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multiple therapeutic benefits in such cases.

INTRODUCTION

Vaginal microbiome represents a dynamic mi-
croecosystem which is permanently submitted to
changes during the different phases of the menstru-
al cycle as well as during women’s entire life; there-
fore, it is widely demonstrated that before me-
narche and after menopause onset similar features
of the vaginal microbiome are encountered, which
are significantly different when compared to those
reported during the reproductive age (1). One of the
most important components of the vaginal microbi-
ome is represented by lactobacilli, which are able to
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utilize glycogen - directly controlled by oestrogens
- and to produce lactic acid, one of the most impor-
tant chemical substances which confer the ability to
prevent the development of certain infections.
Therefore, it is widely demonstrated that before
menarche and after the menopausal onset the lev-
els of oestrogen decrease and so does the level of
glycogen deposits; in this respect the amount of lac-
tic acid decreases and therefore the vaginal pH in-
creases, leading to the apparition of a basic habitat
which will further favour the apparition of patho-
genic bacteria (1-5). Meanwhile, non-lactobacillary

Corresponding author:
Nicolae Bacalbasa
E-mail: nicolae_bacalbasa@yahoo.ro

Romanian MepicAL JournAL — VoLume LX VI, No. 3, 2021

Article History:
Received: 24 September 2021
Accepted: 28 September 2021

379



380

flora is present, the type and rate of the microbiota
being significantly influenced by race. Whenever
the number of lactobacilli decrease, the risk of ap-
parition of other microorganisms significantly in-
crease, leading to the apparition of bacterial vagino-
sis (2,7-10). Furthermore, this condition seems to be
directly correlated with the apparition of other sig-
nificant disorders such as pelvic inflammatory dis-
ease, human immunodeficiency virus infection, hu-
man papilloma virus infection or adverse outcomes
during pregnancy (3).

NOTIONS OF PHYSIOLOGY

The vaginal mucosa presents a stratified squa-
mous nonkeratinized epithelium and is covered by
a cervico-vaginal secretion; however, due to the
limited blood supply, the vaginal mucosa acquires
oxygen and nutrients through diffusion establish-
ing in this way a partially anaerobic medium (4).
Lactobacillus species are found in this anaerobic
habitat and seem to have the capacity to produce
different antimicrobial products such as lactic acid,
bacteriocins and hydrogen peroxide creating in this
way an acid environment, with a pH lower than 4,5
and preventing in this way the further development
of various infections (4,5).

BACTERIAL VAGINOSIS

Once the rates of lactobacillus decrease the local
concentration of lactic acid and peroxide will de-
crease and therefore the vaginal pH will increase,
creating in this way the proper conditions for the
development of facultative or obligate anaerobic
bacteria such as Prevotella or Gardnerella and
therefore for the apparition of bacterial vaginosis.
Furthermore, this condition seems to be strongly as-
sociated with severe conditios such as preterm
birth, pelvic inflammatory disease, human papillo-
ma infection, low birtweight or even miscarriage;
in this respect it can be widely explained the fact
that this should be considered as a serious condi-
tion and should be treated in consequence. There-
fore, it should not be omitted the fact that human
papilloma virus infection represents the leading
cause of severe pathological conditions such as cer-
vical intraepithelial neoplasia ann cervical cancer
as well as vaginal and vulvar cancer. In this respect,
attention should be focused on preventing the de-
velopment of vaginosis (6-8).

FACTORS INFLUENCING THE COMPOSITION OF NORMAL
VAGINAL MICROBIOMA

As mentioned before, the composition of the
vaginal microbioma is influenced by the patient’s
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age and hormonal status; therefore, while in young
girls the predominant flora is represented by lacto-
bacillus in association with Staphylococcus, Strepto-
coccus and Gram positive bacilli, in adults this flora
is dominated by lactobacillus, anaerobic bacilli, en-
terobacter, Staphylococcus and Streptococcus while
in postmenopausal women vaginal flora is more
likely to the one reported before menarche (9,10).
The most important environmental factors
which seem to influence the composition of vaginal
microbioma are represented by the excessive use of
antibiotics, diet, pregnancy, vaginal douches, using
intrauterine devices of contraception and wet and
warm climate; meanwhile it seems that increased
serum levels of oestrogens (such as those which
have been encountered during pregnancy, in cases
receiving hormonal substitution therapy or in cases
receiving long term prednisone based treatment).

TYPES OF VAGINOSES

As stated before, once the number of lactobacil-
lus decreases, the vagional pH will increase and will
create the proper environment for the development
of other microorganisms such as Gardnerella vagi-
nalis or different types of Streptococcus leading to
the apparition of endogen vaginal infections. Mean-
while transmitted sexual infections are also respon-
sible for the apparition of other types of vaginosis,
also called exogen vaginal infections; the most com-
monly incriminated germs are represented by her-
pes simplex virus type 2, human papilloma virus,
Chlamydia trachomatis, Neisseria gonorrhoea,
Trichomonas vaginalis and fungi.

When it comes to the clinical manifestations of
this pathological condition, two different types of
vaginosis should be separately described. There-
fore, the most commonly encountered type is the
inflammatory one, characterised by the presence of
local inflammation such as local oedema and red-
dish aspect of the vulvo-vaginal area. The other type
is represented by atrophic vaginitis and is rather
related to deficiency of oestrogen, being more fre-
quently encountered in postmenopausal women. In
such cases the vaginal mucosa is thinner, reduced
in elasticity and dry. In these conditions, local symp-
toms such as itching, burn sensation and pain dur-
ing sexual intercourse are frequently reported.
However, in certain cases reddish aspect as well as
purulent discharge can be encountered, the final
differential diagnostic being established at colpos-
copy; therefore, the thinner aspect of the vaginal
lining should be considered as a definitive criteria.

THERAPEUTIC STRATEGIES IN VULVOVAGINITIS

Due to the fact that vulvovaginitis is most often
caused by local inflammation and infection, the
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most important therapeutic strategies are repre-
sented by local administration of topic products in
order to re-establish the normal microbiota, to rec-
reate an acid environment and to diminish the local
inflammation. Meanwhile, due to the fact that mul-
tiple causes might be incriminated, treatment
should be targeted at the specific aetiology which is
incriminated in each case (11). Whenever an infec-
tious cause is suspected, microbiological analysis is
needed in order to identify the pathogenic agent
and further to continue the treatment accordingly.
Depending on the extent of the disease and the gen-
eral status of the patient, local or systemic treat-
ment might be recommended (12-14).

A recent product which seems to provide prom-
ising results in such cases is represented by Cervi-
ron. This is an intravaginal agent which includes
seven active products; these components seem to
provide multiple benefits due to the fact that they
are able to re-establish a normal vaginal microbio-
ma, a normal vaginal pH as well as to provide an
efficient local anti-inflammatory, antibacterian and
antiifungical effect; meanwhile it provides an effi-
cient healing effect of all local microlesions. Cervi-
ron represents an association of three topical phar-
maceutical products - hexylresorcinol, collagen
and bismuth subgallate and four phyto products:
calendula extract, Hydrastis extract, Thymus vulgar-
is extract and Curcuma extract.

Hexylresorcinol represents an efficient antisep-
tic, antimicrobian and antihelmintic product which
seems to provide an efficient local effect against
pathogenic products of different vaginal bacteria;
meanwhile it seems to increase the efficacy of sys-
temic antibiotic therapy, to decrease the length of
the systemic antibiotic treatment and therefore to
diminish the risk of developing bacterial resistance
(15).

Collagen, another active product which is part of
Cerviron, is widely recognised for its” healing capac-
ity of different wounds, especially in the case of
non-infected lesions; therefore, topic administra-
tion of collagen is able to provide an effective heal-
ing of the vaginal microlesions of the mucosa and to
create a protective pellicle at this level (16).

Bismuth subgallate is a hemostatic agent which
creates an efficient, insoluble pellicle surface which
provides a more rapid healing of the local wounds,
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it diminishes the risk of suprainfection of the wound
and diminishes the risk of formation of an excessive
granular tissue (17).

As for the phyto components of Cerviron, Calen-
dula officinalis, Thymus vulgaris and Curcuma are
widely recognised for their antiseptic and healing
properties increasing therefore the efficacy of the
other pharmacologically active components (18).

In order to demonstrate and investigate the effi-
cacy of this product, there are two on going pro-
spective  studies (CYRON/01/2021 and CY-
RON/02/2021) which will include 50 patients each
and which will be ended at the beginning of the
year of 2022. The first study has as primary end
points the reestablishment of the normal vaginal
microbioma as well as of the normal vaginal pH in
the setting of daily administration of this product
for three months. The second study will aim to in-
vestigate the efficacy of the product in patients sub-
mitted to local excision of cervical lesions in the ab-
sence of human papilloma virus infection.

Data obtained in these studies will further orien-
tate the therapeutic strategies in such cases and will
demonstrate which are the symptoms and signs
which are significantly improved by using this
product.

CONCLUSIONS

Vaginal microbioma is permanently submitted
to changes, it’s composition being widely influenced
by different factors. In these conditions once the bi-
ological equilibrium is destroyed, local modifica-
tions such as inflammation, bacterial, fungal or
even parasite infections can occur and can lead to
the apparition of different types of vulvo-vaginitis.
Meanwhile in postmenopausal women decreased
amounts of oestrogen will lead to the apparition of
vaginal mucosa atrophy, predisposing in this way to
the apparition of atrophic vaginitis. In this respect
attention was focused in creating a product which
contains multiple active principles and which is
able to confer an antibacterial, antifungical and an-
ti-inflammatory effect; meanwhile collagen and
plant derived products increase the healing effect
and improve the local vascularization improving in
this way the features of the vaginal lining.
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