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Abstract

Background and Objectives: Persistent human papillomavirus (HPV) infection is associated
with the development of cervical intraepithelial neoplasia and cervical cancer. In women
with low-grade cervical lesions, a conservative management approach is commonly rec-
ommended. However, a subset of patients may experience lesion progression, which can
also be accompanied by psychological distress. Adjuvant therapies during the surveillance
period have gained increasing clinical interest. This consensus aims to provide multidisci-
plinary, expert-based recommendations on the use of a Coriolus versicolor-based vaginal gel
in HPV-positive women with low-grade cervical lesions. Materials and Methods: A rapid
systematic review was conducted in accordance with PRISMA guidelines, and the level
of evidence was assessed using SIGN criteria. Subsequently, a multidisciplinary panel of
experts formulated and evaluated consensus statements and recommendations using the
nominal group technique and a voting process. Results: All statements reached consensus,
with agreement levels exceeding 80%. Experts concluded that available evidence reports
potential benefits of a Coriolus versicolor-based vaginal gel in HPV-positive women with
low-grade cervical lesions, since it has demonstrated increased lesion regression and viral
clearance rates. These benefits may be more pronounced in specific subgroups, particularly
women over 40 years of age. Limited studies also suggest a positive effect on vaginal
microbiota, which may contribute to both vaginal health and HPV clearance, as well as a
reduction in perceived stress. The experts emphasized the importance of patient educa-
tion, shared decision-making, and addressing psychosocial aspects, including emotional
well-being and sexual health. Conclusions: This consensus provides a multidisciplinary
perspective on the management of HPV-positive women with low-grade cervical lesions,
highlighting the adjuvant role of a Coriolus versicolor-based vaginal gel during surveil-
lance. Although current evidence suggests potential clinical benefits, further high-quality,
independent studies are needed to corroborate these findings.
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1. Introduction

Human papillomavirus (HPV) infection is one of the most common sexually transmit-
ted infections, and it is responsible for nearly all cases of cervical cancer (CC) [1]. While up
to 80% of women may be infected with HPV at least once, many clear the infection spon-
taneously due to the host immune response. However, persistent infection with high-risk
(HR-HPV) types, especially 16 and 18, is a critical factor in the development of pre-cancerous
cervical lesions and, ultimately CC [2].

Prophylactic HPV vaccination is currently the primary strategy for preventing HPV-
related diseases. Strong evidence supports its effectiveness in reducing HPV infection,
cervical intraepithelial neoplasia (CIN), and the incidence of CC, especially when admin-
istered to pediatric patients before the onset of sexual activity. However, although some
studies suggest a possible benefit in reducing recurrence after treatment of cervical lesions,
the evidence supporting a therapeutic effect of HPV vaccination in women with established
HPYV infection remains limited and inconclusive [3-5].

Pre-cancerous cervical lesions are classified cytologically as low-grade or high-grade
squamous intraepithelial lesions (LSIL and HSIL, respectively), which correspond approxi-
mately to histological grades of CIN1 and CIN2/3. About 10-20% of LSIL will progress
to HSIL, with an average risk of progression to CC of 20-30%, within a period of up to
10 years [6]. Despite the identification of several risk factors impacting HPV cervical le-
sions progression (i.e., HPV genotype, age, microbiota, lifestyle), it is still unpredictable
which patients will progress to CC [2,7]. In Spain, approximately 2000 new cases of CC are
diagnosed annually [8], with excisional treatment normally being the final option.

According to the Spanish Association of Cervical Pathology and Colposcopy (AEPCC),
and in line with other international guidelines (i.e., the American Society for Colposcopy
and Cervical Pathology, ASCCP), the management of cervical lesions follows a risk-based
approach in which HPV genotype is a key determinant [9,10]. Specifically, patients with
atypical squamous cells of undetermined significance (ASC-US) or LSIL associated with
HPV 16/18 infection have a higher immediate risk of underlying HSIL/CIN3+ (approxi-
mately 5-10%) and are therefore referred for colposcopy. In contrast, women with ASC-US
or LSIL associated with other high-risk HPV types have a substantially lower immediate
risk (approximately 0.15-5%) and are generally managed with active surveillance, including
repeat HPV testing and cytology after 12 months [10].

From the patient’s perspective, the awareness of an HPV-positive (HPV+) infection
without an active therapeutic intervention can lead to significant psychological distress,
anxiety, feelings of shame and fear about cancer during the active surveillance period [11].
This emotional burden may negatively affect their quality of life (QoL), particularly in
terms of psychological and social well-being, contagiousness and sexuality [12]. In addi-
tion, more screening programs worldwide have adopted HPV testing as a primary triage
system [13,14], resulting in a progressive increase of HPV+ cases.

Given the emotional impact of an HPV+ result, the slow progression to CC, and the
lack of established active treatments for HPV-positive women with low-grade cervical
lesions, there is a need to optimize standard management strategies that address both
clinical and psychological aspects of care.

In response to this unmet need, novel approaches have been developed for use during
the active surveillance period [15-17]. These approaches aim to promote the regression
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of low-grade cervical lesions and reduce the risk of progression to high-grade disease.
Among these innovative treatments, a Coriolus versicolor-based vaginal gel (Papilocare®)
has been specifically designed and approved for the prevention and adjuvant treatment of
HPV-induced lesions. This medical device creates a protective film on the cervical mucosa,
creating a defensive barrier to prevent the risk of HPV integration. In this way;, it disrupts
HPV integration, prevents the formation of new lesions, and helps re-epithelialize pre-
existing lesions. It also stimulates the rebalancing of the vaginal microbiota [18-22].

This consensus brought together a multidisciplinary panel of healthcare professionals
(HCPs), including gynecologists, psychologists, sexologists and primary care physicians, to
formulate evidence-informed statements based on both clinical judgement and available
scientific literature. The panel addressed key aspects of HPV management, including patient
education, psychological support, and the clinical role of adjuvant treatments. In particular,
the experts assessed the efficacy, effectiveness and safety of a Coriolus versicolor-based
vaginal gel, identified patient subgroups most likely to benefit, and evaluated its potential
impact on clinical and psychological outcomes.

2. Materials and Methods

This document is the result of a multidisciplinary expert consensus developed using
a nominal group technique (NGT). The expert panel comprised five gynecology specialists
(one specialist in oncological gynecology, three gynecologist experts in cervical pathology and
one gynecologist expert in natural ingredients), one primary care physician, one sexologist
doctor, one midwife, one psychologist, and one expert patient. Two members of the expert
panel were designated as coordinators and assumed leadership roles throughout the project.
Participants came from different regions of Spain, and represented a variety of healthcare
settings (i.e., primary care consultations, public and private hospitals, psychiatric units or
nursing homes) providing a broad perspective on the management of HPV-positive women.

Consensus statements were based on clinical expertise and available literature evi-
dence. A research protocol was designed to define project objectives and methodology, with
input and validation from all panel members. Eleven clinical questions categorized into
five topics were formulated using the PICO (Patient, Intervention, Comparison, Outcomes)
or PICo (Population of Interest, Phenomenon of Interest, Context) formats [23] (Table 1,
Supplementary Information Section S1). Firstly, the initial topics and questions were formu-
lated and validated by the two coordinators, and afterwards by the rest of the members of
the expert panel during a joint virtual meeting. Following agreement on the clinical ques-
tions, a rapid systematic review of the available literature was performed, and the quality of
the identified evidence was critically assessed. The consensus statements were developed
based on the synthesis of the collected data and the results of the assessment. Finally, a
structured voting process using the NGT led to formal agreement on the final statements.

2.1. Rapid Systematic Literature Review

A rapid systematic review was conducted in September 2023 to support the develop-
ment of the expert consensus, following the recommendations of the Preferred Reporting
Items for Systematic Reviews and Meta-Analyses (PRISMA) [24]. To address specific ques-
tions, a search strategy was developed (Supplementary Information, Section S1). Briefly,
searches were conducted in specialized clinical practice guideline databases such as Medline,
National Guideline Clearinghouse and TRIP database. Subsequently, a systematic electronic
search of MEDLINE and Epistemonikos was performed to detect systematic reviews. For
primary studies, MEDLINE was utilized through the PubMed platform, employing MESH
terms and Boolean operators. To complete the review, a grey literature search using Google
search engine, Google Scholar, ResearchGate and Science.gov was carried out.
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Table 1. List of clinical questions with PICO/PICo strategies applied for evidence synthesis.

Topic 1: Efficacy and safety

PICO/PICo Strategy

In HPV+ women with low-grade lesions during
the watchful waiting phase recommended by

Patient: HPV-positive woman with low-grade lesions
Intervention: Administration of Papilocare®

. o e . . . . . ®
Question1  current Clll’.llCal practice guldehnes, is Papilocare Comparison: Standard watchful waiting approach
an effective therapeutic tool compared to the . o : . .
o Outcomes: HPV clearance, viral elimination, prevention of lesion progression
standard watchful waiting approach?
Is Papilocare® a well-tolerated therapeutic tool Patient: HPV-positive woman with low-grade lesions
. Pt - . Intervention: Administration of Papilocare®
Question 2 in HPV+ women with or without . ..
. Comparison: Standard watchful waiting approach
low-grade lesions? . . . .
Outcomes: Adverse events, patient satisfaction
Patient: HPV-positive woman (without lesions or with low-grade lesions)
Question 3 In HPV+ women, does Papilocare® provide Intervention: Administration of Papilocare®
additional benefits to these patients? Comparison: Standard watchful waiting approach
Outcomes: Additional benefits
Topic 2: Patient’s profile
Patient: HPV-positive woman (without lesions and with low-grade lesions)
Question 4 Which HPV+ patient profiles can benefit most Intervention: Administration of Papilocare®
from the treatment with Papilocare®? Comparison: Standard watchful waiting approach
Outcomes: Patient profile
Topic 3: Microbiota
Patient: Woman
. Is there a direct relationship between vaginal Intervention: Health).l vaginal microbiota
Question 5 . . . Comparison: —
microbiota and HPV persistency/clearance? : . .
Outcomes: Local immunity and viral clearance
Considerations: A healthy vaginal microbiota may promote lesion regression and/or viral clearance.
Patient: HPV-positive woman
. Intervention: Administration of Papilocare®
. In HPV+ women, does Pap110care® treatment . . .p
Question 6 Comparison: Standard watchful waiting approach

improve vaginal microbiota?

Outcomes: Improvement of the vaginal microbiota
Considerations: A healthy vaginal microbiota may promote lesion regression and/or viral clearance.
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Table 1. Cont.

Topic 4: Health information

Do you think that the fact that an HPV+ woman
is informed of all available hygienic-therapeutic

Population of interest: HPV-positive woman
Phenomenon of interest: Information about available hygienic and therapeutic measures for

Question 7 measures and participates in decision-makin .. .
P P & decision-makin
can modify the regression of the lesions and . . . & . .
reduce the HPV persistence? Context: Promotion of lesion regression and reduction of HPV persistence
Which medical information should a patient Population of interest: HPV-positive woman
p P P
Question 8 receive when reporting a positive HPV test Phenomenon of interest: Key medical information for the patient
and/or a low-grade lesion? Context: Following an HPV-positive diagnosis
Topic 5: Emotional management
In the clinical management of an HPV+ woman Population of interest: HPV-positive woman
. . . ! Phenomenon of interest: Impact on quality of life, sexual and reproductive health, and mood
Question 9 is it relevant to address the emotional and . L.
svchosexual condition of the patients? Context: Emotional status of an HPV-positive woman
psy p ’ Considerations: It was decided to focus the question more on quality of life, sexual and reproductive health.
q qualty P
In HPV + patients, is there evidence that shows Population of interest: HPV-positive woman
P P P
Question 10  that reducing anxiety and stress can favor the Phenomenon of interest: Anxiety and stress
regression of the pathology? Context: Disease regression
Population of interest: HPV-positive woman
Question 11 Is Papilocare " a valid tool, which can improve Phenomenon of interest: Anxiety and stress

the quality of life of an HPV+ woman?

Context: Quality of life

HPV: Human papillomavirus.
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Data extraction and verification were carried out independently by two reviewers. For
each question, titles and abstracts were initially screened for relevance. Selected references
then underwent a full-text screening to confirm eligibility, requiring adherence to all
inclusion criteria and no exclusion criteria, with discrepancies resolved by a third reviewer.
The literature was synthesized through a narrative review to support the expert consensus
evaluation, as no quantitative synthesis or meta-analysis were performed.

2.2. Assessment of Evidence Quality: Level of Evidence and Grade of Recommendation

The Scottish Intercollegiate Guidelines Network (SIGN) approach was used to establish
the level of evidence (ranged from 1++ to 4, depending on the quality of the literature)
and grade of recommendation (ranged from A—very strong to D—weak) (Supplementary
Information, Section S3) [25]. The systematic review result was examined by all members
of the expert panel prior to the final consensus meeting. Levels of evidence and degree of
recommendation were assessed and validated. The expert panel generated initial evidence-
based statements to answer the clinical questions formulated. In cases where the systematic
review could not provide a definitive answer, expert opinion alone was considered.

2.3. Consensus: Nominal Group Technique

After formulating initial statements, a virtual consensus meeting was held with an
external moderator, utilizing the NGT method to ensure fair and equal participation of all
clinical experts [26,27].

During the meeting, the expert panel reviewed and discussed the proposed statements,
and modifications were made in real-time to enhance clarity and facilitate agreement. Upon
discrepancies, statements were further discussed until they were consensual or rejected, if
no agreement existed. Anonymous voting was conducted on the resulting statements and
conclusions, generating agreement percentages for each of them. Participants were requested
to indicate their level of agreement on a 5-point Likert scale: 5 (strongly agree), 4 (agree), 3
(neither agree or disagree), 2 (disagree) and 1 (strongly disagree). For the domains in Health
information and Emotional management all panel members indicated their (dis)agreement.
For domains in Efficacy, effectiveness and safety, Patient’s profile and Microbiota, voting was
limited to selected participants (all gynecologists, primary care physician, sexologist doctor
and/or midwife).

2.4. Statistical Analysis

The project used a 5-point Likert scale to calculate the percentages of agreement
and disagreement for each item. Consensus was considered as agreement greater than or
equal to 80%, while 100% agreement was defined as unanimity. An agreement percentage
between 66% and 79% was considered a discrepancy. Rejection was considered when the
percentage of agreement was lower than 66%. The percentage of (dis)agreement for each
statement was calculated based on the number of participants who responded to each item.

3. Results
3.1. Systematic Literature Review

A total of 1722 publications were identified from the selected databases. After removing
duplicates (n = 125), 1597 publications were manually screened. Based on titles and abstracts,
1509 publications were excluded. Among the remaining 88 reports, 47 were excluded due to
design issues, and afterwards 13 more were excluded for wrong outcomes or intervention,
resulting in 28 reports. In parallel, 10 publications were included manually by the experts.
After assessing these 10 studies, 2 were excluded due to design issues. Considering all,
36 records were included in the review (Supplementary Information, Section S2). Figure 1
shows the PRISMA flow diagram on rapid systematic review.
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Figure 1. PRISMA flow diagram for systematic review.

3.2. Evidence Quality Assessment

According to the expert panel and in accordance with the SIGN guidelines (Supple-
mentary Information, Section S3), clinical questions about Efficacy, effectiveness and safety
are supported by well-conducted, high- quality and low-biased literature (2++/2+). The
participants agreed with the tolerability and positive benefits of the Coriolus versicolor-based
vaginal gel for viral clearance and re-epithelization (grade of recommendation B-C scores).
For the Patient’s profile statement, literature evidence was the best scored as 1— /B, revealing
the high quality of the collected clinical data. On the other hand, Microbiota questions
obtained a grade of recommendation of D (very weak), since the level of evidence was
based on limited quality studies scored as 3. Regarding the Health information block, the
rapid systematic review could not provide a definitive response, and results were based on
expert opinion. Finally, Emotional management statements faced similar issues on limited sys-
tematic search. Thus, two clinical questions showed results based on expert opinion due to
the lack of data, while one question was scored as moderate evidence with well-conducted
studies (2+/C) (Table 2).

Table 2. Assessment of the quality of the scientific literature identified in the systematic review using
SIGN criteria.

Clinical Questions Level of Evidence Grade of Recommendation

Topic 1: Efficacy and safety

Question 1 2++ B
Question 2 2++ B
Question 3 2+ C

https://doi.org/10.3390 /medicina62071283
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Table 2. Cont.

Clinical Questions

Level of Evidence

Grade of Recommendation

Topic 2: Patient’s profile

Question 4 1—

Topic 3: Microbiota

Question 6 3

Topic 4: Health information

Question 7

Expert Opinion

Question 8

Expert Opinion

Topic 5: Emotional management

Question 9

Expert Opinion

Question 10

Expert Opinion

Question 11 2+

3.3. Consensus Process Results

From the formulated clinical questions, 10 statements were derived and categorized into

five topics, as shown in Table 3, along with the percentage of agreement and the rationale.

All statements were accepted by consensus, with a degree of agreement greater than or

equal to 80%. Two recommendations, included in the block Emotional management, obtained

89% of agreement while the remaining nine recommendations reported unanimity (100%).

No statements were rejected.

Table 3. Consensus results: Percentage of agreement and rationale for final statements.

Statement

% Agreement

Rationale

Topic 1: Efficacy and safety

®

1.1  Papilocare™ is an effective and well-tolerated tool for the

Expert consensus based on

treatment of women with HPV+ and low-grade lesions. 100% randomized and
observational studies.
1.2 Papilocare® is an effective and well-tolerated tool for promoting . Expert consensus based on
HPV clearance in women with low-grade lesions. 100% randomized and
observational studies.
1.3  The use of Papilocare® in HPV+ women provides significant Expert consensus based on
improvements in cervical re-epithelization and positive benefits 100% pert . .
in vaginal health. randomized and pilot studies.
Topic 2: Patient’s profile
Expert consensus based on a
2.1 The use of Papilocare® is particularly recommended in HPV+ . ranpdomized clinical trial that
women over 40 years old with low-grade cervical lesions. 100% included a subgroup analysis of
participants >40 years.
Topic 3: Microbiota
Expert consensus based on clinical
3.1 Papilocare® has demonstrated improvements in women'’s 100% experience, given the limited

vaginal microbiota.

evidence available from
observational studies.
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Table 3. Cont.

Statement

% Agreement

Rationale

Topic 4: Health information

41 To optimize.the management and progrgssi(?n of the%r condition, Expert consensus based on
a woman w1th HPV+ status s.hould receive mfor.manon on a?ll 100% clinical experience, due to the
?Valla"bl.e hyglen.lc—therapeutlc measures and actively participate lack of literature.
in decision-making.

42 The medical information that a woman diagnosed with HPV+
should receive includes:

- The significance of an HPV+ result and its relation to
precursor lesions and cervical cancer.
- Continuity and process of healthcare.
- Information about the sexual transmission of the virus and Expert consensus based on
its implications for partners. 100% clinical experience, due to the
- Presence or absence of symptoms explanation. lack of literature.
- Detailed information about colposcopy, biopsy, treatments,
and their effects (including consequences for fertility).
- Advice on smoking cessation, healthy diet, and barrier
contraceptive methods.
- Information about HPV prophylactic vaccination.

Topic 5: Emotional management

51 Itis recommended to address the emotional, psychosocial and .E.xpert opipion based on
sexual state in HPV+ patients with or without associated lesions. 89% clinical experience, due to the

lack of literature.

5.2 Individualized psychological intervention is recommended for Expert opinion based on
HPV+ patients who require it. 100% clinical experience, due to the

lack of literature.

5.3 Papilocare® is a useful tool for reducing perceived stress in 89% Expert opinion based on a

HPV+ women.

randomized clinical trial.

4. Discussion

The World Health Organization (WHO) has already announced the commitment
of the Spanish healthcare system to reduce CC, reaching an incidence of 5.3 cases per
100,000 women, close to the WHO's goal of 4 cases per 100,000 women [28]. Scientific consen-
suses play a crucial role in the development of national and international health frameworks,
as they support complex decision-making processes by revealing clinical evidence and expert
opinion [29]. This is particularly relevant in secondary prevention, where early detection and
appropriate management strategies can significantly impact patient outcomes.

In this context, the present consensus addressed an important gap in established clinical
and psychological management of HPV-positive women with low-grade cervical lesions, as
well as the potential benefits of adjuvant treatment with a Coriolus versicolor-based vaginal
gel during the surveillance period. Although this consensus is aligned with Spanish clinical
guidelines, these frameworks are consistent with major international guidelines, including
those from ASCCP [9], the European Society of Gynaecologic Oncology (ESGO) [30], and
the WHO [31]. All of them emphasize conservative management of low-grade cervical
abnormalities and avoidance of overtreatment in transient HPV infections. Within this
globally accepted paradigm, adjuvant strategies such as a Coriolus versicolor-based vaginal
gel may represent a proactive option for selected patients.
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4.1. Efficacy, Effectiveness and Safety

Low-grade cervical lesions are characterized by high spontaneous regression rates
(approximately 60%), especially in young women under 30 years of age. However, regres-
sion rates decrease with age and in the presence of persistent high-risk HPV infection,
particularly types 16 and 18 [32]. Therefore, although active surveillance management
remains the standard management strategy, individualized risk stratification is essential
for clinical decision-making [10].

The expert panel considers that a Coriolus versicolor-based vaginal gel may represent
a well-tolerated adjunctive option in clinical practice for HPV-positive women with low-
grade cervical lesions, with potential to promote HPV clearance and to improve cervical
re-epithelization and vaginal health.

Evidence supporting these statements includes randomized and observational studies.
A randomized control trial showed that treatment with Coriolus versicolor-based vaginal
gel for 6 months statistically increases lesion regression (84.9% vs. 64.5%, p = 0.118) and
improves viral clearance (59.6% vs. 41.9%, p = 0.076) compared to the control group, which
followed a watchful waiting approach [18]. A retrospective observational study reported
statistical conversion of HPV DNA testing to negative (67.0% vs. 37.2%, p < 0.0001) and re-
gression in colposcopy (60.9% vs. 40.8%, p = 0.05) and cytology (70.8% vs. 34.8%, p < 0.0001)
in the treatment group compared to control at 6 months [33]. Another observational study
without a control group reported similar results in terms of HPV clearance (58.7% (95% CI:
51.7-65.8%)) and lesion regression (67.0% (95% CI: 60.4-73.7%)) at 6 months, although direct
comparison cannot be made due to differences in the nature of the study and methodologi-
cal design [21]. Importantly, these benefits appear to extend to women with high-risk HPV
infection, since the studies reviewed reported similar significant improvements in lesion
regression and increased clearance rates in this population. However, genotype-specific
outcomes were not reported. Evidence from case reports also supports potential use of a
Coriolus versicolor-based vaginal gel in specific situations such as pregnancy, the presence of
HSIL [34], and condylomas [35], although these data remain limited.

In addition, treatment with this vaginal gel has demonstrated a favorable safety
and tolerability profile. In a retrospective observational study involving 183 patients, no
adverse events were reported [33]. Similarly, a prospective observational study including
201 patients in the safety population identified only three product-related adverse events
(1.5%), all of which were mild to moderate in severity and mainly consisted of vulvovaginal
itching or stinging [21]. Consistent with these findings, a randomized clinical trial reported
seven possible or probable treatment-related adverse events, most of which (n = 6) were
mild or moderate in severity [18]. Overall, the available data indicates that the Coriolus
versicolor-based vaginal gel is well tolerated and that the incidence of treatment-related
adverse effects is low.

4.2. Patient Profile

Coriolus versicolor-based vaginal gel treatment has been associated with favorable safety
and effective clinical benefits in HPV-positive women aged from 30 to 65 years old [18,21,33].
Available evidence suggests that this approach may also be beneficial in the subpopulation
of HPV-positive patients over 40 years old, where significant improvements in cytological
and colposcopic findings (92.3% vs. 50%, p = 0.007) have been noted. In terms of HPV
clearance, higher rates were reported in the treated group than in the untreated control
group (61.5% vs. 50%, p = 0.725) [20]. Other studies support these findings, highlighting
that a remarkable 74.0% (95% CI: 63.9-84.0%) of women over the age of 40 experience
repairing of the lesions, and that 61.1% (95% CI: 49.9-72.4%) clear HPV after 6 months of
treatment with the vaginal gel [21].

https://doi.org/10.3390/medicina62071283
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Older women are more susceptible to develop CC since spontaneous clearance of
HPYV infections reduces with age, most probably due to the decline of the immune system
and the reactivation of latent infections [36,37]. Every 5 years, the probability of lesion
regression is reduced by 21% [38,39]. Therefore, age is an important factor to consider for
HPV persistence and progression to CC.

Based on evidence, the experts recommend the use of a Coriolus versicolor-based vaginal
gel for a subpopulation of patients that can benefit most from the treatment: specifically,
women over the age of 40 who are HPV-positive and have low-grade cervical lesions.

4.3. Microbiota

Some studies have provided insights into the relationship between vaginal micro-
biota and HPV infection, suggesting that HPV infection may alter the composition of the
vaginal microbiota [40], and that certain bacterial populations may be associated with an
increased likelihood of lesion progression [41]. The connection between microbiota compo-
sition and clinical outcomes has been increasingly investigated, leading to the notion that
modulating microbiota, including through vaginal or oral interventions, may constitute a
beneficial complementary approach in the management of HPV infection and its clinical
consequences [16,42].

Regarding the effects of a Coriolus versicolor-based vaginal gel, an observational pilot
study carried out in 21 HPV-positive women without lesions, reported positive trends in
the vaginal microbiota following the use of the gel, meaning a significant increase in the
Lactobacillus spp. populations and decrease in the pathogenic bacteria, such as Gardnerella
vaginalis [19]. Although the evidence supporting the statement on vaginal microbiota was
graded as weak (3/D) due to the observational nature and small sample size of the study,
the expert panel acknowledges the potential positive effect of the Coriolus versicolor-based
vaginal gel on vaginal microbiota modulation and its possible contribution to improved
clinical outcomes.

4.4. Health Information and Emotional Management

To date, there is no available data defining what health information should be provided
to HPV patients.

Based on clinical expertise, the expert panel underlines the need to inform HPV diag-
nosed women regarding (i) significance of the HPV+ result, (ii) healthcare program process,
(iii) sexual transmission and partner’s implications, (iv) symptomatology, (v) colposcopy,
biopsy, treatments and their effects, including consequences on fertility, (vi) importance of
healthy habits, and/or (vii) HPV prophylactic vaccination.

HPYV vaccination represents a crucial prophylactic strategy, although its therapeutic
role is limited. Ongoing research is focused on the development of experimental therapeutic
vaccines, although none has yet been approved for clinical use. Retrospective evidence
suggests that vaccination in HPV-positive women may help prevent new infections and
may reduce the risk of progression to CIN2+, particularly following excisional treatment.
However, current prophylactic vaccines do not eliminate existing HPV infections or treat
developed lesions. The literature indicates that both HPV status and age are important
determinants of vaccine efficacy, with the highest effectiveness observed in younger HPV-
naive individuals, whereas reduced effectiveness in older or HPV-positive populations [3-5].
Given these heterogeneous findings, healthcare providers should counsel patients on the
potential benefits and limitations of vaccination based on individual clinical characteristics.

The panel also highlights the importance of psychological support and shared decision-
making. This fact is crucial to improve clinical outcomes, as several studies relate mental
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distress in HPV-positive women with a decrease in the immune response [43-45], leading
to enhanced HPV persistence [46].

Currently, there are no validated guidelines that specifically define standardized psy-
chological assessment strategies or counseling protocols that should be routinely offered to
HPV-positive women. Despite these limitations, the expert panel proposed a potential “HPV
Psychosocial Management Algorithm,” which includes the following recommendations:

1. Incorporation of validated instruments to assess psychological distress and quality-
of-life during clinical consultations, such as the Perceived Stress Scale (PSS) or the
HPV-Impact Profile (HIP) questionnaire [11].

2. Implementation of a two-tiered intervention strategy based on the patient’s level of
psychological distress, including referral to healthcare professionals with expertise in
psychological support when necessary.

3.  Provide clear information on available treatment options, including their role (e.g.,
adjunctive therapy), route of administration (oral, vaginal, etc.), and potential impli-
cations, as part of a coping strategy to reduce anxiety associated with conservative
management.

4. Encouraging the patient’s active participation and shared decision-making throughout
the clinical management process.

In the PALOMA trial, the psychological impact of Coriolus versicolor-based vaginal
gel was assessed using the PSS-14. The results showed that a greater proportion of pa-
tients in the treatment group reported improvement in perceived stress compared with
untreated women [18]. Furthermore, this randomized study evaluated treatment adher-
ence and patient satisfaction as patient-reported outcomes, showing that 94.3% of patients
were compliant and 86.5% were satisfied with the adjutant therapy during the 6-month
active follow-up period. Similarly, an observational study reported high levels of patient
satisfaction (7.9/10) and compliance (94.2%) at 6 months [21].

Based on these findings, the expert panel recommends the use of Coriolus versicolor-
based vaginal gel, as it seems to be well received by patients, with high satisfaction and
adherence rates. In addition, the vaginal gel may help reduce perceived stress in women
diagnosed with HPV by offering them a proactive option rather than limiting them to
passive conservative management.

4.5. Future Perspectives

The statements evaluated in this consensus were based on clinical expert opinions and
supported by evidence ranging from 1 to 3. Further high-quality and larger randomized
clinical studies are required to confirm these findings, particularly in specific populations
such as HR-HPV-positive women and older patients. These studies may consider direct
comparisons between Coriolus versicolor-based vaginal gel and other strategies (i.e., com-
parators, placebo) to evaluate relative efficacy, effectiveness, safety, and long-term outcomes.
This will guarantee the production of well-designed scientific publications with a low risk
of bias. This consensus primarily analyzes outcomes in terms of lesion regression and
HPV clearance; however, it also highlights the need for future studies to more thoroughly
evaluate additional clinically relevant endpoints, such as genotype-specific HPV clearance,
viral persistence, CIN2+ progression, infection recurrences, and histological outcomes.
Assessment of these parameters would provide a more comprehensive view of clinical
efficacy. In addition, further assessment is needed regarding their effects on vaginal health
and the vaginal microbiota, as well as the benefits of patient education and individual-
ized psychological support. The inclusion of patient-reported outcomes—such as quality
of life, sexual well-being, and psychological distress—will be essential to strengthen the
conclusions obtained in this consensus.
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4.6. Strengths and Limitations

To our knowledge, this is the first consensus aiming to shed light on planning multi-
disciplinary management of HPV-positive women with low-grade cervical lesions. This
consensus highlights the unmet needs in the diagnostic and therapeutic management of
HPV-positive women and underscores the importance of establishing evidence-based state-
ments to design and optimize future strategies targeting clinical and emotional aspects.
However, several limitations should be acknowledged. One limitation of this consensus is
the heterogeneity of the studies and the level of evidence supporting the statements, result-
ing in a limited grade of recommendation in some cases, such as microbiota and emotional
health. Furthermore, the experts were representative of clinical practice across Spain; there-
fore, the conclusions of this consensus may not be generalizable to countries with different
clinical practices. Eventually, there is a lack of equal representation of different disciplines
on the expert panel, which could bias recommendations toward specific areas of medical
care. Some degree of conflict of interest cannot be excluded due to authors’ involvement in
related publications. As mentioned, further randomized controlled clinical trials, systematic
reviews or meta-analysis, including larger sample sizes and broader geographic represen-
tation, should be conducted to validate the findings of this consensus. Special attention
should be paid to topics with lower scores, as emerging literature would allow the revision
and updating of the recommendations once more robust evidence becomes available.

5. Conclusions

The multidisciplinary composition of the expert panel allows the integration of clini-
cally relevant perspectives for the management of HPV-positive patients with low-grade
cervical lesions.

This consensus provides an initial and valuable framework supporting the use of a
Coriolus versicolor-based vaginal gel as a potential adjunctive therapeutic option during
active surveillance, given its possible benefits in both clinical outcomes and psychological
well-being. Despite the limitations associated with the rapid systematic review methodol-
ogy and the scarcity of available evidence in certain areas, these recommendations represent
an important step toward integrating clinical, microbiological, and psychosocial dimensions
into HPV management. The consensus also underscores the need to foster collaboration
among diverse medical specialties, the patient’s participation for decision-making, and the
individualized assessment for psychological intervention. Finally, this consensus promotes
ongoing high-quality research that contributes to a more robust understanding of the
efficacy and safety of a Coriolus versicolor-based vaginal gel in HPV-positive patients.
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