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Abstract 

This work aims to incorporate the hydroethanol extract of Persea americana leaves into a hydrogel formulation and to 

determine the presence of rutin, the release of the active substance (using the rutin as marker), the antioxidant activity 

and the spreadability of the formulations developed. The extract of P. americana was obtained by hydroethanolic 

maceration and incorporated in hydrogels at doses of 1% (P. americana gel 1%) and 3% (P. americana gel 3%). Spreading 

ability was performed using the circular glass plate method and the rutin release in a vertical diffusion system was done 

using cellulose acetate membranes. Determination of the rutin in the gel and in the receptor solution was performed by 

high performance liquid chromatography, and the antioxidant capacity was analyzed by the 2,2-diphenyl 1-

picrylhydrazyl radical method and the ferric reducing antioxidant power assay. P. americana gel 1% showed better 

propagation ability, but lower release of rutin than the gel 3%. Both formulations presented similar antioxidant effects, 

which can be explained by the presence of other phenolic compounds in the extract. P. americana gel 3% released the 

largest rutin amount within 1 hour and therefore produced better results than P. americana gel 1%. 
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Introduction 

Hydrophilic gels or hydrogels are widely used as 
carriers for cosmetic products because of their easy 
preparation and excellent spreadability. The polymers 
used as raw materials in the production of these gels 
feature a high molecular weight and, when dispersed in 

water, provide viscosity to the preparation. In general, 
these polymers may be classified as ionic or nonionic 
according to their chemical properties. Gel-based 
formulations are non-greasy and can incorporate water-
soluble active substances; thus, they are best suited for 
oily and acne-prone skin [1]. 
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The type of polymer employed in a formulation 
directly influences the rheological properties of the end-
product, as well as its physico-chemical stability, 
spreadability, and ability to release the active substance 
from the carrier. Use of the correct polymer also affects 
film formation on the skin and the sensory perception of 
the formulation, which could influence whether a 
consumer will accept or reject the product As such, 
proper selection of the polymer is an important step in 
the production process [2]. 

 
Carbomer, an acrylic acid polymer is one of the most 

used for the formula gel because it is compatible with 
many active substances, presented bioadhesive 
properties and patient acceptance, besides not causing 
skin irritation [3,4].  

 
The growing demand for stable, safe, and effective 

cosmetic formulations with the appeal that drives their 
consumption has required increasingly complex and 
efficient methodologies to assess the stability of these 
products [5,6]. The skin protects the body against the 
entrance of external agents and loss of water. The 
cutaneous surface is divided into two layers, called the 
epidermis (more superficial) and the dermis (deep layer). 
The corneal layer of the epidermis is composed of several 
layers of closely arranged cells, known as corneocytes, 
surrounded by protein and lipid materials that form a 
lipoprotein envelope around them. This region is the most 
superficial layer of the skin and responsible for protecting 
the body against the entry of pathogenic microorganisms 
and mechanical trauma; it also prevents water loss while 
maintaining the hydration and flexibility of the skin. This 
organization constitutes an efficient barrier against the 
entry of foreign substances into the skin [7-11].  

 
Under normal conditions, penetration of substances 

through the skin is very difficult because of its 
organization. The entry of active substances through the 
skin is increased only when these substances contain 
constituents similar in composition to the stratum 
corneum and the lipophilic active will more adequately 
permeate this region [12-14].  

 
The penetration of active substances into the skin 

depends on the release of these substances from the 
vehicle and their penetration through the skin layers. 
Thus, during the development of formulations for topical 
use, the physico-chemical properties of the active 
substances and their possible interactions with the 
vehicle must be taken into account [12-15].  

 

Analysis of the release and permeation of substances 
through the skin constitutes a fundamental step during 
formulation development to ensure the effectiveness of 
the product. Several methods have been proposed and 
implemented to simulate the release of the active 
substance and its permeation through the skin layers. The 
vertical diffusion method using Frantz cells is an in vitro 
assay approved by the US Food and Drug Administration. 
In this method, Fick’s law is applied to evaluate the 
phenomena that occur when the product is applied to the 
skin and its effects are observed; the method produces 
fast results, is very practical, and does not interfere with 
biological factors [11,15]. This test is based on the small 
amounts of substances that cross the membrane or are 
contained therein, which can be quantified by an 
appropriate analytical method [15,16]. 

 
Brazil has an enormous biodiversity and one of the 

richest forests in the world. However, this biodiversity 
has not been fully exploited and research and 
development of new products is necessary, especially 
those that use raw materials with antioxidant activity, 
photoprotective and preventive of skin aging [17,18]. The 
use of plants that make up the Brazilian flora has led to 
increased research and development of new cosmetic 
products through a series of approaches. The use of a 
marker to establish a standardized concentration of the 
chemical constituents of a plant was proposed to solve 
this question and to guarantee the effectiveness, safety 
and quality of the products obtained from the plants [6].  

 
Persea americana (Lauracea), also known as avocado, 

has been described extensively in the literature because 
of its various biological effects (e.g., antitussive, anti-
diabetic, and analgesic) [19,20] which are related to its 
chemical constituents (e.g., triterpenoids glycosides, 
coumarins, alkaloids, saponins, tannins, flavonoids, and 
reducing sugars) [21]. The leaves of the P. americana have 
been reported to exhibit anti-inflammatory [22] and 
antioxidant [23] effects. Phenolic compounds, especially 
flavonoids (rutin and quercetin), which are also chemical 
constituents of avocado, are related to these activities 
[24,25].  

 
The objective of this work is to incorporate the 

hydroethanolic extract of Persea americana leaves into 
hydrogel and evaluate the spreadability, active substance 
release (using rutin as a marker) and antioxidant activity 
of the resulting formulations, once there are no reports in 
the literature about these parameters in the skin. 
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Materials and Methods 

Materials 

High performance liquid chromatography (HPLC-DAD) 
was performed with a Prominence Auto-Sampler (SIL-
20A) HPLC system (Shimadzu, Kyoto, Japan) equipped 
with Shimadzu LC-20 AT reciprocating pump connected 
to a DGU 20A5 degasser with a CBM 20A integrator, a 
DAD SPD-M20A UV-VIS detector, and LC solution 1.22 SP1 
software. All reagents used in this study were of analytical 
grade. Butylhydroxytoluene and parabens 
(methylparaben and propylparaben) were acquired from 
Galena. Disodium EDTA, imidazolidinyl urea, 
propyleneglycol, and Carbopol Ultrez 20 were acquired 
from Fagron. 
 

Methods 

Plant collection and extraction 
P. americana leaves were collected in February 2014 

in the city of Cruz Alta, Rio Grande do Sul, Brazil, with the 
following geographical coordinates: longitude: -53° 36′ 
23′′ W; latitude: -28° 38′ 19′′ S; altitude: 452 m [26]. 
Botanical identification was performed at the Department 
of Biology of the University of Cruz Alta (UNICRUZ) by 
Professor Graciela Sonego Pretto, where a voucher 
specimen has been deposited in the Herbarium of 
Poisonous and Medicinal plants under the registration 
code 1109 was deposited in the Herbarium of Poisonous 
and Medicinal Plants. 

 
The fresh leaves were coarsely divided and dried in an 

oven at 45 ºC for 7 days. The dried leaves was reduced to 
powder in a knife milll and extracted with hydroethanol 
solvent (ethanol:water 70:30, v/v) by maceration at room 
temperature for 7 days with periodic shaking. After that 
period, the extraction liquid was filtered, and the 
maceration process described above was repeated once 
again. After reuniting both filtrates, they were 
concentrated under reduced pressure with the bath at 
100 ºC for ethanol removal and submitted to 
lyophilization until completely dryness.  
 

Preparation of formulations 

The lyophilized hydroethanolic extract of the P. 
americana leaves was added at doses of 1% and 3% to a 
gel base prepared with Carbopol Ultrez 20® carbomer; 
this gel was previously formulated according to the 
National Formulation with modifications [27] according 
to Table 1. 

 

Components Amounts (g) 
Paraben solution 
Propyleneglycol 
Disodium EDTA 

Carbopol Ultrez 20® 

3.30 
5.00 
0.10 
2.00 

Water qs 100 mL 
50% Imidazolidinyl urea solution 0.60 mL 

Table 1: Composition of Carbopol Ultrez 20® Carbomer 
Gel Formulation (g) 
 

Disodium EDTA and the paraben solution were added 
to water at room temperature. Carbopol Ultrez 20® 
carbomer was added to the solution, and the resulting 
mixture was homogenized until complete dispersion was 
achieved. Thereafter, imidazolidinyl urea was added to 
the solution. 
 

Determination of rutin in gel 

Chromatographic analyzes were performed reverse-
phase HPLC under isocratic conditions using a C18 
column (4.6 mm × 150 mm) loaded with 5 m-diameter 
particles according to the method described by Boligon, et 
al. [28]. The mobile phase consisted of water: acetonitrile 
containing 0.5% phosphoric acid (pH 2.8; 70:30 v/v), and 
the rutin was quantified at 254 nm. The injection volume 
was 40 μL, and the flow rate was 0.8 mL/min. The mobile 
phase and all sample solutions were filtered through a 
0.45 μm membrane filter (Millipore) and then degassed in 
an ultrasonic bath prior to use. The reference solution 
was prepared in the mobile phase for CLAE-UV/DAD at 
concentrations of 0.050–250 mg/mL rutin. Gels 
containing 1% or 3% P. americana hydroethanolic extract 
were diluted as follows: 1 g of gel and 9 mL of mobile 
phase were left in an ultrasonic bath for 60 minutes. 

 
Chromatographic peaks were confirmed by 

comparison of their retention times with those of 
reference standards and comparison with the DAD 
spectra. All chromatographic operations were performed 
at room temperature and in duplicate. 
 

Analysis of rutin release in a vertical diffusion 
system 

Rutin release analyses were performed on the 
formulations using a Franz-type vertical diffusion cell 
with phosphate buffer (pH 6.0). The cell was covered with 
a cellulose acetate membrane (0.45 μm porosity; 7.06 cm² 
area) to separate the donor compartment from the 
receptor compartment, i.e., to form a non-interfering  
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barrier to a fluid called a receptor. The diffusion cell was 
introduced to an ultrathermostated bath at 37 °C, 
simulating body temperature. The coupling agents (1% 
and 3% formulations) were added to the membrane. 
During release evaluation, aliquots were collected after 1, 
2, and 3 hours to verify the presence of rutin in the 
receptor solution. The assays were performed in 
duplicate [29,11]. The determination of rutin in the 
aliquots was analysed by HPLC/DAD [28].  
  

Determination of the in vitro antioxidant capacity 
of the formulations 

2,2-Diphenyl 1-picrylhydrazyl radical method: The 
antioxidant capacity was evaluated according method 
previously describe by Casagrande et al.[30]. Samples 
were diluted in methanol in the following concentrations: 
20, 10, 5, 2.5, and 1.25 mg/mL. A volume of 2.5 mL of each 
sample was added to 1 mL of DPPH solution (0.3 mM in 
methanol). After 30 minutes, readings were made in a 
spectrophotometer at 517 nm. A solution of 1 mL of 0.3 
mM DPPH dissolved in metanol (2.5 mL) was used as a 
negative control, and gel of rutin were prepared at the 
concentrations identical to those of the samples and used 
as standards (positive control). Ethanol was used to zero 
the spectrophotometer and solutions of each sample 
without addition of DPPH were used as blanks. The assay 
was performed in triplicate, and antioxidant activity was 
calculated according the equation: 
 
%Inhibition= 100 - [(Abs sample –Abs blank) x100] / Abs 
control 
Where: Abs sample is the test absorbance; Abs blank is 
the blank absorbance, and Abs control is the DPPH 
solution in methanol absorbance.  
 

Ferric reducing antioxidant power assay: The samples 
were diluted in distilled water at the following 
concentrations: 1.25, 2.5, 5, 10, and 20 mg/mL. 30 μL of 
each sample solution was added to 90 μL of distilled 
water and 900 μL of FRAP reagent (acetate buffer 300 
nM/L, 2,4,6-tripyridyl-S-triazine (TPTZ) 10 mM/L and 
ferric chloride 20 mM/L in the ratio of 10:1:1). The 
solutions were mixed and kept at 37 ºC for 30 minutes. 
The standard curve was made with ferrous sulphate 
solution at concentrations of 0.1, 0.5, 1, 1.5 and 2 nM/mL. 
The absorbance was determined at 593 nm. Gel rutin was 
used as standard (positive control), in the same 
concentrations as the samples. The reducing power of the 
extract and fractions were expressed in mM Fe2 +/Ml [31]. 
 
 

Spreadability Determination 

Spreadability determination was performed in 
triplicate on samples at time zero and after 90 days 
according the methodology described by Borghetti and 
Knorst [32]. This method uses a circular mold plate of 
glass (diameter = 20 cm, width = 0.2 cm) with a central 
orifice of 1.2 cm diameter placed on a glass support plate 
(20 cm x 20 cm) positioned over millimetric graphing 
paper. 

 
Samples were introduced to the orifice of the die plate 

and their surfaces were leveled with a spatula. The plaque 
mold was carefully removed and a glass plate of known 
weight was placed over each sample. After 1 minute, the 
diameter covered by the sample in two opposing 
positions was read with the aid of the graphing paper, and 
the average diameter was calculated. This procedure was 
repeated successively by adding more boards at 1-minute 
intervals. The results were expressed as the spreadability 
of the sample due to the applied weight and computed 
according to the equation below: 

 
Ei = d². π/4 

Where: 
Ei = spreadability of the sample weight for a given i 
(mm2); 
d = diameter (mm). 
The mean of three determinations was considered the 
final spreadability. 
The spreadability factor (Sf) was calculating using the 
following equation (Fontana et al., 2011): 
 

Sf = A/W 
Where: 
Sf = spreadability factor; A = total area (mm2); W = total 
weight (g) 
 

Statistical analysis 

The results are expressed as the means ± standard 
error of the mean (SEM). All data were analyzed by 
analysis of variance (ANOVA) followed by Tukey’s test. 
P<0.05 was considered as statistically significant. 
 

Results and Discussion 

The skin forms an external barrier and is in 
continuous contact with solar radiation and pro-oxidant 
agents. UVA and UVB radiation induces DNA damage 
directly and indirectly through oxidative stress, causing 
photoaging, immunosuppression, cancer, and various 
inflammatory skin disorders [33]. 



 Journal of Cosmetology 

 

Deuschle VCKN, et al. Rutin Release of Gel Formulations Containing 
Persea Americana Mill. Extract in Vertical Difusion System in Vitro. 
Cosmetol J 2019, 3(1): 000115. 

                     Copyright© Deuschle VCKN, et al. 

 

5 

The application of topical antioxidant products has 
proved to be an ally against oxidative stress in the skin 
and as a way to protect against the damages caused by 
solar radiation the long term. It is known that phenolic 
compounds are secondary metabolites present in plants 
with antioxidant activity. This activity is related to the 
content and profile of the phenolic compound found in the 
plant, determining the effectiveness of the extract, since 
the individual activity of the substances varies 
considerably in relation to their chemical structure [34-
36]. 

Rutin, a polyphenol of the class of flavonoids, is known 
for its anti-inflammatory, antioxidant, antiallergic, anti-
tumor, anti-bacterial, antiviral and photoprotective 
activities [37-39]. Rutin has a pronounced antioxidant 
action, which is attributed to its ability to donate 
electrons and hydrogen, eliminating oxidant species and 
preventing oxidative processes and is effective against 
damage induced by ultraviolet radiation [14,18,40,41]. 

 
The presence of rutin in the P. americana gel 1% and 3% 

were analyzed by HPLC / DAD and the chromatograms as 
well as the result of the quantification are in Figure 1. 

 
 

 

Figure 1: High performance liquid chromatograms from Persea americana gel: A) P. americana gel 1%; B) P. americana 
gel 3%; R – rutin. *Results are expressed as mean ± Standard error (SE) of three determinations. 

 
 
After chromatographic analysis of the gels, rutin 

release assays were performed. In this study, the release 
of rutin through a cellulose acetate membrane in a 
vertical diffusion model was analyzed. Rutin was used as 

a marker and analyzed by HPLC after the release assay. 
Samples were collected after 1, 2, and 3 hours, and the 
results are shown in Table 2. 

 

Formulation/Time P. americana gel 1% P. americana gel 3% 

1 h (mg/100 g ± SD)* 5.4 ± 0.7a, a 12.6 ± 0.07 a, b 

2 h (mg/100 g ± SD)* 8.5 ± 0.35b, a 12.75 ± 0.14 a,b 

3 h (mg/100 g ± SD)* 10.75 ± 4.6c,a 13.05 ± 0.77 a,b 

*Results are expressed as the mean ± standard derivation (SD) of two determinations. Different letters represent 
significant differences (p < 0.05). 
Table 2: Rutin release in a vertical diffusion system 
 

According to table II it is observed that there was 
significant difference between the two formulations in the 
different times analyzed. However, there was no 
significant difference between the results displayed by P. 

americana gel 3% in the three analyzed times. Compared 
with P. americana gel 1%, more rutin release was 
achieved by P. americana gel 3% within 1 hour. P. 
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americana gel 1% achieved rutin release only after 3 
hours of contact. 

 
Rojas, et al. [42] described that the release rate of a 

given substance is related to its respective concentration 
in the formulation, polymer properties and temperature. 
Thus, it was observed that the formulation with the 
highest concentration of active substance (P. americana 
gel 3%) was the one with the highest release of this 
substance (rutin). The diffusion of molecules from a more 
concentrated region (donor system) to a less 
concentrated region (receptor system) occurs during the 
release of semi-solid formulations and the membrane 
functions as a limiting medium. As the release of the 
molecules occurs over a given period of time, the 
concentration in the donor medium decreases as this 
concentration increases in the recipient medium. This is 
explained by Fick's second law, in which there is a linear 
correlation in relation to the concentration of molecules 
and their release [43]. Valandro, et al. [44] evaluated the 
rutin release (in 5% gel) associated or not to continuous 
ultrasonography through the Frantz vertical diffusion cell 
using cellulose acetate membrane at times at 5, 10, 15 and 
20 minutes. In this study, the authors verified that, with 

the use of ultrasound, there was a greater release of rutin 
in 15 and 20 minutes, being this equipment a promoter of 
the release of assets in a small period of time. However, in 
times of 5 and 10 minutes there was no difference 
between the diffusions. According to Velasco, et al. [45], 
application topical of rutin is suggested to exert its 
biological activities only at the skin surface or at the 
upper layers of the epidermis. 

 
In terms of their ability to scavenge DPPH radicals 

(Table 3), P. americana gel 1% and Rutin gel 1% 
(standard) presented significant differences only at the 
concentration of 1.25 mg/mL. P. americana gel 1% and P. 
americana gel 3% demonstrated significant differences at 
concentrations between 1.25 and 10 mg/mL but no 
significant difference at 20 mg/mL. Compared with its 
standard (Rutin gel 3%), P. americana gel 3% showed 
significant differences at all concentrations studied. 

 
In general, both formulations presented similar 

behaviors toward DPHH. As P. americana gel 1% and P. 
americana gel 3% could scavenge DPHH radicals, they 
may be used in formulations with antioxidant activity to 
prevent skin aging. 

 

Formulation/ Concentration 
(mg/mL) 

P. americana gel 1% 
(%± SD)* 

Rutin gel 1% 
(%± SD)* 

P. americana gel 3% (%± SD)* 
Rutin gel 3% 

(%± SD)* 

1.25 0.5 ± 0.20a,a 5.6 ± 0.10b 1.36 ± 0.10a,b 38.3 ± 0.68 b 

2.5 20.4 ± 2.53a,a 22.7 ± 2.95 a 13.9 ± 2.98 a,b 88.6 ± 0.29 b 

5 47.1 ± 1.40 a,a 43.0 ± 1.90 a 56.5 ± 0.82 a,b 90.5 ± 0.38 b 

10 67.9 ± 0.86 a,a 69.6 ± 1.57 a 61.0 ± 0.20 a,b 92.5 ± 0.28 b 

20 68.4 ± 1.06 a,a 72.1 ± 1.07 a 71.6 ± 0.83 a,a 93.1 ± 0.21 b 

*Results are expressed as the mean ± standard derivation (SD) of three determinations. Different letters represent 
significant differences (p < 0.05). 
Table 3: DPPH radical scavenging ability of the formulations 
 

The ability of the formulations to reduce Fe3+ to Fe2+ is 
shown in Figure 2. In this assay, P. americana gel 1% and 
P. americana gel 3% showed no significant difference at 
concentrations between 1.25 and 5 mg/mL. Above these 
concentrations (i.e., at 10 and 20 mg/mL), a significant 
difference between the formulations was observed. P. 
americana gel 1% and Rutin gel 1% showed no significant 
difference at concentrations of 1.25 and 5 mg/mL. Above 
these concentrations (i.e., at 10 and 20 mg/mL), a 
significant difference was observed. No significant 
difference between P. americana gel 3% and Rutin gel 3% 
was observed at all concentrations studied. Both 

formulations could reduce ferric ions, which suggests 
their potential use in anti-aging products. 

 
As skin is exposed daily to environmental factors, 

especially ultraviolet radiation, it is necessary to use 
topical formulations that have a protective effect. It is 
known that solar radiation induces oxidative stress and 
the production of oxidant species that can damage 
different cellular components. In this way, formulations 
containing active substances with antioxidant action can 
prevent these damages and protect the skin in the long 
term [18,46-49].  
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Figure 2: Ferric reducing antioxidant power assay 
results of hydrogels containing P. americana and rutin 
as a function of concentration. Each value is expressed 
as the mean ± standard error of three measurements 
(n = 3). Different letters represent significantly 
different values at p < 0.05. Data were analyzed by 
ANOVA followed by Tukey’s multiple comparison post 
hoc test. 

 
 

In general, the formulations presented similar 
antioxidant activities against DPPH radicals and too in 
reduce ferric ions and these effects is attributed not only 
to the presence of rutin, but also to the presence of other 
phenolic compounds, such as quercetin [24], found in the 
extract. 

 
The evaluation of parameters related to formulations 

for topical use are extremely important to predict some 
practical situations that may occur during their use. 
Among these factors, spreadability, which is defined as 
the expansion of a topical formulation on a surface after a 
certain is applied to check the behavior of the formulation 
on the surface of the skin time [50,51]. This feature is also 
considered when selecting a product package because 
formulations with low spreadability are difficult to obtain 
from a tube. In addition, a formulation should provide 
easy spreadability on the skin surface to ensure its effect 
[32,52,53].  

 
The spreadability of the developed formulations is 

shown in Figure 3. Both formulations initially showed 
similar behavior, but P. americana gel 1% demonstrated 
greater spreadability than P. americana gel 3% as the 
weight increased (305.68, 376.40 and 447.6). The 
spreading factors listed in Table 4 reveal significant 
differences between the formulations: P. americana gel 1% 
presented a higher spreadability factor than P. americana 
gel 3%, which confirms the spreadability results 
presented in Figure 3. This higher scattering capacity is 

shown to be due to the lower concentration of the extract 
in the P. americana 1% gel. Fontana et al. [52] also found 
different spreadability values for different formulations. 
 
 

 

Figure 3: Determination of the spreadability of 
hydrogels containing 1% (HG–PA 1) and 3% (HG–PA 
2) P. americana extract. Results are expressed as the 
mean ± standard derivation (SD) of three 
determinations (n = 3). Different letters represent 
significant differences (p < 0.05). 

 

Formulations 
Area 

 (mm2)* 
Weight 

 (g) 
Sf 

(mm2g -1)* 
P. americana gel 1% 6622 ± 0.91 447.6 14.79 ± 2.04a 
P. americana gel 3% 3975 ± 1.76 447.6 8.87 ± 0.40b 

*Results are expressed as the mean ± standard derivation 
(SD) of three determinations (n = 3). Different letters 
represent significant differences (p < 0.05). 
Table 4: Spreadability factors (S f) of the formulations as a 
function of total area (mm2) and total weight (g). 
 

Taking the results together, while P. americana gel 3% 
presents lower spreadability than P. americana gel 1% 
and both formulations do not show great differences in 
antioxidant activity, the latter appears to be the more 
suitable formulation for practical applications because it 
releases rutin faster (within 1 hour) to the skin. More 
studies should be performed to confirm the antioxidants 
and anti-aging effects of P. americana extract and ensure 
an effective and safe preparation for topical use. 
 

Conclusion 

Persea americana gel 3%, which allowed the release of 
rutin to the skin within 1 hour, presented better results 
than Persea americana gel 1%. The formulation 1% 
howed better spreadability but poorer rutin release. Both 
formulations presented similar antioxidant effects, likely 
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because of the presence of other phenolic compounds in 
the extract. 
 

References 

1. Corrêa NM, Camargo-Júnior FB, Ignácio RF, Leonardi 
GR (2005) Avaliação do comportamento reológico de 
diferentes géis hidrofílicos. Braz J Pharm Sci 41: 73-
78. 

2. Villanova JCO, Oréfice RL, Cunha AS (2010) 
Aplicações Farmacêuticas de Polímeros. Polímeros 
Ciência e Tecnol 20(1): 51-64. 

3. Lee SG, Kim SRK, Cho HI, Kang MHK, Yeom DW, et al. 
(2014) Hydrogel-based ultra-moisturizing cream 
formulation for skin hydration and enhanced dermal 
drug delivery. Biol Pharm Bull 37(10): 1674-1682. 

4. Dhivya S, Saravanan S, Sastry TP, Selvamurugan NJ 
(2015) Nanohydroxyapatite-reinforced chitosan 
composite hydrogel for bone tissue repair in vitro and 
in vivo. Nanobiotechnol 13(40): 2-13.  

5. Gonçalves GMS, Campos PMBGM (2009) Aplicação de 
métodos de biofísica no estudo da eficácia de 
produtos dermocosméticos. Braz J Pharm Sci 45(1): 
1-10. 

6. Isaac VLB, Cefali LC, Chiari BG, Oliveira CCLG, Salgado 
HRN, et al. (2008) Protocolo para ensaios físico-
químicos de estabilidade de fitocosméticos. Rev Cienc 
Farm Básica Apl 29(1): 81-96. 

7. Proksch E, Brandner JM, Jensen JM (2008) The skin: 
an indispensable barrier. Exp Dermatol 17(12): 1063-
1072. 

8. Pathak P, Nagarsenker M (2009) Formulation and 
evaluation of lidocaine lipid nanosystems for dermal 
delivery. AAPS Pharm Sci Tech 10(3): 985-992. 

9. Oresajo C, Pillai S, Manco M, Yatskayer M, McDaniel D 
(2012) Antioxidants and the skin: understanding 
formulation and efficacy. Dermatologic Therapy 
25(3): 252-259. 

10. Mouad AM, Porto ALM (2014) Uma abordagem 
química sobre a pele e a biocatálise no 
desenvolvimento de moléculas antioxidantes de 
aplicação cosmética. Rev Virtual Quím 6(6):1642-
1660. 

11. Sinigaglia G, Bresciani L, Tassinary JAF, Périco E, Stülp 
S (2014) Iontoforese associada ao princípio ativo 
ácido ascórbico: Avaliação de difusão vertical “in 
vitro”. Sci Plena 10: 1-8. 

12. Chorilli M, Brizante AC, Rodrigues CA, Salgado HRN 
(2007) Aspectos gerais em sistemas transdérmicos de 
liberação de fármacos. Rev Bras Farm 88(1): 7-13. 

13. Hansen S, Lehr CM, Schaefer UF (2013) Improved 
input parameters for diffusion models of skin 
absorption. Adv. Drug Delivery Rev 65(2): 251-264. 

14. Kamel R, Mostafa DM (2015) Rutin nanostructured 
lipid cosmeceutical preparation with sun protective 
potential. J Photochem Photobiol 153: 59-66. 

15. Sato MEO, Gomara F, Pontarolo R, Andreazza IF, 
Zaroni M (2007) Permeação cutânea in vitro do ácido 
kójico. Braz J Pharm Sci 43(2): 195-203. 

16. Naegel A, Heisig M, Wittum G (2013) Detailed 
modeling of skin penetration - An overview. Adv Drug 
Delivery Rev 65(2): 191-207. 

17. Iha SM, Migliato KF, Vellosa JCR, Sacramento LVS, 
Pietro RCLR, et al. (2008) Estudo fitoquímico de 
goiaba (Psidium guajava L.) compotencial 
antioxidante para o desenvolvimento de formulação 
fitocosmética. Rev Bras Farmacogn 18(3): 387-393. 

18. Choi SJ, Lee SN, Kim K, Joo DH, Shin S, et al. (2016) 
Biological effects of rutin on skin aging. Int J Mol Med 
38(1): 357-363. 

19. Larijani K, Rustaiyan A, Azar PA, Taban S (2010) 
Composition of essential oil of leaves of Persea 
americana cultivated in Iran. Chem Nat Compd 46(3): 
489-490. 

20. Adisa JO, Ajayi Y, Egbujo EC (2011) Histopathologic 
effect of Persea americana aqueous leaves extract on 
the liver and kidney of weaner abbits (California 
Species). Int J Morphol 29(4): 1384-1387. 

21. Lima CR, Vasconcelos CF, Costa-Silva JH, Maranhão 
CA, Costa J, et al. (2012) Anti-diabetic activity of 
extract from Persea americana Mill. leaf via the 
activation of protein kinase B (PKB/Akt) in 
streptozotocin-induced diabetic rats. J 
Ethnopharmacol 141(1): 517-525. 

22. Adeyemi OO, Okpo SO, Ogunti OO (2002) Analgesic 
and anti-inflammatory effects of the aqueous extract 

http://www.scielo.br/scielo.php?script=sci_arttext&pid=S1516-93322005000100008
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S1516-93322005000100008
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S1516-93322005000100008
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S1516-93322005000100008
http://www.scielo.br/scielo.php?pid=S0104-14282010000100012&script=sci_abstract&tlng=pt
http://www.scielo.br/scielo.php?pid=S0104-14282010000100012&script=sci_abstract&tlng=pt
http://www.scielo.br/scielo.php?pid=S0104-14282010000100012&script=sci_abstract&tlng=pt
https://www.ncbi.nlm.nih.gov/pubmed/25273390
https://www.ncbi.nlm.nih.gov/pubmed/25273390
https://www.ncbi.nlm.nih.gov/pubmed/25273390
https://www.ncbi.nlm.nih.gov/pubmed/25273390
https://jnanobiotechnology.biomedcentral.com/articles/10.1186/s12951-015-0099-z
https://jnanobiotechnology.biomedcentral.com/articles/10.1186/s12951-015-0099-z
https://jnanobiotechnology.biomedcentral.com/articles/10.1186/s12951-015-0099-z
https://jnanobiotechnology.biomedcentral.com/articles/10.1186/s12951-015-0099-z
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S1984-82502009000100002
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S1984-82502009000100002
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S1984-82502009000100002
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S1984-82502009000100002
https://repositorio.unesp.br/bitstream/handle/11449/70617/2-s2.0-54349121836.pdf?sequence=1
https://repositorio.unesp.br/bitstream/handle/11449/70617/2-s2.0-54349121836.pdf?sequence=1
https://repositorio.unesp.br/bitstream/handle/11449/70617/2-s2.0-54349121836.pdf?sequence=1
https://repositorio.unesp.br/bitstream/handle/11449/70617/2-s2.0-54349121836.pdf?sequence=1
https://www.ncbi.nlm.nih.gov/pubmed/19043850
https://www.ncbi.nlm.nih.gov/pubmed/19043850
https://www.ncbi.nlm.nih.gov/pubmed/19043850
https://www.ncbi.nlm.nih.gov/pubmed/19641997
https://www.ncbi.nlm.nih.gov/pubmed/19641997
https://www.ncbi.nlm.nih.gov/pubmed/19641997
https://www.ncbi.nlm.nih.gov/pubmed/22913443
https://www.ncbi.nlm.nih.gov/pubmed/22913443
https://www.ncbi.nlm.nih.gov/pubmed/22913443
https://www.ncbi.nlm.nih.gov/pubmed/22913443
http://rvq-sub.sbq.org.br/index.php/rvq/article/view/808
http://rvq-sub.sbq.org.br/index.php/rvq/article/view/808
http://rvq-sub.sbq.org.br/index.php/rvq/article/view/808
http://rvq-sub.sbq.org.br/index.php/rvq/article/view/808
http://rvq-sub.sbq.org.br/index.php/rvq/article/view/808
http://www.rbfarma.org.br/files/PAG07a13_ASPECTOS.pdf
http://www.rbfarma.org.br/files/PAG07a13_ASPECTOS.pdf
http://www.rbfarma.org.br/files/PAG07a13_ASPECTOS.pdf
https://www.ncbi.nlm.nih.gov/pubmed/22626979
https://www.ncbi.nlm.nih.gov/pubmed/22626979
https://www.ncbi.nlm.nih.gov/pubmed/22626979
https://www.ncbi.nlm.nih.gov/pubmed/26398812
https://www.ncbi.nlm.nih.gov/pubmed/26398812
https://www.ncbi.nlm.nih.gov/pubmed/26398812
http://www.scielo.br/pdf/rbcf/v43n2/04.pdf
http://www.scielo.br/pdf/rbcf/v43n2/04.pdf
http://www.scielo.br/pdf/rbcf/v43n2/04.pdf
https://www.sciencedirect.com/science/article/pii/S0169409X12003559
https://www.sciencedirect.com/science/article/pii/S0169409X12003559
https://www.sciencedirect.com/science/article/pii/S0169409X12003559
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S0102-695X2008000300013
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S0102-695X2008000300013
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S0102-695X2008000300013
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S0102-695X2008000300013
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S0102-695X2008000300013
https://www.ncbi.nlm.nih.gov/pubmed/27220601
https://www.ncbi.nlm.nih.gov/pubmed/27220601
https://www.ncbi.nlm.nih.gov/pubmed/27220601
https://link.springer.com/article/10.1007/s10600-010-9655-9
https://link.springer.com/article/10.1007/s10600-010-9655-9
https://link.springer.com/article/10.1007/s10600-010-9655-9
https://link.springer.com/article/10.1007/s10600-010-9655-9
https://scielo.conicyt.cl/scielo.php?script=sci_abstract&pid=S0717-95022011000400053&lng=en&nrm=iso
https://scielo.conicyt.cl/scielo.php?script=sci_abstract&pid=S0717-95022011000400053&lng=en&nrm=iso
https://scielo.conicyt.cl/scielo.php?script=sci_abstract&pid=S0717-95022011000400053&lng=en&nrm=iso
https://scielo.conicyt.cl/scielo.php?script=sci_abstract&pid=S0717-95022011000400053&lng=en&nrm=iso
https://www.ncbi.nlm.nih.gov/pubmed/22472105
https://www.ncbi.nlm.nih.gov/pubmed/22472105
https://www.ncbi.nlm.nih.gov/pubmed/22472105
https://www.ncbi.nlm.nih.gov/pubmed/22472105
https://www.ncbi.nlm.nih.gov/pubmed/22472105
https://www.ncbi.nlm.nih.gov/pubmed/22472105
https://www.ncbi.nlm.nih.gov/pubmed/12165331
https://www.ncbi.nlm.nih.gov/pubmed/12165331


 Journal of Cosmetology 

 

Deuschle VCKN, et al. Rutin Release of Gel Formulations Containing 
Persea Americana Mill. Extract in Vertical Difusion System in Vitro. 
Cosmetol J 2019, 3(1): 000115. 

                     Copyright© Deuschle VCKN, et al. 

 

9 

of leaves of Persea americana Mill (Lauraceae). 
Fitoterapia 73(5): 375-380. 

23. Kim OK, Murakami A, Nakamura Y, Takeda N, 
Yoshizumi H, et al. (2000) Novel nitric oxide and 
superoxide generation inhibitors, persenone A and B, 
from avocado fruit. Food Chem 48(5): 1557-1563. 

24. Ding H, Chin YW, Kinghorn AD, D’Ambrosio SM 
(2007) Chemopreventive characteristics of avocado 
fruit. Semin Cancer Bio 17(5): 386-394. 

25. Wang W, Bostic TR, Gu L (2010) Antioxidant 
capacities, procyanidins and pigments in avocados of 
different strains and cultivars. Food Chem 122(4): 
1193-1198. 

26. (2011) Instituto Brasileiro de Geografia e Estatística–
IBGE. Brasil. 

27. (2005) Ministério da Saúde. Formulário Nacional / 
Agência Nacional de Vigilância Sanitária (ANVISA). 
Brasília, DF, Brazil. 

28. Boligon AA, Jesus RS, Piana M, Brum TF, Cruz RC, et al. 
(2015) Development and Validation of an HPLC-DAD 
Analysis for Flavonoids in the gel of Scutia buxifolia. J 
Chromatogr Sci 53(9): 1557-1561.  

29. Mota ACV, Freitas ZMF, Volpato NM, Santos EP (2008) 
Estudo de liberação in vitro do filtro solar p-
metoxicinamato de octila incluso em lipossoma e -
ciclodextrina. Rev Cienc Farm Básica Apl 29: 285-289. 

30. Casagrande R, Georgetti SR, Verri-Jr WA, Borin MF, 
Lopez RFV, (2007) In vitroevaluation of quercetin 
cutaneous absorption from topical formulations and 
its functional stability by antioxidant activity. Int J 
Pharm 328(2): 183-190. 

31. Benzie IFF, Strain JJ (1996) The ferric reducing ability 
of plasma (FRAP) as a measure of ‘‘antioxidant 
power’’: The FRAP Assay. Anal Biochem 239(1): 70-
76. 

32. Borghetti GS, Knorst MT (2006) Desenvolvimento e 
avaliação da estabilidade física de loções O/A 
contendo filtros solares. Braz J Pharm Sci 42(4): 531-
537. 

33. Alonso C, Rubio L, Touriño S, Martí M, Barba C, et al. 
(2014) Antioxidative effects and percutaneous 

absorption of five polyphenols. Free Radical Biol Med 
75: 149-155. 

34. Boskou D (2006) Sources of natural phenolic 
antioxidants. Trends Food Sci Technol 17(9): 505-
512. 

35. Medvidovic-Kosanovic M, Seruga M, Jakobek L, Novak 
I (2010) Electrochemical and antioxidant properties 
of (+)-catechin, quercetin and rutin. Croat Chem Acta 
83(2): 197-207. 

36. Zillich OV, Schweiggert-Weisz U, Eisner P, Kerscher M 
(2015) Polyphenols as active ingredients for cosmetic 
products. Polyphenols as active ingredients for 
cosmetic products. Int J Cosmet Sci 37(5): 455-464. 

37. Choi KS, Kundu JK, Chun KS, Na HK, Sur YJ (2014) 
Rutin inhibits UVB radiation-induced expression of 
COX-2 and iNOS in hairless mouse skin: p38 MAP 
kinase and JNK as potential targets. Arch Biochem 
Biophys 559: 38-45. 

38. Peres DA, Oliveira CA, Costa MS, Tokunaga VK, Mota 
JP et al. (2016) Rutin increases critical wavelength of 
systems containing a single UV filter and with good 
skin compatibility. Skin Research and Tech 22(3): 
325-333. 

39. Ganeshpurkar A, Saluja AK (2017) The 
Pharmacological potential of rutin. Saudi Pharm J 
25(2): 149-164. 

40. Silva AR, Menezes PFC, Martinello T, Novakovich GFL, 
Praes CEO, et al. (2010) Antioxidant kinetics of plant-
derived substances and extracts. Int J Cosmet Sci 
32(1): 73-80. 

41. Kamel R, Basha M, Abd El-Alim SHJ (2013) 
Development of a novel vesicular system using a 
binary mixture of sorbitan monostearate and 
polyethylene glycol fatty acid esters for rectal 
delivery of rutin. Liposome Res 23(1): 28-36. 

42. Rojas O, Moya M, Sibaja M, Ruepert C, Veja-Baudrit J 
(2004) Estudio de la liberacion controlada de 
plaguicidas incorporados em hidrogeles de acido 
itacónico. Revista Iberoamericana de Polímeros 5(3): 
133-143.  

43. Kanfer I, Rath S, Purazi P, Mudyahoto A (2017) In 
Vitro Release Testing of Semi-Solid Dosage Forms. 
Dissolution Technol 24: 52-60. 

https://www.ncbi.nlm.nih.gov/pubmed/12165331
https://www.ncbi.nlm.nih.gov/pubmed/12165331
https://www.ncbi.nlm.nih.gov/pubmed/10820058
https://www.ncbi.nlm.nih.gov/pubmed/10820058
https://www.ncbi.nlm.nih.gov/pubmed/10820058
https://www.ncbi.nlm.nih.gov/pubmed/10820058
https://www.ncbi.nlm.nih.gov/pubmed/17582784
https://www.ncbi.nlm.nih.gov/pubmed/17582784
https://www.ncbi.nlm.nih.gov/pubmed/17582784
https://www.sciencedirect.com/science/article/pii/S0308814610004127
https://www.sciencedirect.com/science/article/pii/S0308814610004127
https://www.sciencedirect.com/science/article/pii/S0308814610004127
https://www.sciencedirect.com/science/article/pii/S0308814610004127
:%20http:/www.brasil.gov.br/meio-ambiente/2011/11/ibge-disponibilizacoordenadas-e-altitudes-para-21.304-localidades-brasileiras
:%20http:/www.brasil.gov.br/meio-ambiente/2011/11/ibge-disponibilizacoordenadas-e-altitudes-para-21.304-localidades-brasileiras
https://www.ncbi.nlm.nih.gov/pubmed/25977240
https://www.ncbi.nlm.nih.gov/pubmed/25977240
https://www.ncbi.nlm.nih.gov/pubmed/25977240
https://www.ncbi.nlm.nih.gov/pubmed/25977240
https://www.ncbi.nlm.nih.gov/pubmed/16959452
https://www.ncbi.nlm.nih.gov/pubmed/16959452
https://www.ncbi.nlm.nih.gov/pubmed/16959452
https://www.ncbi.nlm.nih.gov/pubmed/16959452
https://www.ncbi.nlm.nih.gov/pubmed/16959452
https://www.ncbi.nlm.nih.gov/pubmed/8660627
https://www.ncbi.nlm.nih.gov/pubmed/8660627
https://www.ncbi.nlm.nih.gov/pubmed/8660627
https://www.ncbi.nlm.nih.gov/pubmed/8660627
http://www.scielo.br/scielo.php?pid=S1516-93322006000400008&script=sci_abstract&tlng=ES
http://www.scielo.br/scielo.php?pid=S1516-93322006000400008&script=sci_abstract&tlng=ES
http://www.scielo.br/scielo.php?pid=S1516-93322006000400008&script=sci_abstract&tlng=ES
http://www.scielo.br/scielo.php?pid=S1516-93322006000400008&script=sci_abstract&tlng=ES
https://www.ncbi.nlm.nih.gov/pubmed/25041725
https://www.ncbi.nlm.nih.gov/pubmed/25041725
https://www.ncbi.nlm.nih.gov/pubmed/25041725
https://www.ncbi.nlm.nih.gov/pubmed/25041725
https://www.sciencedirect.com/science/article/abs/pii/S0924224406001427
https://www.sciencedirect.com/science/article/abs/pii/S0924224406001427
https://www.sciencedirect.com/science/article/abs/pii/S0924224406001427
https://pdfs.semanticscholar.org/555d/adecf72c2ce641d3f8444748c9ecebeac176.pdf
https://pdfs.semanticscholar.org/555d/adecf72c2ce641d3f8444748c9ecebeac176.pdf
https://pdfs.semanticscholar.org/555d/adecf72c2ce641d3f8444748c9ecebeac176.pdf
https://pdfs.semanticscholar.org/555d/adecf72c2ce641d3f8444748c9ecebeac176.pdf
https://www.ncbi.nlm.nih.gov/pubmed/25712493
https://www.ncbi.nlm.nih.gov/pubmed/25712493
https://www.ncbi.nlm.nih.gov/pubmed/25712493
https://www.ncbi.nlm.nih.gov/pubmed/25712493
https://www.ncbi.nlm.nih.gov/pubmed/24875145
https://www.ncbi.nlm.nih.gov/pubmed/24875145
https://www.ncbi.nlm.nih.gov/pubmed/24875145
https://www.ncbi.nlm.nih.gov/pubmed/24875145
https://www.ncbi.nlm.nih.gov/pubmed/24875145
https://www.ncbi.nlm.nih.gov/pubmed/26346940
https://www.ncbi.nlm.nih.gov/pubmed/26346940
https://www.ncbi.nlm.nih.gov/pubmed/26346940
https://www.ncbi.nlm.nih.gov/pubmed/26346940
https://www.ncbi.nlm.nih.gov/pubmed/26346940
https://www.ncbi.nlm.nih.gov/pubmed/28344465
https://www.ncbi.nlm.nih.gov/pubmed/28344465
https://www.ncbi.nlm.nih.gov/pubmed/28344465
https://www.ncbi.nlm.nih.gov/pubmed/19818087
https://www.ncbi.nlm.nih.gov/pubmed/19818087
https://www.ncbi.nlm.nih.gov/pubmed/19818087
https://www.ncbi.nlm.nih.gov/pubmed/19818087
https://www.ncbi.nlm.nih.gov/pubmed/23083098
https://www.ncbi.nlm.nih.gov/pubmed/23083098
https://www.ncbi.nlm.nih.gov/pubmed/23083098
https://www.ncbi.nlm.nih.gov/pubmed/23083098
https://www.ncbi.nlm.nih.gov/pubmed/23083098
http://www.reviberpol.iibcaudo.com.ve/pdf/DIC04/Rojas.pdf
http://www.reviberpol.iibcaudo.com.ve/pdf/DIC04/Rojas.pdf
http://www.reviberpol.iibcaudo.com.ve/pdf/DIC04/Rojas.pdf
http://www.reviberpol.iibcaudo.com.ve/pdf/DIC04/Rojas.pdf
http://www.reviberpol.iibcaudo.com.ve/pdf/DIC04/Rojas.pdf
http://www.dissolutiontech.com/issues/201708/DT201708_A04.pdf
http://www.dissolutiontech.com/issues/201708/DT201708_A04.pdf
http://www.dissolutiontech.com/issues/201708/DT201708_A04.pdf


 Journal of Cosmetology 

 

Deuschle VCKN, et al. Rutin Release of Gel Formulations Containing 
Persea Americana Mill. Extract in Vertical Difusion System in Vitro. 
Cosmetol J 2019, 3(1): 000115. 

                     Copyright© Deuschle VCKN, et al. 

 

10 

44. Valandro F, Tassinary JAF, Bianchetti P, Schmitt B, 
Bresciani L, et al. (2015) Avaliação da liberação da 
rutina associada ao ultrassom contínuo. Ciência e 
Natura 37(3): 678-683. 

45. Velasco MVR, Balogh TS, Pedriali CA, Sarruf FD, Pinto 
CASO, et al. (2008) Associação da rutina com., p–
metoxicinamato de octila e benzofenona–3: Avaliação 
in vitro da eficácia fotoprotetora por 
espectrofotometria de refletância. Lat Am J Pharm 
27(1): 23-27. 

46. Kohl E, Steinbauer J, Landthaler M, Szeimies RMJ 
(2011) Skin ageing. Eur Acad Dermatol Venereol 
25(8): 873-884. 

47. Polefka TG, Meyer TA, Agin PP, Bianchini RJ (2012) 
Effects of solar radiation on the skin. J Cosmet Derm 
11(2): 134-143. 

48. Ramos-e-Silva M, Celem LR, Ramos-e-Silva S, Fucci-
da-Costa AP (2013) Anti-aging cosmetics: Facts and 
controversies. Clini Derm 31(6): 750-758. 

49. Lorencini M, Brohem CA, Dieamant GC, Zanchin NIT, 
Maibach HI (2014) Active ingredients against human 
epidermal aging. Ageing Res Rev 15: 100-115. 

50. Kitagawa S, Fujiwara M, Okinaka Y, Yutani R, Teraoka 
R (2015) Effects of Mixing Procedure Itself on the 
Structure, Viscosity, and Spreadability of White 
Petrolatum and Salicylic Acid Ointment and the Skin 
Permeation of Salicylic Acid. Chem Pharm Bull 63(1): 
43-48. 

51. Kitagawa S, Yutani R, Kodani R, Teraoka R (2016) 
Differences in the rheological properties and mixing 
compatibility with heparinoid cream of brand name 
and generic steroidal ointments: The effects of their 
surfactants. Results Pharm Sci 13: 7-14. 

52. Fontana MC, Rezer JF, Coradini K, Leal B, Beck RC 
(2011) Improved efficacy in the treatment of contact 
dermatitis in rats by a dermatological nanomedicine 
containing clobetasol propionate. Eur J Pharm 
Biopharm 79(2): 241-249. 

53. Deuschle VCKN, Deuschle RAN, Bortoluzzi MR, 
Athayde ML (2015) Physical chemistry evaluation of 
stability, spreadability, in vitro antioxidant, and 
photo-protective capacities of topical formulations 
containing Calendula officinalis L. leaf extract. Braz J 
Pharm Sci 51(1): 63-75. 

 
 
 

https://periodicos.ufsm.br/cienciaenatura/article/view/18427
https://periodicos.ufsm.br/cienciaenatura/article/view/18427
https://periodicos.ufsm.br/cienciaenatura/article/view/18427
https://periodicos.ufsm.br/cienciaenatura/article/view/18427
http://sedici.unlp.edu.ar/handle/10915/7576
http://sedici.unlp.edu.ar/handle/10915/7576
http://sedici.unlp.edu.ar/handle/10915/7576
http://sedici.unlp.edu.ar/handle/10915/7576
http://sedici.unlp.edu.ar/handle/10915/7576
http://sedici.unlp.edu.ar/handle/10915/7576
https://www.ncbi.nlm.nih.gov/pubmed/21261751
https://www.ncbi.nlm.nih.gov/pubmed/21261751
https://www.ncbi.nlm.nih.gov/pubmed/21261751
https://www.ncbi.nlm.nih.gov/pubmed/22672278
https://www.ncbi.nlm.nih.gov/pubmed/22672278
https://www.ncbi.nlm.nih.gov/pubmed/22672278
https://www.ncbi.nlm.nih.gov/pubmed/24160281
https://www.ncbi.nlm.nih.gov/pubmed/24160281
https://www.ncbi.nlm.nih.gov/pubmed/24160281
https://www.ncbi.nlm.nih.gov/pubmed/24675046
https://www.ncbi.nlm.nih.gov/pubmed/24675046
https://www.ncbi.nlm.nih.gov/pubmed/24675046
https://www.ncbi.nlm.nih.gov/pubmed/25400272
https://www.ncbi.nlm.nih.gov/pubmed/25400272
https://www.ncbi.nlm.nih.gov/pubmed/25400272
https://www.ncbi.nlm.nih.gov/pubmed/25400272
https://www.ncbi.nlm.nih.gov/pubmed/25400272
https://www.ncbi.nlm.nih.gov/pubmed/25400272
https://www.ncbi.nlm.nih.gov/pubmed/26958460
https://www.ncbi.nlm.nih.gov/pubmed/26958460
https://www.ncbi.nlm.nih.gov/pubmed/26958460
https://www.ncbi.nlm.nih.gov/pubmed/26958460
https://www.ncbi.nlm.nih.gov/pubmed/26958460
https://www.ncbi.nlm.nih.gov/pubmed/21605671
https://www.ncbi.nlm.nih.gov/pubmed/21605671
https://www.ncbi.nlm.nih.gov/pubmed/21605671
https://www.ncbi.nlm.nih.gov/pubmed/21605671
https://www.ncbi.nlm.nih.gov/pubmed/21605671
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S1984-82502015000100063
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S1984-82502015000100063
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S1984-82502015000100063
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S1984-82502015000100063
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S1984-82502015000100063
http://www.scielo.br/scielo.php?script=sci_arttext&pid=S1984-82502015000100063
https://creativecommons.org/licenses/by/4.0/

	Abstract
	Introduction
	Materials and Methods
	Results and Discussion
	Conclusion
	References

