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Polymorphism of drugs is the most common
phenomenon (1) and has great bearing on their effi-
cacy (2). Different polymorphs of a drug may exhib-
it significantly different biological activities due to
their different solubility and dissolution rate (3).
Drugs can undergo polymorphic transformations
when subjected to temperature as well as pressure
changes (4, 5) and other processing parameters (6).
The knowledge of such transformations is extreme-
ly important in the formulation of drug, and the
potential for process-induced solid phase transfor-
mations must, therefore, be evaluated during design
and development of the formulations and manufac-
turing processes.

The polymorphic transformations of the drugs
have been studied extensively in recent years
employing differential scanning calorimetry (DSC),
supported by other complementary techniques like
X-ray diffraction, FT-IR and scanning electron
microscopy (SEM) (7-9).

In our earlier publication (7), we showed that
fluconazole drug existed in two polymorphic forms
designated as (I) and (II). As received drug, desig-
nated as fluconazole-II, melted at 138.4OC. The melt

of this drug undercooled almost up to room temper-
ature and on holding, solidified to a glassy mass,
which on heating above 81OC, transformed to a new
polymorphic form ñ fluconazole-I. 

In the present work we examined the effect of
pressure on the commercial fluconazole-II sample
and the sample aged at room temperature (30OC) for
36 months. The results indicated that fluconazole-II,
on application of pressure also transformed to flu-
conazole-I, which is crystallographically distinct
from form-II and identical to that obtained by ageing
or heating of the glassy supercooled molten flucona-
zole. 

The solubility studies carried out on the two
forms of the drug, employing in-vitro dissolution
profiling, showed that fluconazole-I obtained by any
of the above methods dissolved relatively slowly
compared to the original drug (form-II) under iden-
tical conditions (10).

EXPERIMENTAL

Materials

Fluconazole-(II) used in this investigation was

ANALYSIS

STUDY OF PROCESS INDUCED POLYMORPHIC TRANSFORMATIONS 
IN FLUCONAZOLE DRUG

SATISH R. DESAI and SANJIV R. DHARWADKAR*

Department of Chemistry, The Institute of Science, 15, Madam Cama Road, Mumbai-400 032, India

Abstract: The polymorphic form-I of the fluconazole drug commonly crystallized from the solution phase
could be obtained by the solid state transformation of form-II employing different process parameters. As
received fluconazole-II drug melted at 138.4∞C. The molten drug undercooled almost to ambient temperature
of 30∞C and solidified to a glassy mass which, on ageing for 48 h transformed to a white powder which could
be identified as fluconazole-I. The same glassy mass on heating at 5∞C/min, without ageing, also underwent
polymorphic transformation to fluconazole-I above 81∞C. The application of uniaxial pressure of 200 kg/cm2 on
as received fluconazole-II sample also yielded form-I of the drug. This phase transformation was enhanced by
the application of pressure (200 kg/cm2) on the as received sample aged for 36 months. The phase transforma-
tion was concluded from the difference in differential scanning calorimetric (DSC) curves of the original sam-
ple (form-II) and the products obtained by adopting the different processing routes. The DSC patterns of flu-
conozole-I obtained by different methods were found to be identical. The phase transformation in the as
received drug (form-II) induced by different process parameters, concluded from the DSC data was corrobo-
rated by X- ray diffraction (XRD) studies and scanning electron microscope (SEM) photographs of the two
polymorphic forms. The intrinsic dissolution rates of polymorphic form-I and -II and the influence of crystal
habit on the drug dissolution process have also been studied.

Keywords: fluconazole, polymorphism, thermal cycling, ageing, high-pressure, DSC, XRD, SEM.

115

* Corresponding author: e-mail: srdharwadkar@hotmail.com



116 SATISH R. DESAI and SANJIV R. DHARWADKAR

procured from Dr. Reddyís Laboratories Ltd., India.
Purity of the drug was found to be 99.8% as ana-
lyzed by HPLC. The reversed phase HPLC system
(Shimadzu, Model: LC 10 AT-vp) consisting of a
solvent delivery pump and variable UV detector (set
at 261 nm) was used for purity determination. A
nonpolar stationary phase (Lichrosphere C18, 10
µm particle size, 4 mm ◊ 250 mm; Merck) column
was used. The mobile phase consisted of 70% 0.05
M potassium dihydrogen ortho phosphate, 20% ace-
tonitrile and 10% methanol. The flow rate of the
mobile phase was maintained at 1.0 mL/min. The
injection volume used was 20 µL. The fluconazole
sample on drying in air oven at 105OC for 3 h
showed a mass loss of 0.3%, which could be attrib-
uted to the loss of adsorbed moisture.

The high pressure form of the fluconazole drug
was obtained by the application of uniaxial pressure
of 200 kg/cm2 for 10 min on the as received powder
and 36 months aged sample. The pressure on the
powder sample was applied by containing it in 1 cm
diameter hydraulic press die and plunger set.

Instrumental methods

Differential Scanning Calorimetry (DSC) 
The DSC curves for the two polymorphic forms

of the drug were recorded at the heating and cooling
rates of 5OC/min in flowing nitrogen, employing dif-
ferential scanning calorimeter (Shimadzu, Model:
DSC 60). The sample investigated in the present
study was heated up to 160OC. About 8 mg sample
was used in each set of experiments. The built-in soft-
ware which facilitated the determination of phase
transformation temperatures from the recorded curves
has been provided with the instrument. The instru-
ment was calibrated for temperature and enthalpy
employing the standard reference materials and the
procedure recommended by Hohne et al. (11).

X-ray diffraction 
The X-ray diffraction (XRD) patterns for dif-

ferent forms of the drug were recorded using Philips
X-ray diffractometer (Model: PW1710) employing
Cu Kα radiation. The original X-ray beam was
mono-chromatized using graphite monochromator.
The scanning speed of 2O 2θ min-1 was used in the
range of 10 ñ 40O.

Scanning electron microscopic (SEM) studies
Experiments were carried out by mounting

sample on specimen stubs with double-sided adhe-
sive tape. The drug samples investigated in this
study were very sensitive to electron beam and
developed considerable charge on being bombarded
by electrons. The charging of the specimen causes
artifacts and also focusing problem in the SEM. To
avoid charging, the specimen were coated with a
thin layer (250 ñ 300 �) of conducting material
(gold) using sputter coater and examined in Philips
(Model: XL-30) apparatus. Scanning electron
microscope at 12 kV accelerating voltage with tilt
angle of 45O was used with suitable magnification of
5000◊.

Dissolution studies
Solubilities of two polymorphic forms of the

drug were determined using in vitro dissolution pro-
file. Dissolution test conditions were selected
according to British pharmacopoeia (12).
Dissolution tests were carried out using USP-30
rotating basket method with dissolution apparatus
from Electrolab Instruments, India (Model: TDT-
08L), which contains six jars with six auto sample
withdrawals with 0.8 µm prefilters and dissolution
medium replacement facility, using a rotational
speed of 100 rpm at 37 + 0.1OC. The dissolution
experiment was conducted for 45 min. Dissolution

Table 1. Enthalpy of transformation derived from manually resolved composite DSC peaks

Fluconazole form-I Fluconazole form-II

Figures Melting (Onset) Heat of fusion Melting (peak) Heat of fusion
mJ/mg mJ/mg

Fig. 1(a) ó ó 138.4OC (Onset) 99.2
141.3OC (Peak)

Fig. 1(c) 135.6 92.0 * Ü 141.2 100.4 *

Fig. 1(d) 135.5 107.5 * Ü 141.2 103.0 *

Fig. 1(e) 135.7 98.5 * Ü 140.5 103.0 *

Fig. 1(f) 135.8 6.1 141.4 95.0

Fig. 1(g) 135.7 102.0 * Ü 141.3 96.0 *  

* Heat of fusion calculated for the manually resolved overlapping peaks.
Ü Could also involve contribution from enthalpy of transformation of fluconazole-I to  fluconazole-II.
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runs for all powder samples of fluconazole form-II
and form-I (obtained by heating of glassy flucona-
zole above 81OC , ageing the glassy material for 48
h and application of high pressure) were performed
six times. Powder samples for each run were accu-
rately weighed (150 mg) on Mettler Toledo analyti-
cal balance (AEG 285). The drug in the filtrate was
determined at 261 nm using a double beam spec-
trophotometer (Shimadzu UV-1601). The cumula-

tive percent of drug dissolved was calculated for
each run using the absorbance of fluconazole stan-
dard with concentration of 150 µg/mL.

RESULTS AND DISCUSSION

DSC observation
The DSC patterns were recorded for commer-

cial fluconazole-II during first heating (Fig. 1a) and

Table 2. Comparison of the XRD data obtained for the form-I and form-II of fluconazole in the present study with that reported in the lit-
erature.

Form-I (melting range 135-136OC) Form-II (melting range 138-140OC)  c

Observations Observations
recorded in Experimental recorded in Experimental

Analytical profiles observations Analytical profiles observations
for drug substances for drug substances

2Θ Intensity 2Θ Intensity 2Θ Intensity 2Θ Intensity
(%) (%) (%) (%)

12.20 33.0 ó ó 12.25 10.0 12.45 17.2

13.70 14.2 ó ó 13.50 10.0 ó ó

14.90 14.2 15.0 12.7 15.2 56.25 15.4 78.0

15.90 68.5 16.0 43.4 ó ó 16.0 24.1

16.20 38.0 16.3 87.8 ó ó ó ó

ó ó ó ó 16.50 100 16.7 100

17.00 29.4 16.8 65.8 ó ó ó ó

18.15 30.8 18.10 12.0 ó ó ó ó

ó ó ó ó ó ó 18.4 28.3

ó ó ó ó ó ó 18.8 39.9

19.75 100 19.9 100 20.00 93.7 19.8 42.1

ó ó ó ó 21.30 18.75 21.1 34.9

ó ó ó ó 22.25 20.0 22.2 23.0

22.85 35.0 ó ó ó ó ó

23.80 90.0 23.70 25.0 23.80 11.0 23.6 52.6

ó ó ó ó ó ó 24.0 46.8

24.70 88.0 24.9 14.7 ó ó ó ó

25.45 64.4 25.6 19.0 25.35 23.75 25.5 70.9

ó ó ó ó 26.0 22.5 25.9 43.7

ó ó ó ó 26.4 13.75 26.2 21.3

26.90 36.4 27.1 12.2 ó ó ó ó

ó ó ó ó 27.3 12.75 27.5 32.8

27.80 49.0 28.0 12.4 ó ó ó ó

29.00 33.6 29.2 17.4 28.8 22.5 28.6 11.1

ó ó ó ó 29.6 21.5 29.35 11.1

30.10 29.4 ó ó 30.3 27.5 30.2 14.0

ó ó ó ó ó ó ó ó

32.15 43.0 32.0 10.0 32.0 11.0 32.0 10.0

32.95 26.6 ó ó ó ó ó ó
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cooling (Fig. 1b) cycle. During the first heating
cycle a sharp endothermic symmetric peak (Fig. 1a)
due to melting beginning at 138.4OC was observed.
Considerable under-cooling was seen for molten flu-
conazole drug during cooling up to 30OC (Fig. 1b).
The undercooled mass was solid at room tempera-
ture (30∞C) and exhibited glassy appearance. 

The DSC pattern presented in Fig.1c was
obtained for the glassy mass formed from under-
cooled molten fluconazole. The sample was heated
at 5OC/min in flowing nitrogen. Two peaks were
observed: an exothermic peak around 81OC (7) fol-
lowed by a sharp twin endothermic peak around
135OC. The nature of this DSC pattern suggests that
possibly the glassy meta-stable fluconazole trans-
formed to a crystalline form irreversibly around
81OC (7), which on further heating either trans-
formed to its original form-II or melted independ-
ently or simultaneously along with the original
form, obtained from the glassy mass during heating.
The DSC pattern (Fig. 1d) recorded for the sample
obtained after ageing of the glassy mass at the ambi-
ent temperature of 30OC for 48 h did not show any
exothermic peak around 81OC , but showed the sharp
twin endothermic peak identical to that in Figure 1c.
This observation suggests that the glassy form of the
drug on ageing for 48 h at 30OC has also undergone
a type of polymorphic transformation similar to that
observed during heating of the glassy mass (7).

The DSC pattern for the sample obtained by
application of uni-axial pressure of 200 kg/cm2 on
fluconazole-II is presented in Figure 1e. The com-
parison of this curve with the curves in Figures 1c

and 1d, suggests that the application of high pres-
sure on fluconazole-II also results in its polymorphic
transformation, yielding the crystallographic form
similar to that obtained by heating or ageing of the
glassy mass resulting from the undercooled molten
fluconazole. 

The DSC pattern in Figure 1f recorded for the
sample aged for 36 months in ambient air at 30OC
was found to be different compared to Figures 1c to
1e and consisted of a small peak beginning at
135.8OC preceding the major endothermic peak due
to melting of fluconazole-II (139OC). The minor
peak in this pattern could be due to form-I produced
due to ageing of the commercial drug. The magni-
tude of the area of this peak compared to the area of
the major peak beginning at 139OC, however, indi-
cates that the amount of fluconazole-I formed after
ageing of fluconazole-II for 36 months was not more
than 7%. The application of 200 kg/cm2 pressure on
the 36 months aged sample also yielded the DSC
pattern (Fig.1g) identical to that in Figure-1e, which
was obtained by application of the same pressure on
as received sample. The effect of application of
pressure on the aged sample was thus identical to
that applied on as received sample.

The curves in Figures-1c to 1g indicate that
fluconazole-II sample subjected to various process-
ing parameters, perhaps, transform to different crys-
tallographic form, which begins to undergo physical
changes (phase transformation / melting) around
135OC.

The composite peaks in Figures-1c to 1g com-
prising of two overlapping peaks obtained in the

Table 3. Data on the dissolution profiles for fluconazole-II and fluconazole-I  obtained by different processing methods.

Average Average
cumulative % cumulative %

Average cumulative Average cumulative fluconazole-I fluconazole (I)
Average % fluconazole-I % fluconazole-I dissolved dissolved 

Time % fluconazole-II dissolved dissolved (form-I (form-I
(minutes) (as received) (form-I obtained by (form-I obtained by obtained obtained

dissolved heating glassy mass ageing of glassy by application by application
above 81∞C) mass) of high of high pressure

pressure on on 36 months
fluconazole-II) aged fluconazole-II)

5 30.6 16.5 15.1 21.1 20.0

10 71.3 53.3 51.9 56.6 55.1

15 81.7 75.8 73.1 76.3 73.6

20 91.8 83.8 81.5 86.2 84.9

30 99.9 94.1 91.6 93.3 92.0

45 100 99.8 97.0 100 98.9  

The values of solubility listed in the Table are the mean of six experiments with the standard deviation not exceeding + 1.5%
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Figure 1. Differential scanning calorimetric scans for: (a) heating
cycle for commercial fluconazole-II; (b) cooling cycle for flu-
conazole-II; (c) fluconazole-I obtained when glassy fluconazole
sample was heated above 81OC (obtained by freezing the molten
fluconazole mass); (d) fluconazole-I obtained when glassy flu-
conazole sample was aged for 48 h; (e) fluconazole-I obtained by
application of uniaxial pressure of 200 kg/cm2 on fluconazole-II;
(f) fluconazole-I obtained from fluconazole (II) aged for 36
months; (g) fluconazole-I obtained by application of uniaxial pres-
sure of 200 kg/cm2 on 36 months aged fluconazole-II

Figure 2. X-ray diffraction (XRD) patterns for: (a) commercial
fluconazole-II; (b) fluconazole-I obtained when glassy flucona-
zole sample was heated above 81OC; (c) fluconazole-I obtained
from glassy fluconazole sample aged for 48 h; (d) fluconazole-I
obtained by application of uniaxial pressure of 200 kg/cm2 on flu-
conazole-II; (e) fluconazole-I obtained by application of uniaxial
pressure of 200 kg/ cm2 on 36 months aged fluconazole-II.

cases of differently processed materials could
involve partial transformation of form-I back to
form-II prior to melting. It is also possible that the
form-I begins to melt prior to its complete transfor-

mation to form-II and the peaks corresponding to the
melting of form-I and form-II overlap.

The complete transformation of form-I to
form-II and subsequent melting would result in two
distinct peaks, one due to crystallographic transfor-
mation of form-I to form-II and other due to melting
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of form-II. The enthalpy of crystallographic trans-
formation, in general, is expected to be relatively
smaller compared to that for fusion (1). The manual
resolution of the composite peak into its compo-
nents, however, suggests that the magnitude of the
enthalpy in the two cases is in the same range (90 to
110 mJ/mg). The schematic of manual resolution of
the composite peak is shown in Figure 1c. The major
contribution to the enthalpy of the composite peak is
therefore, mainly from the melting of the two poly-
morphs and that from the polymorphic transforma-
tion beginning around 135.7OC is relatively much
less.

X-ray diffraction results
The X-ray diffraction (XRD) patterns for the

commercial drug (form-II) and the polymorphic forms
obtained by subjecting the sample to different pro-
cessing parameters are presented in Figures 2a to 2e.
The X-ray pattern for the sample aged for 36 months
was identical to that for the original sample and there-
fore is not included in Figure 2. This observation cor-
roborates our DSC results which indicate the forma-
tion of form-I during 36 months ageing in the amount
hardly detectable by X-ray diffraction. The XRD pat-
terns presented in Figures 2b to 2e are all identical but
distinctly different from that in Figure 2a. These pat-

Figure 3. Scanning electron micrographs for: (a) commercial fluconazole-II; (b) fluconazole-I obtained when glassy fluconazole sample
was heated above 81O C; (c) fluconazole-I obtained from glassy fluconazole sample aged for 48 h; (d) fluconazole-I obtained by applica-
tion of uniaxial pressure of 200 kg/cm2 on fluconazole-II; (e) fluconazole-I obtained by application of uniaxial pressure of 200 kg/cm2 on
36 months aged fluconazole-II.
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terns agree closely with that for fluconazole-I reported
in reference (10), albeit with few more lines which
could be due to untransformed fluconazole-II . This
observation indicates that irrespective of different
modes of processing of fluconazole-II, (which
involves: 1. heating glassy fluconazole above 81OC, 2.
ageing of this glassy sample at ambient temperature of
30OC for 48 h or 3. application of high pressure on flu-
conazole-II and on the same sample aged for thirty six
months) the polymorphic form obtained is the same.
The X-ray diffraction patterns for the products
obtained by processing fluconazole-II by different
methods are almost similar and presented in Figure 2.
Since all the XRD patterns are similar, the representa-
tive XRD data for fluconazole-I obtained by heating
glassy fluconazole above 81OC are included in Table 2
for comparison with fluconazole-II.
Scanning electron microscopic observations

The scanning electron microscopic (SEM)
photographs taken for the commercial sample and
the polymorphic forms obtained by different meth-

ods outlined above are reproduced in Figures 3a to
3e. It is clear from these Figures that the photo-
graphs 3b, 3c, 3d and 3e show identical rod and
granular type structures in comparison to the flake-
like slabs visible in Figure 3a, suggesting that the
polymorphic forms obtained by application of high
pressure or by ageing or by heating the glassy mass
above 81OC are structurally and morphologically
identical but different from the original sample. 

In vitro dissolution profile
The plot of cumulative percent of the drug dis-

solved against time in minutes for fluconazole-II
and fluconazole-I obtained by different methods are
presented in Figures 4a to 4e. The results show that
form-I of fluconazole (Figs. 4b-4e) dissolves rela-
tively slowly compared to fluconazole-II (Fig. 4a)
(10). The dissolution profile data for the two forms
are presented in Table 3.

CONCLUSION

All the observations presented above lead to
the conclusion that the high-pressure form of the
fluconazole drug is similar to the form obtained by
other methods outlined above and is crystallograph-
ically as well as morphologically different from the
commercial fluconazole-II drug. The results pre-
sented here could be extremely important in the for-
mulation of fluconazole based drugs, since the poly-
morphic form of the drug, involved in formulations,
dictates its solubility and hence its efficacy.

The formulation of the drug in the tablet form
is expected to behave differently compared to the
drug prepared in the syrup form. The knowledge of
influence of pressure on the polymorphic transfor-
mation of the drugs is thus very important. 

It has now been well established that there is

indeed the dependence of the dissolution rate on

the polymorphic form of the drug (13-16). 

REFERENCES

1. Giron D.; Thermochim. Acta 248, 1 (1995).
2. Higuchi T.; J. Am. Pharm. Assoc. 47, 657

(1958).
3. Haleblian J.K., Koda R.T., Biles J.A.; J. Pharm.

Sci. 60, 1488 (1971).
4. Roux M.V, D·valos J.Z., JimÈnez P.:

Thermochim. Acta 394, 19 (2002).
5. Boldyreva E.V., Shakhtshneider T.P., Ahsbahs

H., Sowa H., Uchtmann H.:  J. Therm. Anal.
Calorim. 68, 437 (2002).

Figure 4. Dissolution profiles: (a) -◆◆- for commercial fluconazole-
II sample; (b) -●- for fluconazole-I obtained when glassy flucona-
zole sample was heated above 81OC; (c) -▲▲- for fluconazole-I
obtained from glassy fluconazole sample aged for 48 h; (d) -×- for
fluconazole-I obtained by application of uniaxial pressure of 200
kg/cm2 on fluconazole-II; (e) -×ñ- for fluconazole-I obtained by
application of uniaxial pressure of 200 kg cm-2 on 36 months aged
fluconazole-II.



122 SATISH R. DESAI and SANJIV R. DHARWADKAR

6. Geoff G.Z. Zhang, L.D., Schmitt E.A., Qiu Y.:
Adv. Drug Deliv. Rev. 56, 371 (2004).

7. Desai S.R., Shaikh M.M., Dharwadkar S.R.:
Thermochim. Acta 399, 81 (2003).

8. Gu X. J., Jiang W.: J. Pharm. Sci. 84, 1438
(1995).

9. Martins P. D., Conflant P., Drache M., Huvenne
J.P., Guyot-Hermann A. M.: J. Therm. Anal.
Calorim. 48, 447 (1997).

10. Dash A.K., Elmquist W.F.: ìAnalytical Profiles
of Drug Substancesî; Academic Press, New
York, 27, 67 (2001).

11. Hohne G.W.H., Hemminger W., Flammershein
H.J.: Differential Scanning Calorimetry ñ An

Introduction for Practitioners, Springer Verlag,
Berlin 1996.

12. British Pharmacopoeia 2002, Supplementary
Chapter IE, p. A 419, The Stationery Office,
London 2002.

13. Tros de llarduya M.C., Martin C., Go�i M.M.
and Martinez-uh·rriz M.C.: Drug Dev. Ind.
Pharm. 23, 1095 (1997).

14. Aguiar A.J., Zelmer J.E.: J. Pharm. Sci. 58, 983
(1969).

15. Kaneniwa N., Otsuka M., Hayashi T.: Chem.
Pharm. Bull. 33, 3447 (1985).

16. Stoltz M., Lotter A.P., Van Der Watt J.G.; J.
Pharm. Sci., 77, 1047 (1988). 

Received: 17. 06. 2008

.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /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 ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>







    /HEB (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


