
Molecules 2014, 19, 16824-16836; doi:10.3390/molecules191016824 
 

molecules 
ISSN 1420-3049 

www.mdpi.com/journal/molecules 

Article 

Quality Evaluation of Pharmaceutical Formulations  
Containing Hydrochlorothiazide 

Marcelo Antonio de Oliveira 1,*, Maria Irene Yoshida 2 and  
Daphne Carina Gonçalves Monteiro da Silva 1 

1 Departamento de Ciências da Saúde, Centro Universitário Norte do Espírito Santo, UFES,  

Rodovia BR 101 Norte, km 60, 29932-540 São Mateus, ES, Brazil 
2 Departamento de Química, Universidade Federal de Minas Gerais, Av. Pres. Antônio Carlos,  

6627-31270-901 Belo Horizonte, MG, Brazil 

* Author to whom correspondence should be addressed; E-Mail: oliveirama.ufes@gmail.com;  

Tel.: +55-27-3763-5841; Fax: +55-27-3312-1501. 

External Editor: Derek J. McPhee 

Received: 23 July 2014; in revised form: 13 October 2014 / Accepted: 15 October 2014 /  

Published: 20 October 2014 

 

Abstract: Hydrochlorothiazide is a diuretic used to treat hypertension that belongs to class 

IV of the Biopharmaceutics Classification System. The drug was evaluated by quality 

control, thermal characterization tests, and pharmaceutical formulation compatibility 

studies. It was concluded that the generic drug, Lab 2, was not a pharmaceutical equivalent. 

The compounded drugs, Lab 5 and Lab 6, produced unsatisfactory but expected results, since 

there is no requirement for dissolution and dissolution profile testing for the 

commercialization of these products. In a compatibility study, lactose and mannitol were 

shown to be incompatible with HCTZ, which may explain the lack of equivalence of the 

generic pharmaceutical product, associated with other situations. 
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1. Introduction 

Hydrochlorothiazide (HCTZ) is a diuretic of the thiazide class, which is used in the treatment of 

edema, hypertension, congestive heart failure and different forms of renal and hepatic dysfunction [1].  
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This drug has the molecular formula C7H8ClN3O4S2 and its molecular weight is 297.74 g·mol−1. It is 

presented in the form of a white or almost white crystalline powder, which is odorless and has a melting 

point in the range 266.0 to 270.0 °C. HCTZ is soluble in acetone and dilute alkaline solutions [2]. 

In accordance with the Biopharmaceutics Classification System, HCTZ is classified as being of low 

solubility and low permeability, belonging to Class IV [3]. These characteristics limit its therapeutic 

action, as these drugs are prone to exhibit scant oral bioavailability [4]. 

HCTZ is found in drugstores in the form of tablets as a generic or similar drug, and pharmaceutical 

capsules produced by compounding pharmacies. The reference product is Clorana®, indicated by the 

National Agency of Sanitary Vigilance (ANVISA) which is also marketed [5,6]. It should be noted that 

the Brazilian Society of Cardiology suggests the use of industrially produced medicines for the chronic 

treatment of hypertension, mainly due to variability in the quality of compounded medications. 

For the manufacture of compounded drugs, the pharmacy must follow the norms related to 

Resolution-RDC 67, which describes good manufacturing practices for compounded drugs, and presents 

norms for the manufacture of products with high quality [7]; also, the Brazilian Pharmacopoeia defines 

the product quality tests and acceptance criteria [2]. Moreover, the industrially produced medicines, 

either generic or similar medicines, must comply with Resolution RDC 31 [8] which provides for the 

studies of pharmaceutical equivalence and comparative dissolution profiles, which are tests that are used 

to ensure the pharmaceutical equivalence of similar drugs and generic drugs [9,10]. It is noted that 

Brazilian laws cited for the production of compounded, similar or generic drugs have international 

quality standards, because ANVISA follows the U.S. Food and Drug Administration (FDA) and 

International Conference on Harmonization (ICH) protocols. 

Issues related crystal polymorphism may still be present in HCTZ. Polymorphism is defined as the 

presence of the same substance in different crystalline forms, and these crystalline forms may have 

different physicochemical properties. Polymorphism may also include solvated or hydrated 

(pseudopolymorphism) products and amorphous forms. This phenomenon may lead to changes in 

pharmaceutical products with regard to their purity parameters, stability, quality or efficiency, and the 

bioavailability of pharmaceutical product, which may lead to alterations in the in vivo effect [11]. The 

guide published by the FDA establishes criteria to characterize the polymorphic form and the degree of 

criticality in the final product [12]. The techniques listed in this characterization are: X-ray diffraction, 

thermal analysis, microscopy and spectroscopy. For generic drugs, the ICH Guidance (2007) sets criteria 

about the importance of polymorphism, its characterization, its influence on the quality of the 

pharmaceutical product, and the degree of criticality of the polymorphism in the product [13]. 

The study of expiration dates is referred to as a stability study. This is one of the main factors 

evaluated in the development of pharmaceutical formulations. These studies are routinely conducted by 

the pharmaceutical industry; however, it requires extended periods of sample storage under controlled 

temperature and humidity conditions [14,15]. Although these do not replace conventional studies, 

thermoanalytical techniques such as DSC have been shown to be very helpful in stability studies, 

allowing the selection of stable formulations with extreme rapidity through compatibility studies [16–20]. 

In the evaluation of compatibility by DSC, an interaction can be viewed as a change in melting point, 

a change in peak area, the appearance of a transition, or the appearance and disappearance of peaks after 

mixing the components. However, after the binary mixture of components, there is invariably some 

change in the transition temperature of the shape, and in the area of the peaks; this cannot be a damaging 
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interaction and should be interpreted with caution. If the excipient is reactive and incompatible with the 

drug, this must be avoided. When there is suspicion of a chemical reaction and/or interaction, but the 

thermal changes are small, the incompatibility should be confirmed by other analytical techniques such 

as HPLC. The advantage of DSC in relation to the traditional technique of compatibility studies of 

pharmaceutical formulation is that it is not necessary to store the samples for long periods before 

evaluation. These samples could be stored under extreme conditions of temperature and humidity to 

accelerate interactions, as recommended by Brazilian law [14]. 

Therefore, it is essential to compare the quality of compounded drugs in relation to industrially 

produced medicines, mainly evidencing the dissolution profiles of these drugs, regardless of whether 

they are reference, generic, similar or compounded drugs.The aim of this paper was to evaluate capsules 

containing 50 mg of HCTZ obtained from compounding pharmacies, and compare these with 

industrially produced 50 mg HCTZ medicines in tablet form. In addition, the compatibility of the 

pharmaceutical formulations described by the manufacturers was evaluated by DSC in order to indicate 

possible incompatibility and correlate these results with those of dissolution of the drug in the dissolution 

profile tests. 

2. Results and Discussion 

2.1. Quality Control Tests 

The results of the quality control tests, performed as recommended by the Brazilian Pharmacopoeia [2], 

as shown in Table 1, indicate that only the Lab 2, Lab 5 and Lab 6 products would be rejected, according 

to their low dissolution value. The dissolution of each drug was studied using the F2 and DE,  

for better understanding.  

Figure 1 shows the dissolution profiles for the six labs evaluated. The results demonstrate that the 

dissolution profile for Lab 2, 5, and 6 did not reach the minimum acceptable dissolution. In addition, the 

calculated values of F2, which were 19, 26 and 9, respectively, for the three laboratories were 

unsatisfactory as these drugs were considered pharmaceutical equivalents when compared to the 

reference product (Lab 1). For Labs 3 and 4, the F2 value was acceptable, as these were 91.3 and 76.7, 

respectively. The dissolution efficiency (DE, %) was calculated for all samples, using the AUC, as 

described in Figure 2, and considering that the equivalent area to 100% dissolution on time of 60 min 

was 6000. Thus, the DE was as follows: Lab 1 = 75.74%; Lab 2 = 58.74%; Lab 3 = 76.60%;  

Lab 4 = 75.40%; Lab 5 = 63.30%, and Lab 6 = 49.78%. The results also showed large differences 

between the medicines from Labs 2, 5 and 6 with respect to the reference drug (Lab 1). 

By analyzing the excipients contained in all of the studied drugs, and considering that the drug with 

the appropriate dissolution that serves as a parameter for the development of new products is the 

reference drug (Lab 1), some observations can be made. The two formulations that achieved an appropriate 

release, Lab 3 and Lab 4, were very different. Lab 3 shows the super-disintegrant sodium starch 

glycolate, which is associated with the soluble diluent lactose, which may be responsible for the adequate 

dissolution. The obtained pharmaceutical equivalence to Lab 4 may be associated with the combination 

of starch and povidone disintegrants, which are associated with the soluble diluent mannitol. 
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Table 1. Results of quality control of medicines Lab 1, Lab 2, Lab 3, Lab 4, Lab 5 and Lab 6.  

Test Specifications Lab 1 (Ref) Lab 2 (Gen) Lab 3 (Sim) Lab 4 (Sim) Lab 5 (Comp) Lab 6 (Comp) 

Identification Identification by TLC Approved Approved Approved Approved Approved Approved 

Hardness Minimum 30 N >32 N >45 N >55 N >30 N not applicable not applicable 

Disintegration Disintegrates in water at 37 °C 

within 30 min 

<1 min <1 min <1 min <1 min <1 min <1 min 

Weight −7.5% < X < +7.5% Approved  Approved  Approved  Approved  Approved  Reproved 

Friability Maximum 1.5% 0.04% 0.06% 0.006% 0.11% not applicable not applicable 

Uniformity of  

dosage units  

85.0 < X < 115.0% VR,  

RSD < 6.0% 

Average = 220.75% 

RSD = 1.12% 

Average = 243.76% 

RSD = 2.76% 

Average = 203.85% 

RSD = 1.1% 

Average = 172.75% 

RSD = 1.35% 

Average = 183.60% 

RSD = 3.13% 

Average = 198.85% 

RSD = 3.7% 

Dissolution 60% (Q) in 30 min 83.89% 64.22% 87.28% 81.77% 33.27% 55.83% 

Assay Minimum 93.0%LV and  

maximum 107.0%LV 

94.88% 98.43% 100.57% 99.72% 101.28% 97.87% 

Where: LV = Labeled Value; Ref = reference drug; Gen = generic drug; Sim = similar drug; Comp = compounded drug. 
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Figure 1. Dissolution profile of the six laboratory products evaluated.  

 

Figure 2. Dissolution profile of the six laboratories evaluated for determination of the AUC. 

 

Although Lab 4 did not present a super-disintegrant in the formulation, and as HCTZ is a drug of low 

solubility, the solubilization/dissolution of the drug was adequate compared to the reference drug  

(Lab 1). The results for Lab 3 and Lab 4 were expected because the dissolution profile test is required 

for the registration of these drugs as similar [9,10].  
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For Lab 2, labeled as a generic drug, the formulation described indicates that the drug would be 

readily solubilized. Lab 2 shows three super-disintegrants, crospovidone, croscarmellose sodium and 

sodium starch glycolate, associated with the surfactant sodium lauryl sulfate, and even presents a soluble 

diluent such as lactose; these are all excipients that promote disintegration and dissolution. However, 

the dissolution was not appropriate and this may be related to some incompatibilities in the 

pharmaceutical formulations, or inadequate storage conditions of the drug in question which may have 

led to failure of the same, or even a lack of quality between lots of the generic product. 

Lab 5 and Lab 6 are compounded drugs in the form of capsules, and presented inadequate dissolution 

profiles. The two formulations presented by manufacturers use starch as a diluent, which is an insoluble 

diluent often used as a disintegrant in tablets. In the capsule formulations, the most commonly used 

diluent in the market is lactose, which is a soluble diluent and helps with the solubilization of drugs; 

however, this is not used by Lab 5 and Lab 6, even though the low solubility of HCTZ is known. 

Although Lab 5 used sodium lauryl sulfate as an excipient to help with solubilization, the results were 

not satisfactory. 

2.2. Thermal Characterization and Compatibility Study of Pharmaceutical Formulation  

HCTZ showed thermal stability up to 293 °C, as observed in a dynamic TG curve (Figure 3). This 

showed the onset of melting at 265.0 °C, a melting peak at 269.2 °C with a characteristic endotherm and 

a melting heat of 316.42 J·g−1, as shown in the DSC curve in Figure 3. After the fusion, there was an 

exothermic event with a peak at 311.6 °C. This exothermic event coincided with the thermal degradation 

of 74.86% in three steps, as presented in the dynamic TG curve of the drug, and evidenced by DTG 

(derivative thermogravimetry). 

Figure 3. Dynamic TG (_____), DTG (......) and DSC (----) curves for HCTZ, under nitrogen 

atmosphere and a heating rate of 10 °C·min−1.  

 

Figure 4 shows the DSC curves of the excipients used in the formulations of HCTZ: starch, sodium 

starch glycolate (SSG), lactose (LAC), sodium lauryl sulfate (SLS), povidone K-30 (POV), talc, 

colloidal silicon dioxide (DIO), magnesium stearate (STE), croscarmellose sodium (CROSC), 

microcrystalline cellulose (CEL) and mannitol (MAN). Under the analysis conditions, three excipients 

showed fusion below 265 °C, which is the melting temperature of HCTZ; these are lactose, mannitol 

and sodium lauryl sulfate, which melted at 147.1 °C, 190.1 °C and 167.4 °C, respectively. 
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Figure 4. DSC curves of excipients of HCTZ tablets, under nitrogen atmosphere and a 

heating rate of 10 °C·min−1. 

 

Figure 5 shows the DSC curves for the binary mixtures of each drug with each excipient, in 1:1 ratios. 

The disappearance of the melting peak of HCTZ can be observed after combination with lactose, sodium 

lauryl sulfate and mannitol. This disappearance may be associated with a chemical incompatibility or 

may simply be associated with the solubilization of HCTZ in the molten mass of the excipient [16,17,19]. 

Figure 5. DSC curves of binary mixtures of HCTZ with each excipient (1:1), under nitrogen 

atmosphere and a heating rate of 10 °C·min−1. 

 

Figure 6 shows the DSC curves for multi-component mixtures (medicines) and the absence of the 

melting peak of HCTZ can be observed for formulations Lab 1 to Lab 4, which coincidentally have the 

excipients lactose, mannitol and sodium lauryl sulfate in their formulations. 

One technique used to discard the possibility of solubilization of the drug (HCTZ) in the mass of 

excipient which was already merged is to increase the heating rate of the DSC, usually up to  

25 °C·min−1 [16]. Thus, the drug would not be fused completely, and a small amount of solid would be 
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sufficient to show the melting peak of HCTZ by DSC. Figure 7 shows the DSC curves for binary 

mixtures of HCTZ with the possible incompatible excipients at two heating rates: 10 °C·min−1 and  

25 °C·min−1. In the presence of sodium lauryl sulfate at 25 °C·min−1, it is possible to observe the HCTZ 

peak. However, when HCTZ is associated with lactose or mannitol, this does not occur, and there is no 

evidence of the melting peak of HCTZ at higher heating rates, characterizing chemical incompatibility. 

The chemical interaction between amines and lactose is already known and has been cited by some 

authors [21,22]; this is derived from the Maillard reaction, which can be viewed by DSC. 

Figure 6. DSC curves of multicomponent mixtures (manufacturer’s laboratories) for HCTZ, 

under nitrogen atmosphere and a heating rate of 10 °C·min−1. 

 

Figure 7. DSC curves of binary mixtures of HCTZ with each excipient (1:1), which 

presented the possibility of incompatibility, under nitrogen atmosphere and heating rates of 

(a) 10 °C·min−1 and (b) 25 °C·min−1.  

(a) (b) 

In multicomponent mixtures, the DSC curves at a heating rate of 25 °C·min−1 showed the same 

behavior as the curves at 10 °C·min−1. For Labs 1 to 4, the HCTZ melting peak disappeared in the 

presence of lactose and mannitol in the four formulations, while in formulations 5 and 6, the fusion of 

the drug became evident. 

0 50 100 150 200 250 300 350 400 450

Lab 1

Lab 2

Lab 3

Lab 4

Lab 5

Lab 6

D
S

C
 (

A
U

)

Temperature (oC)

HCTZ

0 50 100 150 200 250 300 350 400 450

 

HCTZ + MAN

 

HCTZ + LAC

 

 HCTZ + SLS

D
S

C
 (

A
U

)

Temperature (oC)

HCTZ

0 50 100 150 200 250 300 350 400 450

D
S

C
 (

A
U

)

HCTZ + MAN

 HCTZ+LAC

 HCTZ + LSS

 

Temperature (0C)

HCTZ



Molecules 2014, 19 16832 
 

 

3. Experimental 

3.1. Origin of Samples  

The drugs evaluated were acquired in the Brazilian market. Table 2 identifies the laboratory (Lab), 

the pharmaceutical formulation and the type of drug. 

Table 2. Laboratories, pharmaceutical formulation and drug type. 

Laboratory Pharmaceutical Formulation Type Drug 
Lab 1 HCTZ, lactose monohydrate, starch, and magnesium stearate. Reference  

Lab 2 

HCTZ, sodium lauryl sulfate, croscarmellose sodium, 
crospovidone, sodium starch glycolate, lactose, 
microcrystalline cellulose, magnesium stearate,  
colloidal silicon dioxide. 

Generic 

Lab 3 
HCTZ, microcrystalline cellulose, colloidal silicon dioxide, 
lactose, magnesium stearate, sodium starch glycolate. 

Similar 

Lab 4 
HCTZ, starch, magnesium stearate, mannitol, talc, povidone 
(PVP) and ethanol. 

Similar 

Lab 5 
HCTZ, magnesium stearate, Aerosil® (colloidal silicon 
dioxide), talc, corn starch, sodium lauryl sulfate. 

Compounded 

Lab 6 
HCTZ, Aerosil® (colloidal silicon dioxide), microcrystalline 
cellulose and starch. 

Compounded 

3.2. Quality Control Tests 

Tests for Quality Control were performed according to methods recommended by the Brazilian 

Pharmacopoeia [2]. The procedures used for the assay, dissolution and dissolution profile were  

as follows. 

3.2.1. Assay 

The samples and standard solutions were diluted with 0.1 M NaOH to a final concentration of  

0.015 mg·mL−1. The readings were taken in the UV spectrum at 273 nm using 0.1 M NaOH as a blank. 

3.2.2. Dissolution and Dissolution Profile 

The dissolution profile was performed as recommended in the Brazilian Pharmacopoeia [2] for 

dissolution, considering the collection times of 5, 10, 15, 30, 45 and 60 min after the initiation of 

dissolution. The conditions used were: 

• Dissolution medium: 0.1 M hydrochloric acid, 900 mL. 

• Apparatus 1 (basket): 100 rpm. 

• Collection times in the dissolution profile: 5, 10, 15, 30, 45 and 60 min. 

• Procedure: at the specified times, 15 mL aliquots of dissolution medium were taken, and filtered 

through filter paper. Then, 10 mL of the filtrate was pipetted into a 50 mL volumetric flask, and 

made up to the final volume with 0.1 M hydrochloric acid. The absorbance was measured at  



Molecules 2014, 19 16833 
 

 

272 nm using the same solvent for zero adjustment. The amount of C7H8ClN3O4S2 dissolved in 

the medium was calculated by comparing the readings obtained with the standard solution of 

hydrochlorothiazide at 0.01 mg·mL−1 prepared in the same solvent. 

• Tolerance: No less than 60% (Q) of the labeled amount of C7H8ClN3O4S2 should dissolve within 

30 min. 

The dissolution profile is a comparative study with analytical tests and multiple collection times, 

which allows evaluation of the dissolution of a particular drug and the comparison of two formulations. 

Graphs were plotted and comparison of the dissolution profiles of different formulations was carried out 

by calculating the similarity factor (F2), according to Equation (1). According to RDC 31/2010, for two 

dissolution profiles to be considered similar, the similarity factor (F2) must be between 50 and 100. The 

collection times should be the same for both formulations and the number of collection points must be 

representative (until a plateau in the curve is obtained); there must also be at least five time points, for 

use in the calculation of F2. The coefficients of variation for the first sampling points should not exceed 

20% and the remaining points must be a maximum of 10% [8]: 
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where: n = number of collection times; Rt = percentage value dissolved at time t, obtained with the 

reference product; and Tt = percentage value dissolved at time t of the test product. 

Another way of comparing the dissolution profile is calculated by determining the dissolution 

efficiency (DE), which was introduced in 1972 by Khan and Rhodes, being determined by the ratio in 

percentage of the area under curve (AUC) obtained from the profile dissolution, and the total area of the 

rectangle considered as 100% dissolution for the same time interval. The DE was calculated using 

Equation (2) [23]: 

100
100

0 x
xty

yxdt

ED

t


=  

(2)

where 
t

yxdtx
0

100  = area under curve in an interval of time t, expressed in percentage value;  

and y100xt = rectangle area considering 100% dissolution in the same time t. 

The results obtained from the F2 (similarity factor) and DE (dissolution efficiency) can be, 

theoretically, correlated with the in vivo data, since the bioavailability can be determined by the area 

under the absorption curve for a particular drug as a function of time [8–10,23,24]. 

3.3. Thermal Characterization of Drugs and Compatibility Study of Pharmaceutical Formulation 

Thermal characterization of the drug was performed by thermogravimetric analysis (TG) and 

Differential Scanning Calorimetry (DSC). TG curves were obtained on a Shimadzu thermobalance 

DTG60 with a heating rate of 10 °C·min−1, heating to 750 °C, under nitrogen atmosphere with a flow 

rate of 50 mL·min−1, using an alumina crucible and with a sample mass about 5.0 mg. The DSC curves 

were obtained under the same conditions described for TG. 
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To evaluate the compatibility of the studied pharmaceutical formulations, DSC trials were conducted 

with samples of: (a) HCTZ; (b) excipients present in the formulations of medicines: reference, generic, 

similar and compounded drugs; (c) 1:1 binary mixtures of excipient and HCTZ, with the objective of increasing 

the probability of drug/excipient interactions; and (d) commercialized drugs (multicomponent mixtures). 

The DSC curves were obtained on a Shimadzu DSC50 cell under a nitrogen atmosphere, with a flow 

rate of 50 mL·min−1, and a heating rate of 10 °C per minute up to a temperature of 400 °C. The samples 

were weighed on an analytical balance; all had a mass of around 0.8 mg. Samples were placed in a 

partially closed aluminum crucible, and were then analyzed by DSC. 

4. Conclusions 

The generic drug, Lab 2, was found to not be a pharmaceutical equivalent; the cause for this may be 

associated with the presence of lactose, which has been shown to be incompatible with HCTZ; there 

may have also been a lack of quality between lots for generic drugs; or inadequate storage conditions of 

the drug in question which may have led to failure of the same. 

Similar drugs, Lab 3 and Lab 4, were pharmaceutical equivalents with respect to the reference product 

(Lab 1), which was already expected due to the quality requirements for their registration and production. 

For compounded drugs, Lab 5 and Lab 6, the unsatisfactory dissolution results and the dissolution 

profiles were expected because there is no requirement for these tests during marketing. HCTZ showed 

thermal stability up to 293 °C, the melting peak was at 269.2 °C and there was a characteristic melting 

heat endotherm of 316.42 J·g−1. After the merger, the degradation was found to occur in three stages, 

with the exothermic peak occurring at 311.6 °C. 

In a compatibility study, conducted using DSC, lactose and mannitol were shown to be incompatible 

with HCTZ. In summary, this work demonstrates the importance of the use of medicines manufactured 

in pharmaceutical industries, where there are greater requirements about the quality of products. The 

compounded drugs in pharmacies have lower quality. Note also the importance of avoiding 

pharmaceutical formulations of HCTZ containing mannitol and lactose, which are incompatible with the 

drug and may change the quality of the pharmaceutical product. 

Acknowledgments 

The authors wish to thank FAPES (Fundação de Amparo à Pesquisa do Espírito Santo) and 

FAPEMIG (Fundação de Amparo à Pesquisa do Estado de Minas Gerais) for their financial support. 

Author Contributions  

MAO and MIY designed the study, analyzed data, and wrote the manuscript. DCGMS performed 

research and analyzed the data. All authors read and approved the final manuscript. 

Conflicts of Interest 

The authors declare no conflict of interest.  
  



Molecules 2014, 19 16835 
 

 

References 

1. Gilman, A.G. Goodman & Gilman’s—The Pharmacological Basis of Therapeutics, 11th ed.; 

McGraw-Hill Interamericana: Rio de Janeiro, Brazil, 2006; p. 1821. 

2. National Agency of Sanitary Vigilance. Resolution—RDC No. 49 of 23 November 2010.  

In Brazilian Pharmacopoeia, 5th ed.; National Agency of Sanitary Vigilance: Brasilia, Brazil, 2010. 

3. Amidon, G.L.; Kasim, N.A.; Whitehouse, M.; Ramachandran, C.; Bermejo, M.; Lennernas, H.; 

Hussain, A.S.; Junginger, H.E.; Stavchansky, S.A.; Midha, K.K.; et al. Molecular properties of 

WHO essential drugs and provisional biopharmaceutical classification. Mol. Pharm. 2004, 1, 85–96. 

4. Aulton, M.E. Delineation of Dosage Forms, 2nd ed.; ARTMED: Porto Alegre, Brazil, 2006. 

5. Mahle, F.; Goelser, F.; Adriano, J.; Felippe, M.; Vier, N.; Carli, R.B.G.; Rosa, T.; Couto, A.G.; 

Lucinda-Silva, R.M. Evaluation of the dissolution profile of hydrochlorothiazide tablets marketed 

in Brazil. J. Basic Appl. Pharm. Sci. 2007, 28, 265–271. 

6. Brazil. National Agency of Sanitary Vigilance. Drugs Reference. Available online: 

http://www.anvisa.gov.br/medicamentos/referencia/lmr_a.pdf (accessed on 1 February 2014).  

7. National Agency of Sanitary Vigilance. Resolution—RDC No. 67; Official Gazette, Executive: 

Brasilia, Brazil, 2007; Section 1, Good Practices for Handling of Magistral Preparations and 

Workshop for Human Use in Pharmacies, p. 62. 

8. National Agency of Sanitary Vigilance. Resolution—RDC nº 31; Official Gazette, Executive: 

Brasilia, Brazil, 2010; Section 1, Carrying out of Pharmaceutical Equivalence and Comparative 

Dissolution Profile, p. 36. 

9. National Agency of Sanitary Vigilance. Resolution—RDC nº 17; Official Gazette, Executive: 

Brasilia, Brazil, 2007; Technical Regulation of Similar Drugs, 2007. 

10. National Agency of Sanitary Vigilance. Resolution—RDC nº 16; Official Gazette, Executive: 

Brasilia, Brazil, 2007; Technical Regulation of Generic Drugs, 2007. 

11. Gasparotto, F.S. Factors Related to the Synthesis of Raw Materials that may Alter the Bioavailability 

of Generic Drugs. Available online: http://www.lume.ufrgs.br/bitstream/handle/10183/5395/ 

000469676.pdf?sequence=1 (accessed on 1 February 2014).  

12. ICH. Specifications: Test Procedures and Acceptance Criteria for New Drug Substances and New Drug 

Products: Chemical Substances. Available online: http://www.ich.org/products/guidelines/quality/ 

quality-single/article/specifications-test-procedures-and-acceptance-criteria-for-new-drug-substances- 

and-new-drug-produc.html (accessed on 1 February 2014).  

13. Guidance for Industry: ANDAs: Pharmaceutical Solid Polymorphism: Chemistry, Manufacturing, 

and Controls Information. Available online: http://www.fda.gov/downloads/Drugs/Guidance 

ComplianceRegulatoryInformation/Guidances/ucm072866.pdf (accessed on 1 February 2014). 

14. National Agency of Sanitary Vigilance. Resolution RE No. 1; Official Gazette, Executive: Brasilia, 

Brazil, 2005; Publication of the Guide to Realization of Stability Studies, 2005. 

15. ICH. Stability Testing of New Drug Substances and Products. Available online: 

http://www.ich.org/products/guidelines/quality/quality-single/article/stability-testing-of-new-drug-

substances-and-products.html (accessed on 1 February 2014).  

16. Oliveira, M.A.; Yoshida, M.I.; Gomes, E.C.L. Thermal analysis applied to drugs and 

pharmaceutical formulations in pharmaceutical industry. Quím. Nova 2011, 37, 1224–1230. 



Molecules 2014, 19 16836 
 

 

17. Oliveira, M.A.; Gomes, E.C.L.; Mussel, W.N.; Soares, C.D.V.; Pianetti, G.A.; Yoshida, M.I. Análise 

térmica aplicada à caracterização de sinvastatina em formulações farmacêuticas. Quím. Nova 2010, 

33, 1653–1657. 

18. Yoshida, M.I.; Oliveira, M.A.; Lacerda, C.D.; Valotto, R.S.; Bonella, A.F. Thermal characterization 

of atorvastatin and compatibility studies of pharmaceutical formulations. Braz. J. Thermal Anal. 

2012, 1, 73–78. 

19. Yoshida, M.I.; Oliveira, M.A.; Gomes, E.C.L.; Mussel, W.N.; Castro, W.V.; Soares, C.D.V. 

Thermal characterization of lovastatin in pharmaceutical formulations. J. Thermal Anal. Calor. 

2011, 106, 657–664. 

20. Yoshida, M.I.; Gomes, E.C.L.; Soares, C.D.V.; Cunha, A.F.; Oliveira, M.A. Thermal analysis 

applied to verapamil hydrochloride characterization in pharmaceutical formulations. Molecules 

2010, 15, 2439–2452. 

21. Bharate, S.S.; Bharate, S.B.; Bajaj, A.N. Interactions and incompatibilities of pharmaceutical 

excipients with active pharmaceutical ingredients: A comprehensive review. J. Excip. Food Chem. 

2010, 1, 3–26. 

22. Thermalcal 15 dez. 2009. Calorimetry: The Universal Detector. Available online: 

http://thermalcal.com (accessed on 1 February 2014).  

23. Anderson, N.H.; Bauer, M.; Boussac, N.; Khan-Malek, R.; Munden, P.; Sardaro, M. An evaluation 

of fit factors and dissolution efficiency for the comparison of in vitro dissolution profiles. J. Pharm. 

Biomed. Anal. 1998, 17, 811–822. 

24. Oliveira, M.A.; Lacerda, C.D.; Bonella, A.F. Developing methods to compare tablet formulations 

of atorvastatin. Braz. J. Pharm. Sci. 2012, 48, 1–10. 

Sample Availability: Samples of the compounds are not available from the authors. 

© 2014 by the authors; licensee MDPI, Basel, Switzerland. This article is an open access article 

distributed under the terms and conditions of the Creative Commons Attribution license 

(http://creativecommons.org/licenses/by/4.0/). 



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 15%)
  /CalRGBProfile (Adobe RGB \0501998\051)
  /CalCMYKProfile (Coated FOGRA39 \050ISO 12647-2:2004\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket true
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /UseDeviceIndependentColor
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments 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
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue true
  /ColorSettingsFile (Europe Prepress)
  /AlwaysEmbed [ true
    /ACaslonPro-Bold
    /ACaslonPro-BoldItalic
    /ACaslonPro-Italic
    /ACaslonPro-Regular
    /ACaslonPro-Semibold
    /ACaslonPro-SemiboldItalic
    /AdobeArabic-Bold
    /AdobeArabic-BoldItalic
    /AdobeArabic-Italic
    /AdobeArabic-Regular
    /AdobeFangsongStd-Regular
    /AdobeFanHeitiStd-Bold
    /AdobeGothicStd-Bold
    /AdobeHebrew-Bold
    /AdobeHebrew-BoldItalic
    /AdobeHebrew-Italic
    /AdobeHebrew-Regular
    /AdobeHeitiStd-Regular
    /AdobeKaitiStd-Regular
    /AdobeMingStd-Light
    /AdobeMyungjoStd-Medium
    /AdobeSongStd-Light
    /AGaramondPro-Bold
    /AGaramondPro-BoldItalic
    /AGaramondPro-Italic
    /AGaramondPro-Regular
    /AgencyFB-Bold
    /AgencyFB-Reg
    /Aharoni-Bold
    /Algerian
    /Andalus
    /AngsanaNew
    /AngsanaNew-Bold
    /AngsanaNew-BoldItalic
    /AngsanaNew-Italic
    /AngsanaUPC
    /AngsanaUPC-Bold
    /AngsanaUPC-BoldItalic
    /AngsanaUPC-Italic
    /Aparajita
    /Aparajita-Bold
    /Aparajita-BoldItalic
    /Aparajita-Italic
    /ArabicTypesetting
    /Arial-Black
    /Arial-BoldItalicMT
    /Arial-BoldMT
    /Arial-ItalicMT
    /ArialMT
    /ArialNarrow
    /ArialNarrow-Bold
    /ArialNarrow-BoldItalic
    /ArialNarrow-Italic
    /ArialRoundedMTBold
    /ArialUnicodeMS
    /BaskOldFace
    /Batang
    /BatangChe
    /Bauhaus93
    /BellMT
    /BellMTBold
    /BellMTItalic
    /BerlinSansFB-Bold
    /BerlinSansFBDemi-Bold
    /BerlinSansFB-Reg
    /BernardMT-Condensed
    /BirchStd
    /BlackadderITC-Regular
    /BlackoakStd
    /BodoniMT
    /BodoniMTBlack
    /BodoniMTBlack-Italic
    /BodoniMT-Bold
    /BodoniMT-BoldItalic
    /BodoniMTCondensed
    /BodoniMTCondensed-Bold
    /BodoniMTCondensed-BoldItalic
    /BodoniMTCondensed-Italic
    /BodoniMT-Italic
    /BodoniMTPosterCompressed
    /BookAntiqua
    /BookAntiqua-Bold
    /BookAntiqua-BoldItalic
    /BookAntiqua-Italic
    /BookmanOldStyle
    /BookmanOldStyle-Bold
    /BookmanOldStyle-BoldItalic
    /BookmanOldStyle-Italic
    /BookshelfSymbolSeven
    /BradleyHandITC
    /BritannicBold
    /Broadway
    /BrowalliaNew
    /BrowalliaNew-Bold
    /BrowalliaNew-BoldItalic
    /BrowalliaNew-Italic
    /BrowalliaUPC
    /BrowalliaUPC-Bold
    /BrowalliaUPC-BoldItalic
    /BrowalliaUPC-Italic
    /BrushScriptMT
    /BrushScriptStd
    /Calibri
    /Calibri-Bold
    /Calibri-BoldItalic
    /Calibri-Italic
    /Calibri-Light
    /Calibri-LightItalic
    /CalifornianFB-Bold
    /CalifornianFB-Italic
    /CalifornianFB-Reg
    /CalisMTBol
    /CalistoMT
    /CalistoMT-BoldItalic
    /CalistoMT-Italic
    /Cambria
    /Cambria-Bold
    /Cambria-BoldItalic
    /Cambria-Italic
    /CambriaMath
    /Candara
    /Candara-Bold
    /Candara-BoldItalic
    /Candara-Italic
    /Castellar
    /Centaur
    /Century
    /CenturyGothic
    /CenturyGothic-Bold
    /CenturyGothic-BoldItalic
    /CenturyGothic-Italic
    /CenturySchoolbook
    /CenturySchoolbook-Bold
    /CenturySchoolbook-BoldItalic
    /CenturySchoolbook-Italic
    /ChaparralPro-Bold
    /ChaparralPro-BoldIt
    /ChaparralPro-Italic
    /ChaparralPro-Regular
    /CharlemagneStd-Bold
    /Chiller-Regular
    /ColonnaMT
    /ComicSansMS
    /ComicSansMS-Bold
    /Consolas
    /Consolas-Bold
    /Consolas-BoldItalic
    /Consolas-Italic
    /Constantia
    /Constantia-Bold
    /Constantia-BoldItalic
    /Constantia-Italic
    /CooperBlack
    /CooperBlackStd
    /CooperBlackStd-Italic
    /CopperplateGothic-Bold
    /CopperplateGothic-Light
    /Corbel
    /Corbel-Bold
    /Corbel-BoldItalic
    /Corbel-Italic
    /CordiaNew
    /CordiaNew-Bold
    /CordiaNew-BoldItalic
    /CordiaNew-Italic
    /CordiaUPC
    /CordiaUPC-Bold
    /CordiaUPC-BoldItalic
    /CordiaUPC-Italic
    /CourierNewPS-BoldItalicMT
    /CourierNewPS-BoldMT
    /CourierNewPS-ItalicMT
    /CourierNewPSMT
    /CurlzMT
    /DaunPenh
    /David
    /David-Bold
    /DFKaiShu-SB-Estd-BF
    /DilleniaUPC
    /DilleniaUPCBold
    /DilleniaUPCBoldItalic
    /DilleniaUPCItalic
    /DokChampa
    /Dotum
    /DotumChe
    /Ebrima
    /Ebrima-Bold
    /EdwardianScriptITC
    /Elephant-Italic
    /Elephant-Regular
    /EngraversMT
    /ErasITC-Bold
    /ErasITC-Demi
    /ErasITC-Light
    /ErasITC-Medium
    /EstrangeloEdessa
    /Euclid
    /Euclid-Bold
    /Euclid-BoldItalic
    /EuclidExtra
    /EuclidExtra-Bold
    /EuclidFraktur
    /EuclidFraktur-Bold
    /Euclid-Italic
    /EuclidMathOne
    /EuclidMathOne-Bold
    /EuclidMathTwo
    /EuclidMathTwo-Bold
    /EuclidSymbol
    /EuclidSymbol-Bold
    /EuclidSymbol-BoldItalic
    /EuclidSymbol-Italic
    /EucrosiaUPC
    /EucrosiaUPCBold
    /EucrosiaUPCBoldItalic
    /EucrosiaUPCItalic
    /EuphemiaCAS
    /FangSong
    /FelixTitlingMT
    /FencesPlain
    /FootlightMTLight
    /ForteMT
    /FranklinGothic-Book
    /FranklinGothic-BookItalic
    /FranklinGothic-Demi
    /FranklinGothic-DemiCond
    /FranklinGothic-DemiItalic
    /FranklinGothic-Heavy
    /FranklinGothic-HeavyItalic
    /FranklinGothic-Medium
    /FranklinGothic-MediumCond
    /FranklinGothic-MediumItalic
    /FrankRuehl
    /FreesiaUPC
    /FreesiaUPCBold
    /FreesiaUPCBoldItalic
    /FreesiaUPCItalic
    /FreestyleScript-Regular
    /FrenchScriptMT
    /Gabriola
    /Garamond
    /Garamond-Bold
    /Garamond-Italic
    /Gautami
    /Gautami-Bold
    /Geneva
    /Georgia
    /Georgia-Bold
    /Georgia-BoldItalic
    /Georgia-Italic
    /GiddyupStd
    /Gigi-Regular
    /GillSansMT
    /GillSansMT-Bold
    /GillSansMT-BoldItalic
    /GillSansMT-Condensed
    /GillSansMT-ExtraCondensedBold
    /GillSansMT-Italic
    /GillSans-UltraBold
    /GillSans-UltraBoldCondensed
    /Gisha
    /Gisha-Bold
    /GloucesterMT-ExtraCondensed
    /GoudyOldStyleT-Bold
    /GoudyOldStyleT-Italic
    /GoudyOldStyleT-Regular
    /GoudyStout
    /Gulim
    /GulimChe
    /Gungsuh
    /GungsuhChe
    /Haettenschweiler
    /HarlowSolid
    /Harrington
    /Helvetica
    /Helvetica-Black-SemiBold
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Condensed
    /Helvetica-Condensed-Black-Se
    /Helvetica-Condensed-Bold
    /Helvetica-Condensed-BoldObl
    /Helvetica-Condensed-Light-Li
    /Helvetica-Condensed-Light-Light
    /Helvetica-Condensed-Oblique
    /Helvetica-Condensed-Thin
    /Helvetica-Conth
    /HelveticaExt-Normal
    /HelveticaExtObl-Heavy
    /HelveticaExtObl-Light
    /HelveticaExtObl-Normal
    /HelveticaInserat-Roman-SemiB
    /HelveticaInserat-Roman-SemiBold
    /Helvetica-Light-Light-Italic
    /Helvetica-Narrow
    /Helvetica-Narrow-Bold
    /HelveticaNarrowBoldLefty
    /Helvetica-Narrow-BoldOblique
    /HelveticaNarrowLefty
    /Helvetica-Narrow-Oblique
    /HelveticaObl-Heavy
    /Helvetica-Oblique
    /HelveticaObl-Thin
    /Helvetica-Roman-SemiB
    /HighTowerText-Italic
    /HighTowerText-Reg
    /HoboStd
    /Impact
    /ImprintMT-Shadow
    /InformalRoman-Regular
    /IrisUPC
    /IrisUPCBold
    /IrisUPCBoldItalic
    /IrisUPCItalic
    /IskoolaPota
    /IskoolaPota-Bold
    /JasmineUPC
    /JasmineUPCBold
    /JasmineUPCBoldItalic
    /JasmineUPCItalic
    /Jokerman-Regular
    /JuiceITC-Regular
    /KaiTi
    /Kalinga
    /Kalinga-Bold
    /Kartika
    /Kartika-Bold
    /KhmerUI
    /KhmerUI-Bold
    /KodchiangUPC
    /KodchiangUPCBold
    /KodchiangUPCBoldItalic
    /KodchiangUPCItalic
    /Kokila
    /Kokila-Bold
    /Kokila-BoldItalic
    /Kokila-Italic
    /KozGoPr6N-Bold
    /KozGoPr6N-ExtraLight
    /KozGoPr6N-Heavy
    /KozGoPr6N-Light
    /KozGoPr6N-Medium
    /KozGoPr6N-Regular
    /KozGoPro-Bold
    /KozGoPro-ExtraLight
    /KozGoPro-Heavy
    /KozGoPro-Light
    /KozGoPro-Medium
    /KozGoPro-Regular
    /KozMinPr6N-Bold
    /KozMinPr6N-ExtraLight
    /KozMinPr6N-Heavy
    /KozMinPr6N-Light
    /KozMinPr6N-Medium
    /KozMinPr6N-Regular
    /KozMinPro-Bold
    /KozMinPro-ExtraLight
    /KozMinPro-Heavy
    /KozMinPro-Light
    /KozMinPro-Medium
    /KozMinPro-Regular
    /KristenITC-Regular
    /KunstlerScript
    /LaoUI
    /LaoUI-Bold
    /Latha
    /Latha-Bold
    /LatinWide
    /Leelawadee
    /Leelawadee-Bold
    /LetterGothicStd
    /LetterGothicStd-Bold
    /LetterGothicStd-BoldSlanted
    /LetterGothicStd-Slanted
    /LevenimMT
    /LevenimMT-Bold
    /LilyUPC
    /LilyUPCBold
    /LilyUPCBoldItalic
    /LilyUPCItalic
    /LithosPro-Black
    /LithosPro-Regular
    /LucidaBright
    /LucidaBright-Demi
    /LucidaBright-DemiItalic
    /LucidaBright-Italic
    /LucidaCalligraphy-Italic
    /LucidaConsole
    /LucidaFax
    /LucidaFax-Demi
    /LucidaFax-DemiItalic
    /LucidaFax-Italic
    /LucidaHandwriting-Italic
    /LucidaSans
    /LucidaSans-Demi
    /LucidaSans-DemiItalic
    /LucidaSans-Italic
    /LucidaSans-Typewriter
    /LucidaSans-TypewriterBold
    /LucidaSans-TypewriterBoldOblique
    /LucidaSans-TypewriterOblique
    /LucidaSansUnicode
    /Magneto-Bold
    /MaiandraGD-Regular
    /MalgunGothic
    /MalgunGothicBold
    /MalgunGothicRegular
    /Mangal
    /Mangal-Bold
    /Marlett
    /MaturaMTScriptCapitals
    /Meiryo
    /Meiryo-Bold
    /Meiryo-BoldItalic
    /Meiryo-Italic
    /MeiryoUI
    /MeiryoUI-Bold
    /MeiryoUI-BoldItalic
    /MeiryoUI-Italic
    /MesquiteStd
    /MicrosoftHimalaya
    /MicrosoftJhengHeiBold
    /MicrosoftJhengHeiRegular
    /MicrosoftNewTaiLue
    /MicrosoftNewTaiLue-Bold
    /MicrosoftPhagsPa
    /MicrosoftPhagsPa-Bold
    /MicrosoftSansSerif
    /MicrosoftTaiLe
    /MicrosoftTaiLe-Bold
    /MicrosoftUighur
    /MicrosoftYaHei
    /MicrosoftYaHei-Bold
    /Microsoft-Yi-Baiti
    /MingLiU
    /MingLiU-ExtB
    /Ming-Lt-HKSCS-ExtB
    /Ming-Lt-HKSCS-UNI-H
    /MinionPro-Bold
    /MinionPro-BoldCn
    /MinionPro-BoldCnIt
    /MinionPro-BoldIt
    /MinionPro-It
    /MinionPro-Medium
    /MinionPro-MediumIt
    /MinionPro-Regular
    /MinionPro-Semibold
    /MinionPro-SemiboldIt
    /Miriam
    /MiriamFixed
    /Mistral
    /Modern-Regular
    /MongolianBaiti
    /MonotypeCorsiva
    /MoolBoran
    /MS-Gothic
    /MS-Mincho
    /MSOutlook
    /MS-PGothic
    /MS-PMincho
    /MSReferenceSansSerif
    /MSReferenceSpecialty
    /MS-UIGothic
    /MT-Extra
    /MTExtraTiger
    /MVBoli
    /MyriadPro-Bold
    /MyriadPro-BoldCond
    /MyriadPro-BoldCondIt
    /MyriadPro-BoldIt
    /MyriadPro-Cond
    /MyriadPro-CondIt
    /MyriadPro-It
    /MyriadPro-Regular
    /MyriadPro-Semibold
    /MyriadPro-SemiboldIt
    /Narkisim
    /NiagaraEngraved-Reg
    /NiagaraSolid-Reg
    /NSimSun
    /NuevaStd-BoldCond
    /NuevaStd-BoldCondItalic
    /NuevaStd-Cond
    /NuevaStd-CondItalic
    /Nyala-Regular
    /OCRAExtended
    /OCRAStd
    /OldEnglishTextMT
    /Onyx
    /OratorStd
    /OratorStd-Slanted
    /PalaceScriptMT
    /PalatinoLinotype-Bold
    /PalatinoLinotype-BoldItalic
    /PalatinoLinotype-Italic
    /PalatinoLinotype-Roman
    /Papyrus-Regular
    /Parchment-Regular
    /Perpetua
    /Perpetua-Bold
    /Perpetua-BoldItalic
    /Perpetua-Italic
    /PerpetuaTitlingMT-Bold
    /PerpetuaTitlingMT-Light
    /PlantagenetCherokee
    /Playbill
    /PMingLiU
    /PMingLiU-ExtB
    /PoorRichard-Regular
    /PoplarStd
    /PrestigeEliteStd-Bd
    /Pristina-Regular
    /Raavi
    /RageItalic
    /Ravie
    /Rockwell
    /Rockwell-Bold
    /Rockwell-BoldItalic
    /Rockwell-Condensed
    /Rockwell-CondensedBold
    /Rockwell-ExtraBold
    /Rockwell-Italic
    /Rod
    /RosewoodStd-Regular
    /SakkalMajalla
    /SakkalMajallaBold
    /ScriptMTBold
    /SegoePrint
    /SegoePrint-Bold
    /SegoeScript
    /SegoeScript-Bold
    /SegoeUI
    /SegoeUI-Bold
    /SegoeUI-BoldItalic
    /SegoeUI-Italic
    /SegoeUI-Light
    /SegoeUI-SemiBold
    /SegoeUISymbol
    /ShonarBangla
    /ShonarBangla-Bold
    /ShowcardGothic-Reg
    /Shruti
    /Shruti-Bold
    /SimHei
    /SimplifiedArabic
    /SimplifiedArabic-Bold
    /SimplifiedArabicFixed
    /SimSun
    /SimSun-ExtB
    /SnapITC-Regular
    /Stencil
    /StencilStd
    /Sylfaen
    /SymbolMT
    /SymbolTiger
    /SymbolTigerExpert
    /Tahoma
    /Tahoma-Bold
    /TektonPro-Bold
    /TektonPro-BoldCond
    /TektonPro-BoldExt
    /TektonPro-BoldObl
    /TempusSansITC
    /Tiger
    /TigerExpert
    /TimesNewRomanPS-BoldItalicMT
    /TimesNewRomanPS-BoldMT
    /TimesNewRomanPS-ItalicMT
    /TimesNewRomanPSMT
    /TraditionalArabic
    /TraditionalArabic-Bold
    /TrajanPro-Bold
    /TrajanPro-Regular
    /Trebuchet-BoldItalic
    /TrebuchetMS
    /TrebuchetMS-Bold
    /TrebuchetMS-Italic
    /Tunga
    /Tunga-Bold
    /TwCenMT-Bold
    /TwCenMT-BoldItalic
    /TwCenMT-Condensed
    /TwCenMT-CondensedBold
    /TwCenMT-CondensedExtraBold
    /TwCenMT-Italic
    /TwCenMT-Regular
    /Utsaah
    /Utsaah-Bold
    /Utsaah-BoldItalic
    /Utsaah-Italic
    /Vani
    /Vani-Bold
    /Verdana
    /Verdana-Bold
    /Verdana-BoldItalic
    /Verdana-Italic
    /Vijaya
    /Vijaya-Bold
    /VinerHandITC
    /Vivaldii
    /VladimirScript
    /Vrinda
    /Vrinda-Bold
    /Webdings
    /Wingdings2
    /Wingdings3
    /Wingdings-Regular
    /ZWAdobeF
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 600
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 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
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 600
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /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
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 900
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.33333
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFA1B:2005
  ]
  /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 (Coated FOGRA39 \050ISO 12647-2:2004\051)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 841.680]
>> setpagedevice


