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ABSTRACT

Purpose: The angiogenic, osteogenic and anti-inflammatory activity of latex of Hancornia speciosa has been evidenced and indicates 
pharmacological potential with great applicability in the health area, especially in the wound healing process. The present work 
aimed to compare the effects of the H. speciosa macroporous latex biomembrane with saline on wound healing. Methods: Forty-
three Wistar rats were submitted to excisional wound induction procedure and divided into groups according to treatment: saline 
(G1), and macroporous biomembrane (G2). The animals were euthanized at three, seven, 14, and 21 days after injury induction 
(DAI), and three animals were used for the debridement test. Morphometric, macroscopic, and microscopic analyses of general 
pathological processes were performed. Results: The macroporous biomembrane minimized necrosis and inflammation during the 
inflammatory and proliferative phases of the healing process, confirmed by the lower intensity of the crust and the debridement effect. 
In addition, the wounds treated with the macroporous biomembrane presented greater contraction rates in all the experimental 
periods analyzed. Conclusion: The macroporous biomembrane presents angiogenic, anti-inflammatory and debridement effects, 
contributing to the healing process, and can be considered a potentially promising new biomaterial to be used as a dressing.
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Introduction 

Several strategies have been proposed for the treatment of wounds, aiming to assist in tissue repair, among them polymers, 
plant extracts, physical dressings, laser, hyperbaric oxygen, dermal matrices, negative pressure therapy, doxycycline, minocycline, 
and alginate1–5. However, although there are currently several types of dressings commercially available, there is still no product 
considered a gold standard for the treatment of wounds, especially for complex chronic wounds4, often lacking effective treatment6–8.

A product, in order to be considered effective in the treatment of wounds, must be easily removed, provide comfort to the patient, 
do not require frequent changes, be cost-effective, improve epidermal migration, induce blood vessels formation and synthesis of 
connective tissue, provide or keep the wound surface with ideal humidity and the periphery of the lesion dry and protected, have 
easy application and adapt to different parts of the body4,6–8. Also, the humid wound environment is important to induce the ideal 
context for physiological healing, in addition to limiting the inflammatory reaction, necrosis, lesion progression, and scar size9,10.

However, there are no drugs that meet all the necessary criteria for the ideal treatment of chronic injuries11,12. 
Therefore, popular medicinal culture has been used as source of plant derived medicines13. In this context, latex has stood 
out. Estimates show that there are 12 to 35 thousand lactiferous species, and only a few have been evaluated regarding 
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their pharmacological importance14,15. Among them, the most explored and known is the rubber tree, from which the 
latex extracted presents angiogenic and healing properties. Recently, some reports have shown that some lactiferous plants, 
especially Hancornia speciosa, a Brazilian native plant, has important properties for wound healing15–18.

The latex of H. speciosa has been used against trauma, inflammation, diarrhea, tuberculosis, ulcers, herpes, and its leaf tea against 
menstrual cramps18. In addition, it has been used to treat inflammatory diseases, hypertension, dermatitis, liver disease, diabetes 
and gastric disorders19. H. speciosa leaves have compounds that aid in the control of blood pressure alterations20 and diabetes21. 
Also, in in-vitro wound healing essays the ethanolic extract of the leaves promoted an increase in cell migration and proliferation 
of fibroblasts22, while in in-vivo essays it has shown an anti-inflammatory action23 and to be not cytotoxic nor genotoxic24,25.

The biomembranes obtained from the latex of H. speciosa have angiogenic25 and osteogenic potential26,27, assisting in wound 
healing. These biomembranes can incorporate antibacterial drugs into their matrix, releasing them in a controlled manner, 
thus allowing the combination of angiogenic, anti-inflammatory, and antibacterial properties28. Also, the incorporation 
of silver nanoparticles in latex caused the inhibition of the Staphylococcus aureus biofilm formation without impairing the 
process of inflammation and tissue repair16.

Recently, a macroporous biomembrane was developed from H. speciosa latex for use in wound healing and patented as 
“latex-based macroporous biomembrane for use as a dressing in wound healing processes” number BR 10 2019 003829 229. 
The present study aimed to describe and compare the debridement and healing effect on excisional wounds in rats submitted 
to treatment with macroporous biomembrane.

Methods 

Preparation of the macroporous biomembrane

The biomembrane was produced from latex collected at the experimental station of the Universidade Estadual de Goiás, in the 
municipality of Ipameri, Goiás, Brazil. Latex was collected from a cut30 in the bark and stored in a sterile container. The cut was 
about 10 cm long and 0.5 cm deep. The collected latex was diluted in purified water in a 1:1 ratio (water:latex) to prevent clotting. 
Then, it was centrifuged at 3,000 g for 5 minutes at 4°C. Ten mL of the supernatant was deposited in a petri dish (10.00 ± 0.05 cm 
in diameter) and incubated at 45°C until complete polymerization (72 hours). Subsequently, the obtained biomembrane was cut 
to a size of 2 × 2 cm, perforated using a metallic cannula to form pores of 2 mm in diameter as described in the patent “latex-based 
macroporous biomembrane for use as a dressing in wound healing processes” number BR 10 2019 003829 229. Finally, it was packed 
in surgical grade paper and sterilized at the Energy and Nuclear Research Institute (IPEN), in São Paulo, São Paulo, Brazil, by gamma 
radiation through a Gammacell 220 cobalt (Co60) source, at a dose of 25 kGy25. Then, it is available to wound healing assays.

Ethical considerations

This study was conducted according to ethical standards after approval by the Ethics Committee on the Use of Animals of the 
Pontifícia Universidade Católica de Goiás (protocol 16-01) and followed the regulations determined in the guide produced by the Nacional 
Council of Control of Animal Experimentation31,32. Three animals were kept per cage in order to maintain their well-being, with 
occlusive dressing capable of protecting the injuries. The cages were made of polypropylene, lined with wood shavings, and cleaned 
twice a week. The animals were previously acclimated. The luminosity, the temperature, the noise intensity, and the relative humidity 
of the air were those of the general environment. Water and commercial ration for the species were offered ad libitum to the animals.

Experimental groups

For the accomplishment of this study, 43 male rats of the Rattus norvegicus albinus species, with 2-3 months of age and 
body weight between 200 and 300 grams at the beginning of the experiment, were used. Among them, 40 animals were 
randomly assigned to the groups according to the treatment: 
• G1: control group, which received NaCl 0.9% treatment, with 20 animals; 
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• G2: test group, which was treated with macroporous biomembrane, with 20 animals. 

For analysis of the proposed parameters, five animals from each experimental group were euthanized at three, seven, 14, 
and 21 days after injury induction (DAI) for morphometric and anatomopathological analysis of the injured area. An additional 
test was also performed with three animals to allow the analysis of the debridement effect of the macroporous biomembrane.

The number of animals was determined through previous studies that used this same experimental model, in addition to books 
and articles that determine the calculation of the number of animals30. Equation 1 was used to calculate the number of animals:

 n = 1 + [2C*(s/d)2] (1)

Where: n = number of animals; C = 10.51 and significance level (α = 0.05; the chance of considering two different groups 
when they do not are); s = 0.2; Acceptable standard deviation: 20%; d = 0.5; Expected difference between groups: 50%; 
n = 1 + [2*10,51*(0,2/0,5)2]; n = 4.36 animals per group.

Excisional lesion induction, cleaning, and treatment

Initially, the animals were weighed and anesthetized intraperitoneally with a solution of 10% ketamine and 2% xylazine at 
the dosage of 1 mL/kg (injectable Dopalen Sespo Indústria e Comércio, Brasil; and Xilazin, Syntec do Brasil). Eye lubrication 
with saline was also performed to prevent corneal ulceration. After being anesthetized, the animals were placed in prone 
position. Trichotomy, and antisepsis of the area to be injured were performed with gauze soaked in 70% ethanol. An acrylic 
mold measuring 2 × 2 cm in area and a pen were used to define the area to be injured. The lesion was induced through a 
superficial cut with a scalpel, followed by the deepening of the cut to the limit of the skin, without damaging the muscle 
tissue. Subsequently, the tissue fragment (± 1.5 mm) was gently removed with the aid of scalpel and scissors, preserving the 
panniculus carnosus. The lesion area was cleaned with sterile gauze soaked in saline (NaCl 0.9%).

The procedure was performed as follows: 
• G1 received a cleaning of the injured area with gauze soaked in saline (NaCl 0.9%). This procedure was repeated daily 

up to 21 days after the injury induction (Fig. 1). 
• G2 received a cleaning of the injury with gauze soaked in saline (NaCl 0.9%) immediately after the injury induction and had 

the macroporous biomembrane positioned on top of the wound in order to cover the entire injury area with the membrane, 
without crossing the injury borders. The membrane was changed at every three days up to 21 days after the injury induction 
(Fig. 1). The periodicity of the biomembrane change was determine according to the observed saturation of the dressing, which is 
considered a good characteristic for a dressing due to less manipulation of the injury, causing less pain and stress for the animal.

Group 1 Group 2

Daily dressing Dressing changed every 3 days

Cleaning of the injuried area with gauze 
soaked in saline (NaCl .9%)

Cleaning of the injury with gauze soaked 
in saline (NaCl 0.9%) immediately after 

the injury and had the macroporous 
biomembrane positioned on top of the woundPrimary dressing – blanket of Moorish fabric

Primary dressing – macroporous 
biomembrane

Final dressing – blanket dressing the animal

Secondary dressing – blanket of Moorish 
fabric

Primary dressing – blanket the animal

Source: Elaborated by the authors.

Figure 1 – Schematic representation of the procedures performed in group 1, control, and group 2, treated with the 
macroporous biomembrane. 
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Throughout the experiment, the injuries were protected by an occlusive dressing in order to keep the wound moist, closed 
and prevent additional injuries caused by the other animals in the cage. The composition of this dressing was a blanket of 
Moorish fabric, so that it dressed the entire back of the animal, with lashing on the sides, which was changed according to 
the group. Immediately after the injury, and on the proposed days, the wounds were cleaned with sterile gauze soaked in 
saline (NaCl 0.9%) and treated according to the group.

Procedure for euthanasia

On experimental days 3, 7, 14, and 21, the animals were euthanized with an intraperitoneal injection of 2.5% thiopental 
(Thiopentax, Cristália Produtos Químicos Farmacêuticos, Brazil) at the dosage of 120 mg/kg33 Afterwards, the animals 
were placed on a board for the photographic record, using a Sony Cyber-shot DSC-H300 camera (Sony. Followed by the 
removal of the skin and subcutaneous tissue fragment from the lesion area, using a scalpel, scissors, and forceps, preserving 
the muscular plane, the fragments were fixed in 10% buffered formaldehyde.

Macroscopic analysis

The wound healing phases were evaluated on the proposed experimental days as described ahead: at three DAI the 
inflammatory phase, at seven DAI the proliferative phase and at 14 and 21 DAI the maturation phase was evaluated. The photos 
of the injuries allowed the analysis of the presence of crust in a semi-quantitative way, according to the following criteria: absent, 
discreet (involvement of up to 25% of the area), moderate (from 26 to 50% of the area), and accentuated (over 50% of the area).

The photographs were taken using a tripod at 20 cm from the animal, after the euthanasia. Also, the macroscopic 
images were accompanied with a scale that allowed the calibration of all measurement’s parameters. The photographs were 
transferred to a computer and analyzed using the Image J 1.3.1 software. To determine the degree of contraction of the 
wound area, the formula proposed by Oliveira et al.34 was used (Eq. 2): 

 Relative wound contraction (%) = [(initial injured area - contracted injured area) / initial injured area] × 100 (2)

Microscopic analysis

The fragments of each wound, fixed in 10% buffered formaldehyde, were processed, and stained with hematoxylin and 
eosin (HE), according to Luna35, for histological evaluation. The following general pathological processes in the dermis were 
analyzed: necrosis / crust, which was recognized through morphology and observation of cellular debris, fibrin, inflammatory 
polymorphonuclear infiltrate, and mononuclear infiltrate, which were identified through cellular morphology, blood vessels 
quantification, fibroblasts, and matrix deposition. These aspects were classified in a semi-quantitative manner, according to 
the following criteria: absent (score = 0); discreet (score = 1) with impairment of up to 25% of the area; moderate (score = 2), 
from 26 to 50% of area impairment; and accentuated (score = 3) above 50% of area impairment36.

Statistical analysis

Statistical analysis was performed using the Sigma Stat 2.3 software. All variables were tested for normal distribution and homogeneous 
variance. When the data distribution was normal, parametric tests were used, such as T test. When the data distribution was not normal, 
non-parametric tests were used, such as Mann-Whitney’s. The observed differences were considered significant when p < 0.05.

Results
Wound contraction and macroscopic analysis

The wound contraction was significantly higher in G2 than in G1 at three, seven, and 21 DAI (p < 0.05). At 21 DAI, it 
was possible to observe that 80% of the wounds were completely closed in both studied groups (Table 1, Figs. 2–4). 
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Table 1 – Wound contraction (percentage) of excisional wounds experimentally induced in rats and treated with 
macroporous biomembrane of Hancornia speciosa.

Days after injury induction
G1 G2

P-value%
(Mean ± SD)

%
(Mean ± SD)

3 22.3 ± 9.5 36.9 ± 6.6 0.030*
7 42.4 ± 13.7 62.8 ± 4.3 0.013*

14 90.2 ± 2.6 92.5 ± 1.1 0.102
21 90.3 ± 1.8 94.8 ± 2.0 0.006*

SD: standard deviation; G1: control group treated with saline (NaCl 0.9%); G2: group treated with macroporous biomembrane of Hancornia speciosa. 
Statistical test: Student’s t test; *statistically significant difference. Source: Elaborated by the authors.

G1 G2

03 DAI

07 DAI

14 DAI

21 DAI

G1: control group treated with saline solution (NaCl 0.9%); G2: group treated with the macroporous biomembrane; DAI: days after the injury 
induction. Source: Elaborated by the authors.

Figure 2 – Macroscopic evolution of the excisional wounds experimentally induced in rats at three, seven, 14, and 21 DAI. 
Scale in mm.

(a) (b)

Source: Elaborated by the authors.

Figure 3 – Macroscopic aspect of the excisional wound at seven days after the injury in group 2, treated with the 
macroporous biomembrane. (a) Before the cleaning with saline solution (NaCl 0.9%). (b) After the cleaning showing 
the total removal of the viscous substance and evidencing the debridement effect of the biomembrane. Scale in mm.
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(a) (b)

Source: Elaborated by the authors.

Figure 4 – Excisional wound experimentally induced in rats. (a) Wound treated with saline solution (NaCl 0.9%) for eight 
days after the injury induction showing the crust formation through all the wound extension. (b) Wound treated with the 
macroporous biomembrane for three days without crust. Scale in mm. 

In the inflammatory and proliferative phase, at three and seven DAI, respectively, less intensity of crust was observed 
in G2 when compared to G1 (p < 0.05) (Table 2).

At seven DAI, all the wounds in G2 were shown to be covered with a viscous substance (Fig. 3a). The biomembrane 
showed ability to absorb the exudate, preventing adherence to the dressing, and was easily removed with cleaning (Fig. 3b), 
allowing the visualization of the granulation tissue formed below. No crust formation was observed, demonstrating the 
autolytic debridement effect of this product without damaging the newly formed tissue.

Table 2 – Crust formation in excisional wounds experimentally induced in rats and treated with macroporous biomembrane 
of Hancornia speciosa.

DAI G1 M (min–max) G2 M (min–max) p-value

3 2.0 (2.0–3.0) 0.0 (0.0–0.0) 0.029*

7 2.0 (1.0–3.0) 0.0 (0.0–0.0) 0.016*

14 1.0 (0.0–2.0) 0.0 (0.0–0.0) 0.190

21 0.0 (0.0–0.0) 0.0 (0.0–0.0) 1.000

DAI: days after the injury induction; M: median; (min–max): minimum–maximum; G1: control group treated with saline (NaCl 0.9%); G2: group treated 
with macroporous biomembrane of Hancornia speciosa; *statistically significant difference. The statistical analysis considered a semi-quantitative analysis 
as follows: 0 – absent; 1 – discrete; 2 – moderate; 3 – accentuated. Statistical test used: Mann-Whitney.  Source: Elaborated by the authors.

Debridement test

In order to confirm the debridement effect observed in G2, an additional test was carried out to verify the use of this 
material on a consistent and firmly adhered crust. For this, the animals (n = 3) were submitted to the standard injury 
procedure, and the wounds were cleaned with saline (NaCl 0.9%) until a crust was formed. At eight DAI (Fig. 4a), the 
macroporous biomembrane was applied for three days. It was possible to observe that the entire crust had been debrided, 
the lesion was smaller, without necrosis and with evident granulation tissue (Fig. 4b).

Microscopic analysis

In the inflammatory phase, at three DAI, G2 presented less intensity (p < 0.05) of necrosis and polymorphonuclear cells 
infiltrate than G1 (Table 3 and Fig. 5).

In the proliferative phase, at seven DAI, there was less intensity (p < 0.05) of necrosis, polymorphonuclear infiltrate 
and fibroblasts in G2 when compared to G1. Also, G2 biomembrane group presented greater intensity of blood vessels 
quantification (p < 0.05) when compared to G1 (Table 3 and Fig. 5).

In the maturation phase, at 14 DAI, there was less intensity of blood vessels quantification in G2 when compared to G1. 
At 21 DAI, there was less intensity (p < 0.05) of fibroblast in G2 when compared to G1 (Table 3 and Fig. 5).
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There was no significant difference in the fibrin and collagen analysis between the experimental groups throughout the 
experimental days (data not shown).

Table 3 – General pathologic processes observed in excisional wounds experimentally induced in rats and treated with 
macroporous biomembrane of Hancornia speciosa. 

General pathologic processes DAI
G1

Median
(min–max)

G2
Median

(min–max)
p-value

Necrosis/crust

3 3.0
(3.0–3.0)

2.0
(1.0–3.0) 0.032*

7 2.0
(1.0–3.0)

0.0
(0.0–1.0) 0.008*

14 0.0
(0.0–0.0)

0.0
(0.0–1.0) 0.690

21 0.0
(0.0–0.0)

0.0
(0.0–0.0) 1.000

Polymorphonuclear cells infiltrate 

3 3.0
(3.0–3.0)

2.0
(1.0–2.0) 0.008*

7 2.0
(1.0–2.0)

0.0
(0.0–1.0) 0.016*

14 0.0
(0.0–0.0)

0.0
(0.0–1.0) 0.690

21 0.0
(0.0–0.0)

0.0
(0.0–1.0) 1.000

Mononuclear cells infiltrate

3 2.0
(2.0–2.0)

2.0
(1.0–2.0) 1.000

7 3.0
(3.0–3.0)

3.0
(3.0–3.0) 1.000

14 2.0
(1.0–3.0)

1.0
(1.0–2.0) 0.010*

21 1.0
(1.0–2.0)

1.0
(1.0–2.0) 0.010*

Blood vessels quantification

3 1.0
(0.0–1.0)

1.0
(0.0–1.0) 0.690

7 2.0
(1.0–2.0)

3.0
(2.0–3.0) 0.016*

14 3.0
(3.0–3.0)

2.0
(2.0–2.0) 0.008*

21 1.0
(0.0–2.0)

1.0
(1.0–2.0) 0.841

Fibroblast

3 1.0
(1.0–1.0)

1.0
(1.0–1.0) 1.000

7 3.0
(3.0–3.0)

2.0
(2.0–2.0) 0.008*

14 3.0
(3.0–3.0)

3.0
(3.0–3.0) 1.000

21 3.0
(3.0–3.0)

2.0
(2.0–3.0) 0.032*

DAI: days after the injury induction; M: median; (min–max): minimum–maximum; G1: control group treated with saline (NaCl 0.9%); G2: group treated 
with macroporous biomembrane of Hancornia speciosa; *statistically significant difference. The statistical analysis considered a semi-quantitative analysis 
as follows: 0 – absent; 1 – discrete; 2 – moderate; 3 – accentuated. Statistical test used: Mann-Whitney.  Source: Elaborated by the authors.
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G1 G2

03 DAI

07 DAI

14 DAI

21 DAI

100 μm

100 μm

100 μm

100 μm 100 μm

100 μm

DAI: days after the injury induction; G1: control group, which received treatment with saline solution (NaCl0.9%); G2: group treated with the 
macroporous biomembrane. Stain: hematoxiline and eosin. Source: Elaborated by the authors.

Figure 5 – Photomicrograph of the skin of rats which suffered the experimental induction of an excisional wound at three, 
seven, 14, and 21 DAI. Scale: 100 μm. Insert: 50 μm.

Discussion

This study addressed the evaluation of the healing of excisional wounds experimentally induced in Wistar rats, using 
as treatment the H. speciosa macroporous latex biomembrane compared to a control group, in which only cleaning with 
saline (NaCl 0.9%) was performed. 

Regards to physicochemical H. speciosa biomembrane characterization used in the present study, different analyses were 
previously published. In relation to its composition, H. speciosa latex does not differ significantly from other latex and is aqueous 
polydispersed system containing around 50% of water, 40–45% weight of rubber molecules (cis-1,4-polyisoprene is the main 
component) and 4–5% weight of nonrubber constituents (protein, fatty acids, carbohydrates, and sugar)37. Concerning nonrubber 
constituents, the low-protein content of H. speciosa latex may be responsible for its non-allergenic potential27,37. 

In addition, phytochemical characterization identified chlorogenic acids, naringenin-7-O-glucoside, catechin and 
procyanidin in H. speciosa latex composition17,26. Chlorogenic acids present antioxidant, anti-mutagenic, and anti-inflammatory 
activities and can modulate metabolic pathways associated with wound healing17,26. 

Regards to the physical properties, the H. speciosa biomembrane have elastomeric behavior with good elasticity, low 
mechanical hysteresis and high elongation capacity27. Flexibility is a desirable characteristic for development of wound healing 
dressings as the dressing can be adjusted to the injury bed. In addition, H. speciosa biomembrane contains micrometric 
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pores in its surface2, which allow nutrients permeation, cells adherence, bones adhesiveness and others27. It was observed 
the porosity and the size of micropores can be controlled by membranes preparation method38. Since the permeation rate 
increases with pore size39, macropores on the order of millimeters could facilitate the leakage of fluid from the wound. 
This allows the wound to remain in a moist environment but without excess exudate. 

Then, in addition to micropores naturally present in biomembrane surface, the biomembranes used in this study 
were mechanically perforated to obtain macropores of 2 mm in diameter. All those H. speciosa biomembrane properties 
have showed that latex is a promising biomaterial in wound healing as it stimulates blood vessels formation and presents 
biocompatibility to organic tissues16,17,25,27. The results of this study were demonstrated through the analysis of general 
macroscopic and microscopic pathological processes.

In this study, the wounds were surgically induced on the animals’ backs and during the entire follow-up period occluded 
with a dressing made of sterile Moorish fabric, allowing the absorption of exudate, aeration of the tissue, maintenance 
of humidity and, above all, protection avoiding additional injuries by the animals of the same cage. The dressings also 
prevented contamination and kept the biomembrane fixed in the appropriate place. According to the literature, the use of 
an occlusive dressing has advantages, such as: preventing the wound from drying out and forming a crust, which can hinder 
the formation of the new epithelium7, increase the absorption of the applied substances, soothe pain, stimulating growth 
factors, enzymes necessary for debridement and protecting the wound9. Moreover, occlusion should allow gas exchange to 
occur between the wound bed and the environment 4.

Currently, the importance of keeping the wound environment hydrated by maintaining the ideal moisture has been 
recognized so that dressings must maintain it without causing maceration of the wound bed39. In this study, an occlusive 
dressing was used, which prevented dryness, but the humid environment was completely assured using the macroporous 
biomembrane. A biomaterial was developed for use in wound healing, presented in the form of a flexible biomembrane, 
which can be adapted to different parts of the body, of varying sizes and porous, allowing the release of exudate.

During the inflammatory phase, it was possible to observe in this study that the treatment with macroporous biomembrane 
associated with cleaning with saline inhibited the formation of crust. Possibly, this can be attributed to the maintenance of 
ideal humidity, without causing maceration40. On the other hand, the cleaning with saline dried the wound, causing it to 
form a crust, which exposed it to bacterial contamination and infection41.

At seven days, in the proliferative phase, the macroscopic analysis in this study showed the debridement effect of the 
macroporous biomembrane through the regression of the crust intensity and by the granulation tissue under development. 
This result was confirmed by the histopathological study in which, on that same experimental day, there was less intensity 
of necrosis / crust and marked increase in blood vessels quantification, a fundamental process for the formation of new 
tissue42. Debridement was performed without causing additional injuries, and it can be of great applicability in humans, 
since in chronic necrotic lesions there is a need for debridement to allow the normal development of the healing process43.

Still in the proliferative phase observed in our results, the greater intensity of blood vessels quantification in the group 
that used the macroporous biomembrane corroborated a study of the latex of H. speciosa in the chorioallantoic membrane 
model, in which it induced marked increase in blood vessels quantification similar to Regederm (a product based on latex 
from Hevea brasiliensis) and greater than the negative and inhibitory control25. According to the literature, the blood vessels 
formation is essential for tissue growth, cellular reproduction, and wound repair, allowing proliferation, migration, regulation 
and differentiation of vessel cells44, migration of macrophages and fibroblasts to the wound site, enabling the production 
of extracellular matrix and later the collagen that will form the scar45.

The angiogenic activity of H. speciosa has been studied in a chorioallantoic membrane model that shows that this effect 
is observed because of the serum fraction17, which presents secondary metabolites, enzymes and luteoid compounds25. It has 
been also shown that this serum fraction stimulates the expression of proangiogenic factors such as vascular endothelial 
growth factor and MMP2 and stimulates the remodeling of the extracellular matrix17.



10 Acta Cir Bras. V38 . e385323 . 2023

Macroporous latex biomembrane from Hancornia speciosa modulates the inflammatory process and has a debridement effect on 
wound healing in rats

The results obtained after the appliance of the macroporous biomembrane, in the present study, were similar to the 
ones described previously46, using the latex biomembrane of H. brasiliensis in surgical cutaneous wounds in Wistar rats. 
These authors also observed the prevention of crust formation during all phases of the healing process and the visual aspect 
of the lesion with the formation of a viscous layer protecting and maintaining the moisture of the wound. This debridement 
potential has been also verified in other studies using H. brasiliensis latex biomembrane in decubitus eschar47,48 and patients 
with chronic venous ulcers49.

Therefore, the presentation of the dressing in the form of biomembrane showed an important factor to enable debridement 
since the use of latex of H. brasiliensis in the form of gel-cream did not have a significant influence on the healing of acute 
lesions experimentally induced in rats50,51.

The use of H. speciosa latex in biomembrane form in order to maintain the humid environment in the wound bed and 
to prevent necrosis / crust and inflammation is supported by the lower intensity of inflammation observed in this study, as 
less polymorphonuclear infiltrate in the fragments removed from animals treated with the macroporous biomembrane and 
by the debridement potential observed in G2. Therefore, for the environment to be considered ideal for the development 
of the healing process, the wound must be kept moist, especially in excision wounds2.

The lesser intensity of migration of polymorphonuclear leukocytes during the initial stages of the healing process 
observed in this study can be attributed to the probable anti-inflammatory action of the macroporous biomembrane. 
These findings are in accordance with Marinho et al.23, which showed that the latex of H. speciosa inhibited nitric oxide, 
PGE2 and cytokines interleukin-6 and tumor necrosis factor, resulting in an anti-inflammatory action by influencing both 
migration and activation of inflammatory cells. This anti-inflammatory effect was maintained, in the present study, until 
the final stages of the experimental analysis with decreased migration of mononuclear leukocytes during the maturation 
phase, showing fine regulation throughout the healing process.

In our study, the wounds treated with the macroporous biomembrane had a higher percentage of contraction at 
three, seven, and 21 days, demonstrating a regulation of the remodeling process of the extracellular matrix. This process 
can be attributed to the interaction between chlorogenic acids and MMP2, which are present in greater concentration 
in the serum fraction of the latex from H. speciosa17.

The H. speciosa latex biomembrane can also be used in combination with other products, as it has already demonstrated 
that the incorporation of silver nanoparticles leads to high anti-biofilm efficiency without changing the blood vessels 
formation induction capacity16, showing a promising herbal medicine in the field of complex wound healing.

Conclusion

In conclusion, the macroporous biomembrane proved to be an important biomaterial for wound healing, leading to 
greater intensity of wound contraction. In the inflammatory and proliferative phase, it led to less formation of necrosis / 
crust, showed debridement and possible anti-inflammatory action, while in the maturation phase it induced decreased 
induction of blood vessels formation, inflammatory infiltrate, and migration of fibroblasts. 

Conflict of interest 

Nothing to declare.

Authors’ contribution

Conception the study: Lino Junior RS; Acquisition of data: Martins KLE and Thomaz MM; Analysis and interpretation 
of data: Martins KLE and Thomaz MM; Statistical analysis: Lino Junior RS; Manuscript writing: Martins KLE and Vinaud 



11Acta Cir Bras. V38 . e385323 . 2023

Martins KLE et al.

MC; Critical revision: Almeida LM and Gonçalves PJ; Final approval the version to be published: Martins KLE, Thomaz 
MM, Vinaud MC, Almeida LM, Gonçalves PJ and Lino Junior RS.

Data availability statement

The data will be available upon request.

Funding

Not applicable.

Acknowledgements 

Not applicable.

About the authors

Martins KLE, Vinaud MC, Almeida LM, Gonçalves PJ and Lino Junior RS are PhD.

Thomaz MM and Magno LN are bachelors.

References

1. Serra R, Grande R, Butrico L, Buffone G, Caliò FG, Squillace A, Rizzo BA, Massara M, Spinelli F, Ferrarese AG, de 
Caridi G, Gallelli L, de Franciscis S. Effects of a new nutraceutical substance on clinical and molecular parameters 
in patients with chronic venous ulceration. Int Wound J. 2016;13(1):88–96. https://doi.org/10.1111/iwj.12240

2. Rosique RG, Rosique MJ, Farina Junior JA. Curbing Inflammation in Skin Wound Healing: A Review. Int J Inflamm. 
2015;316235. https://doi.org/10.1155/2015/316235

3. Fife CE, Buyukcakir C, Otto G, Sheffield P, Love T, Warriner R 3rd. Factors influencing the outcome of lower-
extremity diabetic ulcers treated with hyperbaric oxygen therapy. Wound Repair Regen. 2007;15(3):322–31. https://
doi.org/10.1111/j.1524-475X.2007.00234.x

4. Dhivya S, Padma VV, Santhini E. Wound dressings - a review. Biomedicine (Taipei). 2015;5(4):22. https://doi.
org/10.7603/s40681-015-0022-9

5. Steingrimsson S, Gottfredsson M, Gudmundsdottir I, Sjögren J, Gudbjartsson T. Negative-pressure wound therapy for 
deep sternal wound infections reduces the rate of surgical interventions for early re-infections. Interact Cardiovasc 
Thorac Surg. 2012;15(3):406–10. https://doi.org/10.1093/icvts/ivs254

6. Mandelbaum SH, Di Santis EP, Mandelbaum MHS. Cicatrização: conceitos atuais e recursos auxiliares – parte I. An 
Bras Dermatol. 2003;78(4):393–410. https://doi.org/10.1590/S0365-05962003000400002

7. Mandelbaum SH, Di Santis EP, Mandelbaum MHS. Cicatrização: conceitos atuais e recursos auxiliares – parte II. An 
Bras Dermatol. 2003;78(5):525–42. https://doi.org/10.1590/S0365-05962003000500002

8. Moghadam SE, Ebrahimi SN, Salehi P, Farimani MM, Hamburguer M, Jabbarzadeh E. Wound healing potential 
of chlorogenic acid and myricetin-3-O-β- rhamnoside isolated from Parrotia persica. Molecules. 2017;22(9):1501. 
https://doi.org/10.3390/molecules22091501

9. Zhai H, Maibach HI. Effect of Occlusion and Semi-occlusion on Experimental Skin Wound Healing: A Reevaluation. 
Wounds. 2007;19(10):270–6.

https://doi.org/10.1111/iwj.12240
https://doi.org/10.1155/2015/316235
https://doi.org/10.1111/j.1524-475X.2007.00234.x
https://doi.org/10.1111/j.1524-475X.2007.00234.x
https://doi.org/10.7603/s40681-015-0022-9
https://doi.org/10.7603/s40681-015-0022-9
https://doi.org/10.1093/icvts/ivs254
https://doi.org/10.1590/S0365-05962003000400002
https://doi.org/10.1590/S0365-05962003000500002
https://doi.org/10.3390/molecules22091501


12 Acta Cir Bras. V38 . e385323 . 2023

Macroporous latex biomembrane from Hancornia speciosa modulates the inflammatory process and has a debridement effect on 
wound healing in rats

10. Junker JPE, Kamel RA, Caterson EJ, Eriksson E. Clinical Impact Upon Wound Healing and Inflammation in Moist, 
Wet, and Dry Environments. Adv Wound Care. 2013;2(7):348–56. http://doi.org/10.1089/wound.2012.0412

11. Gurtner GC, Werner S, Barrandon Y, Longaker MT. Wound repair and regeneration. Nature. 2008;453:314–21. 
https://doi.org/10.1038/nature07039 

12. Velnar T, Bailey T, Smrkolj V. The wound healing process: an overview of the cellular and molecular mechanisms. J Int 
Med Res. 2009;37(5):1528–42. https://doi.org/10.1177/147323000903700531

13. Luiz-Ferreira A, Cola-Miranda M, Barbastefano V, Hiruma-Lima CA, Vilegas W, Brito ARMS. Should Anacardium 
humile St. Hil be used as an antiulcer agent? A scientific approach to the traditional knowledge. Fitoterapia. 
2008;79(3):207–9. https://doi.org/10.1016/j.fitote.2007.11.006

14. Konno K. Plant latex and other exudates as plant defense systems: Roles of various defense chemicals and proteins 
contained therein. Phytochemistry. 2011;72(13):1510–30. https://doi.org/10.1016/j.phytochem.2011.02.016

15. Almeida LM, Nogueira CA, Borges PP, Prado ADL, Gonçalves PJ. State of the art of scientific on Hancornia speciosa: 
trends and gaps. Rev Bras Frutic. 2016;38(4):e-869. https://doi.org/10.1590/0100-29452016869

16. Bonete JM, Silva GD, Guidelli EJ, Gonçalves PJ, Almeida LM, Baffa O, Kinoshita A. Tissue reaction and anti-biofilm 
action of new biomaterial composed of latex from Hancornia speciosa Gomes and silver nanoparticles. An Acad Bras 
Ciênc. 2020;92(4):e20191584. https://doi.org/10.1590/0001-3765202020191584

17. D’Abadia PL, Bailão EFLC, Lino Júnior RS, Oliveira MG, Silva VB, Oliveira LAR, Conceição EC, Melo-Reis PR, 
Borges LL, Gonçalves PJ, Almeida LM. Hancornia speciosa serum fraction latex stimulates the angiogenesis and 
extracellular matrix remodeling processes. An Acad Bras Ciênc. 2020;92(2):e20190107. https://doi.org/10.1590/0001-
3765202020190107

18. Silva-Junior JFA. A cultura da mangaba. Rev Bras Frutic. 2004;26(1):1. https://doi.org/10.1590/S0100-29452004000100001

19. Torres-Rêgo M, Furtado AA, Bitencourt MAO, Lima MCJS, Andrade RCLC, Azevedo EP, Soares TC, Tomaz JC, 
Lopes NP, Silva-Júnior AA, Zucolotto SM, Fernandes-Pedrosa MF. Anti-inflammatory activity of aqueous extract and 
bioactive compounds identified from the fruits of Hancornia speciosa Gomes (Apocynaceae). BMC Complement 
Altern Med. 2016;16:275. https://doi.org/10.1186/s12906-016-1259-x

20. Silva GC, Braga FC, Lemos VS, Cortes SF. Potent antihypertensive effect of Hancornia speciosa leaves extract. 
Phytomedicine. 2016;23(2):214–9. https://doi.org/10.1016/j.phymed.2015.12.010

21. Pereira AC, Pereira ABD, Moreira CCL, Botion LM, Lemos VS, Braga FC, Cortes SF. Hancornia speciosa Gomes 
(Apocynaceae) as a potential anti-diabetic drug. J Ethnopharmacol. 2015;161:30–5. https://doi.org/10.1016/j.
jep.2014.11.050 

22. Geller FC, Teixeira MR, Pereira AB, Dourado LP, Souza DG, Braga FC, Simões CM. Evaluation of the Wound Healing 
Properties of Hancornia speciosa Leaves. Phytother Res. 2015;29(12):1887–93. https://doi.org/10.1002/ptr.5438

23. Marinho DG, Alviano DS, Matheus ME, Alviano CL, Fernandes PD. The latex obtained from Hancornia speciosa 
Gomes Possesses anti-inflammatory activity. J Ethnopharmacol. 2011;135(2):530–7. https://doi.org/10.1016/j.
jep.2011.03.059

24. Ribeiro TP, Sousa TR, Arruda AS, Peixoto N, Gonçalves PJ, Almeida LM. Evaluation of cytotoxicity and genotoxicity 
of Hancornia speciosa latex in Allium cepa root model. Braz J Biol. 2016;76(1):245–9. https://doi.org/10.1590/1519-
6984.20114

25. Almeida LM, Floriano JF, Ribeiro TP, Magno LN, da Mota LS, Peixoto N, Mrué F, Melo-Reis P, Lino Junior R de S, 
Graeff CF, Gonçalves PJ. Hancornia speciosa latex for biomedical applications: physical and chemical properties, 
biocompatibility assessment and angiogenic activity. J Mater Sci Mater Med. 2014;25(9):2153–62. https://doi.
org/10.1007/s10856-014-5255-8

26. Santos Neves J, Franchin M, Rosalen PL, Omar NF, Santos MA, Paschoal JAR, Novaes PD. Evaluation of the osteogenic 
potential of Hancornia speciosa latex in rat calvaria and its phytochemical profile. J Ethnopharmacol. 2016;183:151–8. 
https://doi.org/10.1016/j.jep.2016.02.041

http://doi.org/10.1089/wound.2012.0412
https://doi.org/10.1038/nature07039
https://doi.org/10.1177/147323000903700531
https://doi.org/10.1016/j.fitote.2007.11.006
https://doi.org/10.1016/j.phytochem.2011.02.016
https://doi.org/10.1590/0100-29452016869
https://doi.org/10.1590/0001-3765202020191584
https://doi.org/10.1590/0001-3765202020190107
https://doi.org/10.1590/0001-3765202020190107
https://doi.org/10.1590/S0100-29452004000100001
https://doi.org/10.1186/s12906-016-1259-x
https://doi.org/10.1016/j.phymed.2015.12.010
https://doi.org/10.1016/j.jep.2014.11.050
https://doi.org/10.1016/j.jep.2014.11.050
https://doi.org/10.1002/ptr.5438
https://doi.org/10.1016/j.jep.2011.03.059
https://doi.org/10.1016/j.jep.2011.03.059
https://doi.org/10.1590/1519-6984.20114
https://doi.org/10.1590/1519-6984.20114
https://doi.org/10.1007/s10856-014-5255-8
https://doi.org/10.1007/s10856-014-5255-8
https://doi.org/10.1016/j.jep.2016.02.041


13Acta Cir Bras. V38 . e385323 . 2023

Martins KLE et al.

27. Floriano JF, Neto FC, Mota LSLS, Furtado EL, Ferreira RS, Barraviera B, Gonçalves PJ, Almeida LM, Borges 
FA, Herculano RD. Comparative study of bone tissue accelerated regeneration by latex membranes from Hevea 
brasiliensis and Hancornia speciosa. Biomed Phys Eng Express. 2016;2:045007. https://doi.org/10.1088/2057-
1976/2/4/045007

28. Almeida LM, Magno LN, Pereira AC, Guidelli ÉJ, Filho OB, Kinoshita A, Gonçalves PJ. Toxicity of silver nanoparticles 
released by Hancornia speciosa (Mangabeira) biomembrane. Spectrochim Acta A Mol Biomol Spectrosc. 
2019;210:329–34. https://doi.org/10.1016/j.saa.2018.11.050

29. Instituto Nacional de Propriedade Industrial. BR 102019003829-2 A2. Biomembrana macroporosa à base de látex 
para uso como curativo em processos de cicatrização de feridas. Patente [Internet]. [cited on Sept. 2023]. Available at: 
https://busca.inpi.gov.br/pePI/jsp/patentes/PatenteSearchBasico.jsp.

30. Brasil. Ministério da Ciência, Tecnologia e Inovação. Conselho Nacional de Controle de Experimentação Animal. 
Guia brasileiro de produção, manutenção ou utilização de animais em atividades de ensino ou pesquisa científica. 
Brasília: Ministério da Ciência, Tecnologia e Inovação; 2023. 1107 p. 

31. Damy SB, Camargo RS, Chammas R, Figueiredo LFP. Aspectos fundamentais da experimentação animal - aplicações em 
cirurgia experimental. Rev Assoc Med Bras. 2010;56(1):103–11. https://doi.org/10.1590/S0104-42302010000100024

32. Arruda AS, Faria RQ, Peixoto N, Moreira ASFP, Floriano JF, Graeff CFO, Gonçalves PJ, Almeida LM. Magabeira 
latex production evaluation in Cerrado region of Goiás. Ciênc Florest. 2016;26(3):939–48. https://doi.
org/10.5902/1980509824222

33. Shomer NH, Allen-Worthington KH, Hickman DL, Jonnalagadda M, Newsome JT, Slate AR, Valentine H, Williams 
AM, Wilkinson M. Review of Rodent Euthanasia Methods. J Am Assoc Lab Anim Sci. 2020;59(3):242–53. https://doi.
org/10.30802/AALAS-JAALAS-19-000084

34. Oliveira ST, Leme MC, Pioi NL, Raise AG, Manfron MP. Formulações de confrei (Symphytum officinale L.) na 
cicatrização de feridas cutâneas de ratos. Rev Fac Zootec Vet Agro. 2000;7:61–5.

35. Luna LG. Routine staining procedures. Manual of histologic staining methods of the Armed Forces Institute of 
Pathology. Institute of Pathology; 1968.

36. Fantinati MS, Mendonça DEO, Fantinati AMM, Santos BF, Reis JCO, Afonso CL, Vinaud MC, Lino-Júnior RS. Low 
intensity ultrasound therapy induces angiogenesis and persistent inflammation in the chronic phase of the healing 
process of third degree burn wounds experimentally induced in diabetic and non-diabetic rats. Acta Cir Bras. 
2016;31(7):463–71. https://doi.org/10.1590/S0102-865020160070000006

37. Othman AB, Hepburn C, Hasma H. Plastics Rubber and Composites Processing Applications. New York: Elsevier; 
1993. v. 19.

38. Miranda MCR, Prezotti FG, Borges FA, Barros NR, Cury BSF, Herculano RD, Cilli EM. Porosity effects of natural latex 
(Hevea brasiliensis) on release of compounds for biomedical applications. J Biomater Sci Polym Ed. 2017;28(18):2117–
30. https://doi.org/10.1080/09205063.2017.1377024

39. Rippon MG, Ousey K, Cutting KF. Wound healing and hyper-hydration: a counterintuitive model. J Wound Care. 
2016;25(2):70–5. https://doi.org/10.12968/jowc.2016.25.2.68

40. Pereira G, Pereira C. Skin edge debridement made easy. Injury. 2003;34(12):954–6. https://doi.org/10.1016/s0020-
1383(03)00064-0

41. Diefenbeck M, Haustedt N, Schmidt HG. Surgical debridement to optimise wound conditions and healing. Int Wound 
J. 2013;10(Suppl. 1):43–7. https://doi.org/10.1111/iwj.12187

42. Ibrahim AH, Li H, Al-Rawi SS, Majid ASA, Al-Habib OA, Xia X, Majid AMA, Ji D. Angiogenic and wound healing 
potency of fermented virgin coconut oil: in vitro and in vivo studies. Am J Transl Res. 2017;9(11):4936–44. 

43. Dissemond J, Goos M. Optionen des Debridements in der Therapie chronischer Wunden [Options for debridement 
in the therapy of chronic wounds]. J Dtsch Dermatol Ges. 2004;2(9):743–51. https://doi.org/10.1046/j.1439-
0353.2004.04053.x

https://doi.org/10.1088/2057-1976/2/4/045007
https://doi.org/10.1088/2057-1976/2/4/045007
https://doi.org/10.1016/j.saa.2018.11.050
https://busca.inpi.gov.br/pePI/jsp/patentes/PatenteSearchBasico.jsp
https://doi.org/10.1590/S0104-42302010000100024
https://doi.org/10.5902/1980509824222
https://doi.org/10.5902/1980509824222
https://doi.org/10.30802/AALAS-JAALAS-19-000084
https://doi.org/10.30802/AALAS-JAALAS-19-000084
https://doi.org/10.1590/S0102-865020160070000006
https://doi.org/10.1080/09205063.2017.1377024
https://doi.org/10.12968/jowc.2016.25.2.68
https://doi.org/10.1016/s0020-1383(03)00064-0
https://doi.org/10.1016/s0020-1383(03)00064-0
https://doi.org/10.1111/iwj.12187
https://doi.org/10.1046/j.1439-0353.2004.04053.x
https://doi.org/10.1046/j.1439-0353.2004.04053.x


14 Acta Cir Bras. V38 . e385323 . 2023

Macroporous latex biomembrane from Hancornia speciosa modulates the inflammatory process and has a debridement effect on 
wound healing in rats

44. Ferreira M, Mendonça RJ, Coutinho-Netto J, Mulato M. Angiogenic Properties of Natural Rubber Latex Biomembranes 
and The Serum Fraction of Hevea brasiliensis. Braz J Phys. 2009;39(3):564–9. https://doi.org/10.1590/S0103-
97332009000500010 

45. Tazima MFGS, Vicente YAMVA, Moriya T. Biologia da ferida e cicatrização. Medicina. 2008;41(3):259–64. https://doi.
org/10.11606/issn.2176-7262.v41i3p259-264

46. Borsari FN, Leal LM, Freitas HMG, Sasahara THC, Machado MRF. Aplicação da membrana de látex natural e do 
extrato da pele de rã (Lithobates catesbiana) em feridas cirúrgicas cutâneas de ratos Wistar. Rev Bras Ciênc Vet. 
2014;21(3):150–5. https://doi.org/10.4322/rbcv.2014.375

47. Cipriani FMA, Martinelli SA, Lopez ME, Coutinho NJ, Tiraboschi FN. A natural biomembrane as a new proposal for 
the treatment of pressure ulcers. Med Cutan Iber Lat Am. 2006;34(3):137–42. 

48. Cipriani FMA, Brum CI, Fortes AF, Coutinho NJ, Magalhães BF, Tiraboschi FN. Management of Diabetic Skin 
Wounds with a Natural Latex Biomembrane. Med Cutan Iber Lat Am. 2004;32(4):157–62.

49. Frade MA, Assis RV, Coutinho-Netto J, Andrade TA, Foss NT. The vegetal biomembrane in the healing of chronic 
venous ulcers. An Bras Dermatol. 2011;87(1):45–51. https://doi.org/10.1590/S0365-05962012000100005

50. Brandão ML, Reis PR, Araújo LA, Araújo AC, Santos MH, Miguel MP. Evaluation of wound healing treated with latex 
derived from rubber trees and Aloe Vera extract in rats. Acta Cir Bras. 2016;31(9):570–7. https://doi.org/10.1590/
S0102-865020160090000001

51. Penhavel MVC, Tavares VH, Carneiro FP, Sousa JB. Efeito do gel da seiva do látex da Hevea brasiliensis na cicatrização 
de lesões cutâneas agudas induzidas no dorso ratos. Rev Col Bras Cir. 2016;43(1):48-53. https://doi.org/10.1590/0100-
69912016001010

https://doi.org/10.1590/S0103-97332009000500010
https://doi.org/10.1590/S0103-97332009000500010
https://doi.org/10.11606/issn.2176-7262.v41i3p259-264
https://doi.org/10.11606/issn.2176-7262.v41i3p259-264
https://doi.org/10.4322/rbcv.2014.375
https://doi.org/10.1590/S0365-05962012000100005
https://doi.org/10.1590/S0102-865020160090000001
https://doi.org/10.1590/S0102-865020160090000001
https://doi.org/10.1590/0100-69912016001010
https://doi.org/10.1590/0100-69912016001010

