
Introduction
 Approximately 80% of breast cancers amongst premenopausal 
women are hormone receptor-positive [1]. In these cases, adjuvant 
tamoxifen reduces 15-year breast cancer mortality by a third [2].

 The recommended duration of treatment ranges from 5 to 10 years 
depending on risk of recurrence and the specific treatment regimen. 
However, the high rates of non-adherence due to the impact of side 
effects remains a barrier for obtaining the improved outcome benefits 
of long-term tamoxifen treatment [3-5].

 The vaginal injection of cross-linked HA gel, has demonstrated 
improvement of the symptoms of vaginal atrophy  but it was associ-
ated to non-thrombotic pulmonar embolism in small number of cases 
[6-11], in which an overdose of HA was injected into the deep layer  

*Corresponding author: Vivian de Carvalho Amaral, Dermatologic and Vulvar 
Academy, Brazil, Email:vivian.dermato@gmail.com

Citation: Amaral VC (2023) Injection of Enriched Hyaluronic Acid for Vaginal Dry-
ness in a Tamoxifen User. J Clin Dermatol Ther 9: 0115.

Received: May 02 2023; Accepted: May 15, 2023; Published: May 22, 2023

Copyright: © 2023 Amaral VC, et al. This is an open-access article distributed 
under the terms of the Creative Commons Attribution License, which permits un-
restricted use, distribution, and reproduction in any medium, provided the original 
author and source are credited.

of the anterior vaginal wall, an area of high vascular risk, by non-phy-
sicians [12-14].

 To avoid this major complication, we did inject only 2ml of a liq-
uid formulation containing HA, antioxidants and aminoacids super-
ficially, in the submucosal plane, in the lateral and posterior walls to 
treat vaginal dryness in a 39-year-old female, chronic user of tamoxi-
fen for 4 years, with excellent results in improvement of sexual com-
plaints.

Methods
 A 39-year-old woman, who had been using tamoxifen for 4 years, 
with complaints of vaginal dryness and dyspareunia, received an in-
jection of 2 ml of a liquid preparation with HA, antioxidants and ami-
no acids, in the lateral and posterior walls of the vagina.

 For the procedure, a 100mg/ml lidocaine topical solution was ap-
plied to the vaginal introitus, achieving satisfactory anesthesia after 
10 minutes. Then the passage of the speculum and vaginal asepsis 
with an aqueous solution of chlorhexidine were performed. Next, the 
solution was applied with a 27G 1/2 needle, in retro injection, by fan 
technique, in the vaginal introits, in the area outside the hymenal-
caruncula, in three different points, on the lateral walls, at 3 and 9 
o’clock, and on the posterior wall at 6 o’clock.

 At the 3 and 9 o’clock positions, 0.6ml was injected, while at the 6 
o’clock position, on the posterior wall, the area classically described 
as the most uncomfortable in terms of dryness, presence of fissures 
and dyspareunia, 0.8ml of the solution was injected.

 The injection was organized into anatomical vectors, 3 on each lat-
eral wall, each one receiving 0.2 ml of product, and 3 on the posterior 
wall, receiving the central vector 0.4 ml and the lateral vectors 0.2 ml 
each (Figures 1& 2).

 Patient does not have vaginitis, active genital herpes, urinary in-
fection, bleeding or vaginal discharge to be clarified, autoimmune 
diseases or any alteration in the specular evaluation, conditions what 
would contraindicatethe procedure.

 We guide her to not manipulate the vagina and remain sexually ab-
stinent for 07 days. No local or systemic medication was prescribed.

 Were performed 3 treatment sessions, with an interval of 30 days 
between them.

Results
 For analysis of results, in addition to obtaining images before and 
30 days after the third injection, we advise the patientto answer the 
Sabbatsberg Sexual Self-Assessment Scale (SSS) (Table 1) before the 
injection and 30 days after the final procedure (Table 2).

 Images were obtained before and after HA injection, showing that 
the mucosa was less pale and more hydrated after the treatment (Fig-
ure 3).The functional sexual improvement however, evaluated by the 
SS, were more expressive than the images were able to demonstrate 
(Table 2).
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Abstract
 Studies indicate that >90% of breast cancer survivors taking 
adjuvant endocrinetherapy as tamoxifenexperience menopausal 
symptoms, including vaginal dryness and dyspareunia.Unfortunate-
ly, these sexual problems are closely related to depression andearly 
discontinuation of treatment.

 The injectable use of cross-linked Hyaluronic Acid (HA) gel in the 
vaginal walls has demonstrated encouraging results in improving the 
symptoms of vaginal dryness but it was associated with non-throm-
botic pulmonar embolism.

 We report the case of a young female patient, 39 years old, us-
ing tamoxifen for 4 years for preventing breast cancer recurrence, 
with vaginal dryness and dyspareunia, whose injection of a liquid 
formulation, containing non-crosslinked hyaluronic acid, antioxidants 
and amino acids brought significant clinical improvement of sexual 
concerns.
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Figure 1: Enriched HA application scheme: 3 punctures are made (white circles at 3, 6 
and 9 o’clock) from which the product will be injected in 3 vectors, by retroinjection.

Each vector will receive 0.2ml of the solution, with the exception of the central vector 
of the posterior wall, which will receive 0.4ml, thus injecting a total volume of 2.0ml.

In the first session, we performed the procedure through 9 punctures, 3 on each lateral 
wall and 3 on the posterior wall. However, this brought a lot of discomfort to the pa-
tient in the first 24 hours at the time of urination, in addition to believing that multiple 
punctures increase the possibility of hematomas and infections. The patient reported 
significant improvement in post procedure discomfort with the decrease in the number 
of punctures.

Figure 2: Image of the application of the enriched HA solution, in retro injection, 
with a 27G 1/2 needle, in the central vector, on the posterior wall, where we injected 
0.4ml of the solution.

Figure 3: Images obtained before (left) and after (right) the HA injection, showing 
that the mucosa became less pale and more hydrated at the injected sites. Compare in 
the image on the right how the treated areas (posterior and lateral walls of the vagina) 
present a more hyperemic and hydrated mucosa in relation to the labia minora, still 
quite pale and atrophic.

Sabbatsberg Sexual Self-Rating Scale

Please tick the appropriate answer (only one) for each section.
Please do not respond to any question that does not currently apply to you.
Just mark such questions cicarly NA.
Sexual activity includes intercourse, masturbation, oral sex, and anal sex.

1.
a. My sexual interest during the past month has been:
very great (  )
great (  )
moderate (  )
little (  )
very little or nonexistent (  )

b. In comparison to prevlous years, my sexual interest is now:
much greater (  )
greater (  )
unchanged (  )
less (  )
much less (  )

2.
a. My sexual activity during the last month has been:
very great (  )
great (  )
moderate (  )
little (  )
very little or nonexistent (  )

b. In comparison to previous years, my sexual activity is now:
much greater (  )
greater (  )
unchanged (  )
less (  )
much less (  )
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 After 30 days, the patient reported an important improvement in 
symptoms of dryness and dyspaurenia, with increased sexual interest, 
improved quality of intercourse and increased pleasure during sex-
(Table 2).

 In the immediate post procedure period, the most common com-
plaint was burning sensation when urinating, with spontaneous reso-
lution within 24 hours.

Discussion

 Tamoxifen is used to prevent recurrence and reduce mortality for 
women with hormone receptor positive breast cancer. Poor adherence 
to therapy, closely related to the sexual side effects, is a significant 
problem and contributes to increased breast cancer mortality[1]. Be-
cause of that, the treatment of vaginal symptoms related to the use of 
tamoxifen is essential.

 Currently, alternatives for the treatment of vaginal dryness in 
tamoxifen users are based on the local use of vaginal lubricants and 
moisturizers and the application of vaginal technologies such as lasers 
and radiofrequency.Creams for vaginal use are considered uncomfort-
able for most women, and the devices, despite the promising results, 
are not approved by the FDA for this kind of treatment and their use 
has been associated with serious adverse events, such as chronic vag-
inal pain [15].

 HA is an essential polysaccharide in the maintenance of water bal-
ance, in the regulation of inflammation, in the immune response, in 
wound healing and in angiogenesis of skin and mucous membranes 
[16]. Histological analyzes demonstrated that the vaginal mucosa in 
the absence of estrogen, is thick, with reduced vascularization, qui-
escent fibroblasts, reduced and dehydrated extracellular matrix and 
inversion of the proportion of collagen I-III, with altered trabecular 
architecture and elasticity [17].

3.
a. My sexual life during the last month has been:
very satisfying (  )
satisfying (  )
rather satisfying (  )
less satisfying (  )
not satisfying (  )

b. In comparison to previous years, my sexual life is now:
much more satistying (  )
more satisfying (  )
unchanged (  )
less satisfying (  )
much less satisfying (  )

4.
a. Sex during the last month has given me:
very great pleasure (  )
great pleasure (  )
moderate pleasure (  )
little pleasure (  )
no pleasure (  )

b. In comparison to previous years, sex now has given me:
much greater pleasure (  )
greater pleasure (  )
the same pleasure (  )
less pleasure (  )
much less pleasure (  )

Table 1: Sabbatsberg Sexual Self-Assessment Scale (SSS).

Sabbatsberg Sexual Self-Rating Scale

Please tick the appropriate answer (only one) for cach section.
Please do not respond to any question that does not currently apply to you.
Just mark such questions cicarly NA.
Sexual activity includes intercourse, masturbation, oral sex, and anal sex.

1.
a. My sexual interest during the past month has been:
very great (  )
great ( 0 )
moderate (  )
little (  )
very little or nonexistent ( x )

b. In comparison to prevlous years, my sexual interest is now:
much greater (  )
greater ( 0 )
unchanged (  )
less (  )
much less ( x )

2.
a. My sexual activity during the last month has been:
very great (  )
great ( 0 )
moderate (  )
little (  )
very little or nonexistent ( x )

b. In comparison to previous years, my sexual activity is now:
much greater ( 0 )
greater (  )
unchanged (  )
less (  )
much less ( x )

3.
a. My sexual life during the last month has been:
very satisfying (  )
satisfying ( 0 )
rather satisfying (  )
less satisfying (  )
not satisfying ( x )

b. In comparison to previous years, my sexual life is now:
much more satistying (  )
more satisfying ( 0 )
unchanged (  )
less satisfying (  )
much less satisfying ( x )

4.
a. Sex during the last month has given me:
very great pleasure (  )
great pleasure ( 0 )
moderate pleasure (  )
little pleasure (  )
no pleasure ( x )

b. In comparison to previous years, sex now has given me:
much greater pleasure (  )
greater pleasure ( 0 )
the same pleasure (  )
less pleasure (  )
much less pleasure ( x )

Table 2: patients’ answer before ( x ) and 30 days after ( 0 ) the third treatment.

Notice how all sexual assessment parameters improve after the 3 sessions of enriched 
HA.
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 The injection of HA into the vaginal mucosa demonstrated the 
expression of the CoL1A1 and CoL3A1 genes, suggesting the stim-
ulation of local collagen formation [6]. Indeed, studies have shown 
that vaginal injection of HA considerably improves the symptoms of 
mucosal atrophy due to the lack of estrogen [6].

 Pulmonary complications of non-thrombotic embolism due to HA 
are uncommon, with only six reported cases of isolated injection of 
HA leading to such a complication. Of these, only two cases were 
associated with vaginal injection [12-14]. It is believed that in these 
cases the embolism occurred due to the injection of cross linked HA 
gel, in the anterior wall of the vagina [11], where there is an extensive 
venous plexus [18]. In addition, injections were performed with high 
amounts of HA, by non-medical professionals [12].

 Note that, in order to keep the application safe, although we are 
using a liquid preparation, which alone would already bring safety in 
relation to the risks of pulmonary embolism, we also chose to keep 
our injection in the anatomical sites considered safer, thus avoiding 
the injection in deep regions of the anterior vaginal wall. We only in-
jected superficially, gently, in the vaginal-vestibular lateral and poste-
rior walls, areas of lower vascular risk and where most patients report 
greater discomfort in relation to pain, dryness and fissures [7].

 In addition to HA, the injectable preparation also contains vita-
mins A, B, C and E, glutathione and amino acids. The use of enriched 
HA appears to be beneficial in soft tissue healing. In fact, compared to 
the isolated use of HA, studies have shown, through histological and 
immunohistochemical analyses, greater micro vascular density and 
better organized collagen fibers in compact and well-oriented bundles 
in tissues treated with HA enriched with vitamins and amino acids 
[19-22].

Conclusion
 Injection of HA into the lateral and posterior walls of the vagina is 
a simple, reproducible and low-cost procedure that proved to be ex-
tremely effective in improving the vaginal symptoms associated with 
the use of tamoxifen in this specific case.

 Despite the promising results, however, more studies are needed 
to standardize the number of sessions, the interval between them and 
the ideal amount to be injected for the best results.
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