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Abstract

Introduction: Urogenital atrophy and its sequelae, particularly
genital dryness, urological problems, and pain on genital
touching, are common medical problems for menopausal
women and women undergoing antihormonal cancer treat-
ment. To meet the requirements for a nonhormonal local
treatment, a compounded herbal preparation was developed as
a vaginal ovule (Dioscorea comp. ovulum), and the efficacy and
applicability of this herbal treatment were investigated.
Methods: This was a retrospective chart review of patients’
records. The study was approved by the Ethics Committee of
the Canton of Zurich (project number BASEC 2016-01982).
Between 2007 and 2011, patients with urogenital atrophy and
related symptoms, who wanted to initiate herbal treatment,
were asked for consent to be interviewed (4-point rating scale)
and examined gynecologically with photo documentation of
their vaginal discharge. A total of 26 patients met the enrollment
criteria and consented to the procedure. The first 8 weeks
consisted of a daily application of low-dose Dioscorea
comp. ovulum followed by high-dose Dioscorea comp. ovule
twice weekly for at least 3 months. Result: A total of 23 patients
completed the trial. Of the 19 patients in the subgroup with an
atrophic vaginal maturation index (VMI), 16 achieved a eutro-
phic VML, Four patients began therapy with hypotrophy. There
was a 96% decrease in complaints (22/23). The genital dryness
score decreased from 1.80 to 0.25 points, urological problems

from 2.38 to 0.85 points, and pain on genital touching from 1.70
to 0.60 points. Application, tolerability, and medical safety of the
formula were good. Conclusion: The phytotherapeutic com-
pounded preparation Dioscorea comp. ovule (Dioscorea villosa,
Glycine max, Salvia officinalis) is suitable for the treatment of

urogenital atrophy and its sequelae.  © 2024 The Author(s).
Published by S. Karger AG, Basel

Pflanzliche Behandlung der weiblichen
Urogenitalatrophie: Ergebnisse einer retrospektiven
Kohortenanalyse

Schliisselworter
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Vaginaler Maturations-Index - Lokale nicht-hormonelle
Therapie

Zusammenfassung

Hintergrund: Urogenitale Atrophie und ihre Folgeer-
scheinungen, insbesondere genitale Trockenheit, uro-
logische Probleme und schmerzhafte genitale Be-
rihrungen, sind ein hdufiges medizinisches Problem bei
menopausalen Frauen und Frauen unter antihormoneller
Krebstherapie. Um den Bedarf an einer nicht-hormonellen
lokalen Behandlung zu decken, wurde ein pflanzliches
Praparat in Form eines Vaginal-Ovulum (Dioscorea
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comp. Ovulum) entwickelt. Wirksamkeit und Anwend-
barkeit dieser pflanzlichen Behandlung werden untersucht.
Patientinnen und Methoden: Es handelt sich um eine
retrospektive Analyse. Das Studienprotokoll wurde von der
Ethikkommission des Kantons Ziirich genehmigt (Projekt
Nummer BASEC 2016-01982). Zwischen 2007 und 2011
wurden geeignete Patientinnen mit urogenitaler Atrophie
und assoziierten Beschwerden, die mit einer pflanzlichen
Behandlung beginnen wollten, um ihr Einverstandnis zu
einer Befragung (4-Punkte-Score) und gynakologischen
Untersuchungen mit Fotodokumentation des Vaginalaus-
flusses (Nativpraparat) gebeten. 26 Patientinnen erfiliten die
Kriterien und erklarten sich mit dem Verfahren einver-
standen. Behandlung: Nach einer taglichen Anwendung
eines niederdosierten Dioscorea comp. Ovulum folgte eine
zweimal wochentliche Anwendung des hoher dosierten
Dioscorea comp. Ovulum fir mindestens 3 Monate.
Ergebnisse: Insgesamt 23 Patientinnen schlossen die Studie
ab. 16 von 19 Patientinnen in der Untergruppe mit einem
atrophen Vaginalen Maturations-Index (VMI) erreichten ein
eutrophes Vaginalepithel. Vier Patientinnen begannen mit
einer Hypotrophie. Ein Riickgang der Beschwerden wurde
bei 96% (22 von 23) erreicht: Trockenheit im Genitalbereich
ging von 1,80 auf 0,25 Score-Punkte zurlick, urologische
Probleme von 2,38 auf 0,85 Score-Punkte und schmerzhafte
Berlihrungen im Genitalbereich von 1,70 auf 0,60 Score-
Punkte. Anwendung, Vertraglichkeit und medizinische Si-
cherheit der Magistralrezeptur sind gut. Schlussfolgerung:
Das phytotherapeutische Kombinationspraparat Dioscorea
comp. Ovulum (Dioscorea villosa L, Glycine Max Merr., Salvia
officinalis L) eignet sich zur Behandlung der urogenitalen
Atrophie und ihrer Folgeerscheinungen.

© 2024 The Author(s).
Published by S. Karger AG, Basel

Background

The vaginal epithelium is a multilayered, noncornified,
plate-like epithelium without glands or hair. It has the
following 5 cell layers in young, healthy women: a basal and
a parabasal cell layer with round to oval, small cells with
large nuclei; an intermediate cell layer of rounded cells with
round nuclei; and two superficial cell layers with large,
angular, flat cells and small or pyknotic nuclei.

Urogenital atrophy occurs through a reduction of the cell
layers, beginning with the two superficial layers followed by
the intermediate cell layer. The skin becomes thinner and
drier, and there is often an accompanying decrease in
elasticity and increase in shrinkage of the subcutis. Uro-
genital atrophy is a common problem, with 40-54% of
healthy, peri- to postmenopausal women expected to ex-
perience moderate to severe symptoms. Their quality of life
is impaired [1, 2]. Bladder infections are expected in 4-20%
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of patients [3]. More than half of breast cancer patients
(50-75%) treated with antihormonal therapies report
atrophy-associated urogenital complaints, with 20% dis-
continuing the therapy [4-7]. An early marker of genital
atrophy is the vaginal maturation index (VMI), which can
be assessed using a microscopic wet mount of the vaginal
discharge. The relationship between the upper two, middle,
and lower two cell layers is calculated as the sum of the three
percentage fractions multiplied by a specific number [8].

VMI = z (parabasal fraction x 0.2 + intermediate fraction

x 0.6 + superficial fraction x 1.0)

The VMI ranges between 20% and 100%, based on
which three categories have been defined: atrophic,
VMI <50%; hypotrophic or mixed type, VMI between
51% and 64%; and eutrophic or high structure,
VMI >65%. A high maturation index is associated with
greater elasticity of the vaginal epithelium and dermal
fibers, better defense of the urogenital tract against
pathogens (fewer vaginal and urinary tract infections),
and a decrease in irritable bladder symptoms and ve-
sicular incontinence [9, 10]. The wet mounts of three
categories of vaginal maturation are shown in Figure 1.

Three complaints are generally encountered: (1) genital
dryness with itching and an unpleasant smelling discharge
(colpitis senilis, vulvovaginal atrophy) [1, 3]; (2) urological
problems with incontinence, overactive bladder syndrome,
and chronic bladder infections also known as genitouri-
nary syndrome of menopause [11-13]; and (3) pain on
genital touching during and after sex (dyspareunia and
vulvodynia), bleeding, and decrease in libido [8].

The current treatment of urogenital atrophy consists of
estrogen-containing ovules and creams. However, the
side effects and safety concerns limit the use of 17p-
estradiol and estriol, particularly for long-term use and in
those affected by estrogen-dependent tumors [14-17].
The highly polluted earth’s aquatic environment with
endocrine disruptors suggests the need for nonhormonal
therapies [18-23]. To meet the needs of cancer survivors,
a phytotherapeutic treatment, Dioscorea comp. ovule, was
developed. The efficacy and applicability of this new
therapy for female urogenital atrophy and its sequelae
were investigated with a focus on the change in VMI over
time, age-related differences, and efficacy of the prepa-
ration in reducing complaints.

Patients and Methods

Design

This was a retrospective cohort analysis conducted during the
gynecological medical practice of the study author between June
2007 and February 2011. The study protocol and the consent forms
were approved by the Ethics Committee of the Canton of Zurich
(project number BASEC 2016-01982). The course of treatment of

Ritzmann

202 Yoie 0} uo 3sanb Aq Jpd'€619£5000/8792. L ¥/€619ES000/6S | L"01/10P/§pd-ajdNe/wd/wod 1ablex//:dpy woly papeojumoq


https://doi.org/10.1159/000536193

Hypotrophic Wet Mounts

Atrophic Wet Mounts

Eutrophic Wet Mounts

Fig. 1. Wet mounts
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of vaginal discharge indicating atrophic, hypotrophic, and eutrophic vaginal maturation.

Complement Med Res 3
DOI: 10.1159/000536193

202 UdIeN 01 uo 3s8nb Aq Jpd €61 9£5000/87922 | ¥/€61L9ES000/6S L L '01/10P/4pd-8jo1E/IWS /W00 ;oBIey//:d)y WOl papeojumoq


https://doi.org/10.1159/000536193

patients with urogenital atrophy and atrophy-hypotrophy-
associated complaints was evaluated based on vaginal fluid mi-
croscopy (wet mount photographs) and interviews recorded in the
patient records. A digital camera was installed on the microscope to
photograph the wet mounts of the vaginal fluid and store the images
electronically. The records of adult patients with urogenital atrophy
and atrophy- or hypotrophy-associated complaints were included in
this study with written consent for anonymous data processing.
Exclusion criteria were either no written consent or local or systemic
hormone therapy. A complete dataset was available for 26 patients.

Participants

Two of the 26 participants discontinued treatment during the first
12 weeks (dropouts). The first patient stopped treatment after 6 weeks
owing to increased vaginal discharge, and considering her significant
complaints, she was started on local hormonal treatment. The second
patient had never used the herbal preparation regularly from the
beginning. However, even this irregular use was sufficient to minimize
her complaints. A third patient could only give her consent verbally
before she died of old age, and her data were excluded.

The remaining 23 patients were divided into two groups. A total
of 19 patients started therapy because of urogenital atrophy, and 4
patients were treated because of complaints of urogenital hypo-
trophy. The group with urogenital atrophy was divided into three
age groups: 7 perimenopausal (49-55 years old), 8 postmenopausal
(57-63 years old), and 4 elderly patients (66-81 years old). The
study flowchart is presented in Figure 2.

Treatment

The treatment was performed using Dioscorea comp. vaginal
ovulee. A compounding pharmacy (Berg-Apotheke Ziirich,
medbase-apotheken.ch) manufactured the prescribed products.
The phytotherapeutic agents were mother tinctures prepared
according to the Homdopathisches Arzneimittel-Buch (HAB)
without being shaken or otherwise diluted. They were extracted
with 70% ethanol (v/v), according to regulation 3a HAB for Di-
oscorea villosa L. Radix, Salvia officinalis L. Folium, and Glycine
max Merr. Fructus. Macrogol 400/4000 was used as the carrier
substance. The vaginal ovules were manufactured in two sizes:
3 gand 1 g. The 3-g ovulum contained 170 mg of each tincture, and
the 1-g ovulum contained 100 mg of each.

During the first 8 weeks, a 1-g vaginal ovule was used every
evening, and two 3-g vaginal ovules were used weekly until the first
follow-up visit after 3 months. If the check-up showed a good re-
sponse, the dosage was maintained. In the case of very old age, severe
vaginal atrophy, or inflammation of the vaginal lining (colpitis se-
nilis), 1-g vaginal ovules were used for three additional months.

Evaluation

The data were evaluated using quantitative and qualitative
methods. The quantitative methodology was based on the VML
The qualitative methodology included several factors [24, 25].
Triangulation involved the combination of anamnesis related to
the patient’s complaints, gynecological examination, an exami-
nation of the vaginal fluid and the patient, the protocol of pre-
scribed treatment and its application, and a shared development of
further treatment. Validation by the affected person involved
questioning the patient about effects, side effects, application, and
satisfaction or dissatisfaction with therapy. There was also a focus
on patients who discontinued therapy or for whom therapy was
unsuccessful. The severity of complaints was recorded as follows:
1. No complaints
2. Slight discomfort, occasional feelings of genital dryness, a

passing urge to urinate, no urinary tract infection, and occa-

sional pain during sex
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3. Moderately severe symptoms with a frequent feeling of genital
dryness or burning; urinary urge or bladder irritation, but no
urinary tract infection; and frequent, but manageable, symp-
toms during sexual activities

4. Severe complaints with a disturbing feeling of genital dryness,
urinary tract infections, severe urinary urge or bladder in-
continence, and severe pain during sexual activities, leading to
interrupted sexual intercourse
VMI before and during the treatment was recorded and

evaluated as a chronological course within the three age groups.

The average change in VMI was shown separately for each age

group. Additionally, the three clinical complaint groups “genital

dryness,” “urological problems,” and “pain on genital touching”
were investigated separately.

Results

VMI

Of the 23 patients who completed the study, 19 started
treatment with a VMI of 20-49% (atrophy), and the VMI
evaluation was limited to these 19 patients. Four of the 23
patients started with a VMI of 50-64% (hypotrophy) and
were treated according to their complaints. The indi-
vidual curves proceed along the VMI percentages based
on photographically documented wet mount of vaginal
fluid. Because the clinical controls are not shown, the
curve does not exactly represent the response rate over
time, which was sometimes much faster. Of the 19 pa-
tients with atrophy, 16 (84%) developed a eutrophic
vaginal epithelium (VMI >65%). All three groups re-
sponded well to the treatment (Fig. 3-5).

Alleviation of Complaints

All patients were assessed for the alleviation of their
complaints. The influence of long-term consequences of
urogenital atrophy was examined using three categories:
“genital dryness,” “urological problems,” and “pain on
genital touching.” Because they can occur alone or in
combination, multiple responses were possible.

All three groups responded well to treatment, and genital
dryness was effectively reduced. A subjective decrease in
symptoms was achieved by 96% (22/23) of the patients.
Genital dryness decreased by 87% (1.80-0.25 score points),
urological problems by 69% (2.33-0.73 score points), and
pain on genital touching by 66% (1.64-0.55 score points).
The efficacy of treatment by total points is shown in Figure 6.

Discussion

Urogenital atrophy has long been seen as a benign
condition, albeit with the effect of decreasing the quality
of life due to genital dryness and painful intercourse.
However, it is now known to be associated with chronic
urological infections, urinary urgency and incontinence,
and a substantial rate of dropout in antihormonal cancer
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Fig. 2. Study flowchart.

therapies. Urogenital atrophy is reversible by the appli-
cation of local hormonal products. The ongoing dis-
cussion about the appropriateness of hormone-level
raising local treatments for long-term substitution in
women under antihormonal cancer treatments and
menopausal women led to the creation of a phytother-
apeutic formula for local nonhormonal treatment.

Care for a healthy vaginal environment can be considered
equivalent to the care for the buccal cavity. Under anti-
hormonal treatment and during menopause, the care needs
to be intensified to maintain or build up a eutrophic vaginal
skin condition. There are several care products (moisturizers
and lubricants) that reduce the symptoms of genital dryness
and pain, but none are associated with the reversal of
urogenital atrophy, to the best of my knowledge [26, 27]. To
close this gap, a small retrospective analysis was conducted
with a specially compounded preparation (Dioscorea
comp. ovule). Dioscorea villosa L. Radix contains saponin

Herbal Treatment of Female Urogenital
Atrophy

steroids and has anti-inflammatory, antimitogenic, and
trophic effects [28, 29]. Salvia officinalis L. Folium possesses
anti-inflammatory, antifungal, and antimitogenic effects
because of its labiate tanning agents [25-27]. Glycine max
Merr. Fructus is rich in isoflavones and has a benign effect
on subepithelial and epithelial skin elasticity [30]. All three
herbal extracts are considered safe to use [31, 32].

The combination of three phytotherapeutic drugs, D.
villosa, S. officinalis, and Glycine max, achieved a eutrophic
vaginal epithelium in the majority, 84% (16/19), of patients in
this study. The effect of Dioscorea comp. ovule does not
appear to be age-dependent. This is rather surprising, as the
pre- and postmenopausal conditions have different hormonal
statuses, particularly the estradiol levels. Thus, it appears that
the mechanism of action is possibly not dependent on the
individual’s systemic estradiol status.

The continuous change in the vaginal epithelium to
eutrophic layers (84% of patients) was associated with a
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decrease in symptoms (96% of patients). These results
confirm the assumption that urogenital atrophy is an
important cause of genital dryness, urological problems,
and pain on genital touching [33, 34]. The efficacy of this
phytotherapeutic preparation is comparable to local
hormonal treatment with estradiol or estriol [26, 35].
If symptoms of genital dryness are present, they usually
disappear between the third and sixth months of treatment.
Urological problems often improve 3 months after devel-
oping a eutrophic vaginal epithelium. Infections, urge
symptoms, and incontinence problems can thus be reduced
to a minimum or even sometimes completely avoided. For
pain on genital touching problems, unrelated anatomical
factors are often involved, as well as factors related to the
patient’s partner. If genital atrophy has existed for a long
time, there is often a vaginal shrinkage and the narrowing of
the vaginal entrance. These subepithelial factors usually
require 6-12 months of regular stretching exercises until
painless sexual activity becomes possible again [36, 37].
Patients often complained of uncomfortable fluid dis-
charge, particularly during the first month of treatment. This
problem is well known during the treatment of urogenital
atrophy, with all forms of local application including pure
moisturizers [38]. A high level of medical safety was achieved
through the selection of safe herbal drugs [28, 30-32, 39].
There were several patients in the study of particular
interest. In the perimenopausal group, patient 1 experienced
a nearly eutrophic response in VMI (60% after 6 months),
with a corresponding reduction in complaints. Her genital
dryness score dropped from 3 to 0, her urinary problem
scores from 3 to 1, and her pain on genital touching score
from 2 to 1. Patient 5 had a moderate response in VMI after
15 months (55%, hypotrophic type), although she experi-
enced a clear decrease in symptomatology. Her genital
dryness score decreased from 2 to 0. After continuing
therapy for 27 months, she experienced vaginal eutrophy
with a VMI of 71%. In the postmenopausal group, patient 2
discontinued treatment after 4 months as her response was
too slow, with her VMI only increasing from 22% to 44%.
Patient 5 had a poor response to a different formulation
followed by a good response after changing to Dioscorea
comp. ovule. Her VMI increased from 40% to 70% in 9
months, and she was symptom-free. Patient 7 responded
quickly to the treatment in the first 3 months, discontinued
treatment for 6 months, and then restarted treatment with a
rapid increase in VMI from 0% to 92% over the next month.
This study was a retrospective analysis of phytotherapeutic
treatment of urogenital atrophy with the compounded
preparation Dioscorea comp. ovulum. It was limited to a
small number of patients where sufficient documentation
was available. General limitations of a retrospective chart
review study can include missing information about differ-
ences in patient selection and treatment options and biases in
reasons for treatment discontinuation. Some of these limi-
tations were addressed within the qualitative analysis, which
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focused on shared decision-making, subjective evaluation of
the treatment, and patients who discontinued therapy or for
whom therapy was unsuccessful. The results of the quan-
titative analysis alone would not be very meaningful con-
sidering the small number of patients. However, together
with the qualitative analysis, where a small number of pa-
tients is common, the results can be interpreted in a positive
manner. Consistent with experiences in daily practice, they
show the possibility of reducing urogenital atrophy and its
associated sequelae with a phytotherapeutic preparation.

Conclusion

Vaginal application of the herbal treatment Dioscorea
comp. ovule for at least 3 months achieves a eutrophic
vaginal layer together with relief of female urogenital
atrophy-associated symptoms in the vast majority of patients.
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