ODBORNY CASOPIS DERMATOVENEROLOGIE, ESTETICKE) DERMATOLOGIE A KOZMETIKY

ERMA

3 TISICROCIA

XI.rocnik  1-2/2011

Effectiveness of CICATRIX® Cream

on Striae



HOSPITAL PEDIATRICO DOCENTE JUAN MANUEL
MARQUEZ

EFFECTIVENESS OF CICATRIX CREAM

ON STRIAE

Author: Dr. Fernanda M. Pastrana Fundora MSc

Co-authors: Dr. Edelisa Moredo Romo MSc, Dr. César
R. Ramirez Albajés MSc, Director of CPENSAP (Pro-
vincial Centres of the National School of Public Health),
University of Medical Sciences, Havana, Hana Zelen-
kovéa, M.D., Ph.D., DOST Svidnik, Slovakia

Summary

Introduction: Striae or stretch marks are common
complaints among adolescents and young people as
they are considered to be unsightly and unattractive.
Nevertheless, a solution has yet to be found for this
disorder.

Material and method: We carried out a Phase ||
clinical trial with 40 cases treated with Cicatrix cream at
the Dermatology Service at the Hospital Pediatrico
Docente Juan Manuel Marquez in Havana during 2009
and 2010. The main evaluation criteria was the stretch
marks disappearing and then secondly, the decrease in
size and changes in the appearance of the skin lesions
and any adverse effects.

Results: 92% of the patients responded well and only
8% responded badly. 100% of Caucasians responded
satisfactorily. One of the patients had a rash in the
treated area, so the treatment was stopped.

Conclusions: We consider Cicatrix cream to be an
excellent alternative to treat stretch marks.
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Introduction

Striae are also called striae distensae, stretch marks,
striae alba, etc. They are real scars that form when the
connective tissue is stretched intensely and gets da-
maged; the connective tissue network rips, it loses
elasticity and compactness. This is precisely what cau-
ses the wound and promotes the formation of the exu-
date, which can leave scars if it is deep enough. (1) (2)

One of the main reasons why young people and
adolescents turn to the doctor for help is because
stretch marks are anaesthetic. Sometimes this problem
can affect them psychologically too, limiting their social
behaviour and upsetting their daily lives. It is a major
concern among young people, an age group in which
the appearance of striae is most common. (3) (4) (5) (6)

The dermis is the main component of the skin and
its function is to provide a matrix that is strong enough
to support the numerous structures it contains (blood
vessels, nerves and appendages). It mainly consists of
very stable fibres, in particular collagen and elastin.

Collagen stands for about 80% of the dry weight of
adult skin. It has great tensile strength and it stops the
skin ripping when it is stretched. The elastin stands for
almost 5% of the dermis and it is a binding protein that
maintains the skin's normal tension. Lastly the
fibroblast, which is the cell that synthesizes all the
components from the matrix —collagen, elastin and the
extra cellular matrix. (1)

If the skin cannot expand fast enough when it is
stretched with the sudden and progressive weight gain
caused by certain physiological conditions experienced
in life, stretch marks form. Nowadays, apart from the
mechanical element that causes stretch marks, genetic,
endocrine, metabolic, neurophysiological and bioche-
mical factors that trigger off or promote their formation
have also been identified. The skin's elasticity is
genetically conditioned. (7) (8) (9)

The metabolic endocrine factor is considered to be
determinant. (9) (10) The release of adrenocortical ho-
rmones and estrogens that are typical in certain situa-
tions determine the appearance of stretch marks (pu-
berty, pregnancy, treatment with glucocorticoids, athle-
tes taking anabolic steroids). This increases or retains



water in the tissue that is stretched thus we-akening the
collagen and elastin fibres. Estrogens stimulate the pro-
duction of cortisone (3) (9) (4) (8) and stress also ne-
gatively affects the body's balance. (11)

Stretch marks can form in lines or bands, separately
or in groups in areas where there are large folds of skin.
They are formed in two stages: The initial inflammatory
stage where pinkish or purple line appears. Medicine
administered at this stage is intended to hydrate and
increase the affected areas' elasticity to withstand the
mechanical stretching. The most well known treatment
is Centella asiatica extract, that improves the ap-
pearance and the development of the stretch marks,
the collagen and elastin hydrolysate, hyaluronic acid,
placental extracts and vitamins A, B, C, D, E, that re-
generate, protect and moisturize the skin. Then occurs
the scarring stage, when the stria looks pearly white. At
this stage the disorder is more difficult to solve. Dif-
ferent therapy is used: topical retinoids, glycolic acid or
other hydroxy acids, tretinoin combined with other skin
cell stimulants, dermabrasion, mesotherapy, embryonic
extracts, laser therapy, radio frequency and also the
Centella asiatica, which is considered to be a bio-
stimulant and its healing power is known to promote the
tissue repair process. (12) (13) (14) (15) Many products
are used (sweetbriar oil, horsetail extract, alchemilla
extract, milk thistle, wheat germ, soya...) in the attempt
to find a solution to a common complaint which is more
of an aesthetic problem than a medical one. (16) (17)
(18) (19) (20) (21)

Cicatrix cream made by Catalysis Laboratories in
Madrid is a product designed to treat stretch marks,
keloids, wounds and epidermal burns.

The different products used as treatment all over the
world have no more than a 50% effectiveness rate,
unlike Cicatrix cream whose effectiveness, according to
the directions for use from the manufacturer, surpasses
50% thanks to the product's mechanism of action. This
means that this treatment could obtain a better res-
ponse than other conventional treatment administered
up to now. Its main ingredient is Centella asiatica,
which stands for 1%, and Pinus sylvestris (0.5%).

Centella asiatica: It contains triterpenic substances,
asiatic acid and madecassic acid. Its main functions
are:

1. It stabilises the production of collagen fibres whene-
ver there is an imbalance, an excess, lack or are dis-
organised.

2. It promotes the healing process by stimulating the
reticulohistiocytic system and the vascularization in tis-
sue.

3. It adjusts the connective tissue in keloids, hyper-
trophic scars and burns.

4. It promotes the synthesis of collagen in the walls of
the blood vessels and it preserves skin colour.

5. It produces changes in the fibroblasts. This function
is extremely important because the fibroblasts must be
stimulated to enhance the ability of the dermal elastic
fibres. By providing the essential elements, the macro-
molecules from the dermal extra cellular matrix are then
synthesized. Cellular stimulants, such as the asiatico-
side in the Centenella asiatica extract, are used to sti-
mulate the fibroblastic activity. This substance has a
triterpenic structure and it has been used for years to
stimulate the mitosis and to heal different types of
wounds. Its mechanism of action is based on stimu-
lating the production of fibroblasts, collagen fibres and
elastin. Asiaticoside is also known to have an anta-
gonistic effect on the corticosteroids, probably because
they have similar chemical structures.

6. It also has an antogonistic effect on the cortico-
steroids.

Centella asiatica plays an important role in preventing
stretch marks (odds ratio 0.41, Cl 95% 0.17 to 0.99). (8)

Pinus sylvestris is another component of the cream.
The essential oil is used topically; it stimulates and
reddens the skin. It's epulotic, it heals, it strengthens
blood vessels, it's an anti-inflammatory. Moreover, it is
used to treat acne and it has antiseptic properties. (20)

The objective of this clinical trial is to evaluate how
effective Cicatrix cream is to treat stretch marks by
distinguishing the population under analysis, and deter-
mine whether it has any adverse effects.
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MATERIAL AND METHOD
Patients

A Phase Il open clinical trial was carried out at the
Hospital Pediatrico Docente Juan Manuel Marquez (Ha-
vana) to determine how effective the Cicatrix product
(cream) is to treat stretch marks. Patients from all over
the country were studied. Research work started in
September 2009 and ended in December 2010. The
striae were clinically diagnosed as being pinkish or
pearly white lineal lesions, that varied in colour (de-
pending on how old the stretch mark in question was),
that were located in the usual areas: trunk, back,
breasts, inner thighs and arms and pelvic girdle. 40 pa-
tients aged between 10 and 18 of both genders took
part in the clinical trial. Patients who had some type of
allergy or hypersensitivity to any of the components in
the product, or who stated that they did not want to take
part in the trial, were uncooperative and whose parents
or guardians were not interested, were excluded.

Ethics

The clinical trial was carried out pursuant to the
principles established in the Helsinki Declaration. It was
approved by the ethics committee and the scientific
board from the Hospital Pediatrico Juan Manuel Mar-
quez. All the patients signed the informed consent form
agreeing to take part in the research programme. The
clinical trial was registered on ClinicalTrials.gov (NCTO-
1018212) and in the Cuban Public Registry of Clinical
Trials RPCEC.00000090.

Organizing the clinical trial

After the initial examination, the patients who had
satisfied the eligibility criteria were then included in the
clinical trial. The procedure involved applying the Ci-
catrix cream themselves 3 times a day for 4 months.
The cream is applied topically; it is rubbed on so that a
fine film covers the whole affected area, as shown in
the demonstration given by the specialist in the initial
and check-up sessions. Cicatrix (cream) is made by
Catalysis, S. L. (Madrid, Spain) and it contains: 1%
Centella asiatica and 0.5% Pinus sylvestris, which are
the main ingredients.

All the patients were examined at the start of the clinical
trial and then every four weeks. The examination in-
cluded the number and characteristics of the stretch
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marks, details of any adverse events and photos of the
striae at the start and end of the treatment.

Number of stretch marks: Response was considered
to be excellent when the lesions were no longer visible
after 4 months of having administered the treatment:
good when 50% of the striae had disappeared; normal
when less than 50% had disappeared and bad when
the symptoms had not changed at all.

Secondary efficacy variables

The length of the stretch marks (measured in cen-
timetres). Good was considered to be when they dec-
reased by more than 50%; normal when they dec-
reased less than 50% and bad when they were the
same and had not changed at all.

Adverse reactions: The adverse reactions were obser-
ved when the product was applied.

Statistical analysis

The basal characteristics of the patients were sum-
marised by means of absolute frequencies and per-
centages for the categorical variables. All the patients
that had applied the cream at least once were included
in the evaluation of the results (ITT analysis).

The response assessment was summarised by means
of using absolute frequencies and percentages.

The safety analysis included all the patients who had
used the product at least once.

The clinical trial was designed to include 40 patients.

All the tests carried out were two-tailed with a 5%
significance level. The statistical analysis was carried
out using the SPSS Inc. for Windows, version 15,
Chicago, IL.

RESULTS

The Phase Il clinical trial was carried out on 40 people
that satisfied the inclusion criteria. As the cases were
organised according to age: 25% (10 cases) aged bet-
ween 10 and 13 and then 75% (30 cases) aged bet-
ween 14 and 17. Females predominated the clinical
trial, 75% (30 patients) were female, and 25% (10 pa-
tients) were male.
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As for skin colour 87.5% of the population (35 pa-
tients) were Caucasians, 5% (2 patients) were half-
caste and then 7.5% (3 patients) were black.

In terms of location, the striae seemed to be most
noticeable on breasts, this was the case of 32.5% of the
population (13 cases), then 15% (6 cases) had them on
their thighs, 12.5% (5 cases) on their back, 4 cases on
their pelvic girdle, 3 on their abdomen and then there
were 2 cases for each of the following areas: buttocks,
knees, legs and preaxillary line, and 1 case had them
on their arms. With regards to the time taken for them
to appear, in 24 cases, representing 60%, it was less
than a year and in 16 cases, 40% of the population, it
was more than 1 year.

As for the number of stretch marks, 45% (18 cases)
had 11 or more, 32.5% (13 cases) had between 6 and
10 stretch marks, and finally 22.5% (9 patients) had
less than 5.

After studying the progress of the cases over the 4
months of treatment, a satisfactory response was
observed in 36 cases, being 90% of the population, and
a bad response in 3 cases, which represents 7.5% of
the population, in which there were no variations in the
lesions. 1 case had contact dermatitis that looked like
an erythematosus rash in the whole area where the
product had been applied. The symptoms of this dis-
appeared within 48 hours of having stopped the
treatment and this patient was then removed from the
clinical trial.

In the 36 cases of satisfactory progress, 5 had an
excellent response (12.5%), 19 had a good response
(47.5%) and 12 had a normal response (30%).

There were no significant results for the time taken
for the striae to develop. The skin phototypes | and II
had better results in which 100% (35 cases) that re-
ceived treatment had satisfactory results, in 24 cases
(70%), the stretch marks disappeared completely or
more than 50% of the striae, whilst none of the 3 black
patients had a satisfactory response (only 1 of them
had less than a 50% improvement) and 50% or one of
the two half-castes did not respond to the treatment at
all.

The level of satisfaction was 100%, seeing as even
the patients whose stretch marks did not change obser-
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ved an improvement in their general skin condition in
terms of moisturization and hydration.

DISCUSSION

A Phase Il clinical trial was carried out with 40 cases
diagnosed as having striae, whereby Cicatrix cream
was applied according to the planned methodology, and
in 90% of the cases had a satisfactory response. Pre-
vious studies on this type of therapy in adults showed
that 70% of the cases responded satisfactorily, which is
much less than the percentage obtained in the younger
patients, in which the best response was seen to be
among Caucasian children. Other authors have obtai-
ned similar results in which they highlight race as being
an important factor along with this pathology's gene
expression, and they note that striae is most common
among adolescents and young pregnant women in
particular. (3) (4) (5) (8) (9) (10) (23) It is seen to be
predominant in females. Our results are similar to those
obtained by other authors that point out that stretch
marks are probably more frequent in females due to the
hormonal influence and also because women are more
concemned about the aesthetic appearance of striae
(24) (25). Findings from Sison and Larsson obtained
similar results with regard to gender and age. They
point out that 35% of adolescents aged been 10 and 16
get stretch marks, and they are 2.5 times more pre-
valent in girls than boys.

More recently, Larsson and Lidén obtained a 27%
incidence of striae among adolescents in which twice
as many girls as boys were seen to be affected. Chan
(8) found that 77% of those affected in his study were
girls.

In 36 cases that had satisfactory results, 5 of the pa-
tients (12.5%) had an excellent response in which the
stretch marks disappeared 100%, 19 cases had good
results where more than 50% of the striae disappeared
and 12 cases had a normal response in which less than
50% of the striae disappeared.

Stretch marks in Caucasian patients were clearly
predominant representing 87.5% (35 cases) of the
whole population. 5% (2 cases) were half-caste and
then 3 cases (7.5%) were black. Chan points out how
the predilection of races is statistically important with re-
gards to the formation of stretch marks (8). The res-



ponse in the Caucasians was 100% satisfactory in the
cases that completed the treatment, 70% of which was
excellent and good and the remaining 30% was normal,
whilst the only 50% of the half-caste population and
33% of the black population had a satisfactory res-
ponse. There were no significant differences among the
patients with regard to the location of the stretch marks
and, although the satisfactory response were clearly
higher among the Caucasians, this was not significant
either seeing as there were very few half-caste and
black skinned cases included in the population. The
most common location, namely breasts and back, coin-
cide with the findings of other authors, although some
authors state that the buttocks is the most common
area. (8)

CONCLUSIONS

The topical application of Cicatrix (cream) aesthetically
improved the appearance of the affected areas on the
treated patients, mainly among the Caucasians
(Fitzpatrick skin type | and II), and with it their quality of
life also got better, so it is a good therapeutic al-
ternative.
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