (dd, J1 = 4.8 
Hz, J2 = 6.6 Hz), 125.4, 134.8 (d, J = 11.0 Hz), 138.2 (t, 2JCF 

= 22.2 Hz), 149.1 (dd, J1 = 13.2 Hz, J2 = 30.1 Hz), 151.7 (d, 
J = 13.6 Hz), 164.7 ppm; 19F NMR:  = 122.1 (s, 2F), 
122.3 (s, 2F), 138.9 (d, J = 18.7 Hz, 1F), 141.4 (d, J = 

20.6 Hz, 1F) ppm; HRMS (EI) for C19H17F6NO4, calcd: 
437.1062, found: 437.1063.  

Diethyl 2,6-bis(difluoromethyl)-4-(4-chloro-2-(trifluoromethyl) 
phenyl)-1,4-dihydropyridine-3,5-dicarboxylate (3i) 

Yield 76%, white solid, mp 88.6–89.4 °C. 1H NMR:  = 

1.22 (t, J = 7.1 Hz, 6H), 4.05–4.28 (m, 4H), 5.71 (s, 1H), 
7.10 (s, 1H), 7.24–7.56 (m, 5H) ppm; 13C NMR:  = 13.8, 
35.3 (q, J = 3.7 Hz), 61.4, 108.8 (t, 1JCF = 241.2 Hz), 109.0 (t, 
3JCF = 5.6 Hz), 122.6 (q, J = 275.3 Hz),127.1 (q, J = 5.1 Hz), 
128.6 (q, J = 31.1 Hz), 132.7, 132.9, 133.8, 137.7 (t, 2JCF = 

22.3 Hz), 142.3, 164.8 ppm; 19F NMR:  = 56.1 (s, 3F), 
121.7 (d, J = 54.1 Hz, 2F), 121.9 (d, J = 54.1 Hz, 2F) ppm; 
HRMS (EI) for C20H17ClF7NO4, calcd: 503.0734, found: 
503.0737.  

Diethyl 2,6-bis(difluoromethyl)-4-propyl-1,4-dihydropyridine- 
3,5-dicarboxylate (3j)  

Yield 70%, oil. 1H NMR:  = 0.87 (t, J = 7.1 Hz, 3H), 
1.22–1.40 (m, 10H), 4.05 (t, J = 5.7 Hz, 1H), 4.21–4.31 (m, 
4H), 7.03 (s, 1H), 7.36 (t, JHF = 54.3 Hz, 2H) ppm; 13C NMR: 
 = 13.9, 14.1, 17.6, 33.1, 38.0, 61.0, 107.9 (t, 3JCF = 5.7 Hz), 
108.8 (t, 1JCF = 240.2 Hz), 138.5 (t, 2JCF = 22.0 Hz), 165.4 
ppm; 19F NMR:  = 121.3 (d, J = 54.3 Hz, 2F), 121.4 (d,  
J = 54.3 Hz, 2F) ppm; HRMS (EI) for C16H21F4NO4, calcd: 
367.1407, found: 367.1408.    

Diethyl 2,6-bis(difluoromethyl)-4-ethyl-1,4-dihydropyridine- 
3,5-dicarboxylate (3k)  

Yield 70%, oil. 1H NMR:  = 0.84 (t, J = 7.5 Hz, 3H), 1.35 (t, 
J = 7.1 Hz, 6H), 1.44–1.51 (m, 2H), 4.04 (t, J = 5.4 Hz, 1H), 
4.21–4.36 (m, 4H), 7.01 (s, 1H), 7.40 (t, JHF = 54.3 Hz, 2H) 
ppm; 13C NMR:  = 8.7, 14.1, 28.4, 34.4, 61.0, 107.3 (t, 3JCF 

= 5.6 Hz), 108.8 (t, 1JCF = 240.2 Hz), 138.6 (t, 2JCF = 22.0 
Hz), 165.4 ppm; 19F NMR:  = 121.2 (d, J = 54.3 Hz, 2F), 
121.3 (d, J = 54.3 Hz, 2F) ppm; HRMS (EI) for 
C15H19F4NO4, calcd: 353.1250, found: 353.1261. 



 LI Hui, et al.   Sci China Chem   July (2010) Vol.53 No.7 1513 

This work was supported by the National Basic Research Program of 
China (2010CB126101), Shanghai Foundation of Science and Technology 
(09391911800), the National High Technology Research and Development 
Program of China (2006AA10A201), and the Shanghai Leading Academic 
Discipline Project (B507). 

1 Kirsch P. Modern Fluoroorganic Chemistry. Weinheim: Wiley-VCH, 
2004 

2 Goure WF, Leschinsky KL, Wratten SJ, Chupp JP. Synthesis and herbi-     
cidal activity of N-substituted 2,6-bis(polyfluoromethyl) dihydropyri-       
dine-3,5-dicarboxylates. J Agric Food Chem, 1991, 39: 981–986 

3 Ojima I, Lin S, Slater JC, Wang T, Pera P, Bernacki RJ, Ferlin C, 
Scambia G. Syntheses and biological activity of C-3′-difluoromethyl- 
taxoids. Bioorg Med Chem, 2000, 8: 1619–1628 

4 Phlip LG, Keith LJ. WO patent, 2009002809, 2008-12-31 
5 Brookes PS, Richard F. US patent, 2009149540, 2009-06-11 
6 Colarusso S, Gerlach B, Koch U, Muraglia E, Conte I, Stansfield I, 

Matassa VG, Narjes F. Evolution, synthesis and SAR of tripeptide 
-ketoacid Inhibitors of the hepatitis C virus NS3/NS4A serine pro-      
tease. Bioorg Med Chem Lett, 2002, 12: 705–708 

7 Hu JB, Zhang W, Wang F. Selective difluoromethylation and mon-     
ofluoromethylation reactions. Chem Commun, 2009, 7465–7478 

8 Hu JB. Nucleophilic, radical, and electrophilic (phenylsulfonyl) di-     
fluoromethylations. J Fluorine Chem, 2009, 130: 1130–1139 

9 Jagodzinska M, Huguenot F, Zanda M. Studies on a three-step 
preparation of -fluoroalkyl acrylates from fluoroacetic esters.   
Tetrahedron, 2007, 63: 2042–2046 

10 Pryadeina MV, Kuzueva OG, Burgart YV, Saloutin VI, Lyssenko  

KA, Antipin MY. Reactions of fluorine-containing 3-oxo esters with 
aldehydes. J Fluorine Chem, 2002, 117: 1–7 

11 Saloutin VI, Burgart YV, Kuzueva OG, Kappe CO, Chupakhin ON. 
Biginelli condensations of fluorinated 3-oxo esters and 1,3-diketones. 
J Fluorine Chem, 2000, 103: 17–23 

12 Saini A, Kumar S, Sandhu JS. Hantzsch reaction: Recent advances in 
Hantzsch 1,4-dihydropyridines. J Indust Res, 2008, 67: 95–111 

13 Reddy GM, Shiradkar M, Chakravarthy AK. Chemical and pharmacological 
significance of 1,4-dihydropyridines. Curr Org Chem, 2007, 11: 847–852 

14 Liu NJ, Cao S, Wu JJ, Yu JL, Shen L, Feng X, Qian XH. Solvent- 
free Ugi four-component condensation: Application to synthesis of 
philanthotoxins-12 analogues. Tetrahedron, 2008, 64: 3966–3974 

15 Shen L, Cao S, Liu NJ, Wu JJ, Feng X, Qian XH. Ytterbium (III) 
perfluorooctanoate-catalyzed one-pot three-component synthesis of 
fully substituted pyrazoles under solvent-free conditions. Synlett, 
2008, 9: 1341–1344 

16 Shen L, Zhang J, Cao S, Yu JL, Liu NJ, Wu JJ, Qian XH. One-pot 
synthesis of trifluoromethyl-containing pyrazoles via sequential 
Yb(PFO)3-catalyzed three-component reaction and IBX-mediated 
oxidation. Synlett, 2008, 19: 1058–3062 

17 Shen L, Cao S, Wu JJ, Zhang J, Li H, Liu NJ, Qian XH. A revisit to 
the Hantzsch reaction: Unexpected products beyond 1,4-dihydro-     
pyridines. Green Chem, 2009, 11: 1414–1420 

18 Fang LL. EP patent, 0133612, 1985-02-27 
19 Katsuyama I, Funabiki K, Matsui M, Muramatsu H, Shibata K. An 

efficient synthesis of 1,4-dihydro-6-trifluoromethylpyridines: a facile 
and useful method for dehydration of -trifluoromethyl alcohols by 
use of phosphorous oxychloride/pyridine adsorbed on silica gel.  
Heterocycles, 2006, 68: 2087–2096 

 
 



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


