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Abstract

Background: Conservative uterine leiomyoma treatment options are limited. There is an unmet need for well-tolerated, non-invasive
treatments that can be safely used long-term to reduce fibroid burden and symptoms. We investigated the efficacy of epigallocatechin
gallate (EGCG) from green tea, in combination with vitamins D and B6, for fibroid reduction and improvement of symptoms. Methods:
In this single-center study, we enrolled Korean, reproductive age women aged 18—50 years with confirmed uterine leiomyoma, with
fibroids >3 cm in the longest dimension. Participants received EGCG 150 mg, vitamin D3 25 pg/1000 international units (IU), and
vitamin B6 5 mg in tablet form for 16 weeks, and were instructed to take 2 tablets each morning. Participants completed a pictorial
bleeding assessment chart (PBAC) during menstruation, and uterine fibroid symptom (UFS) severity and quality of life (QoL) assessments
before and after treatment. The primary endpoint was the change in largest fibroid volume at 16 weeks. Outcomes were compared
using a paired #-test or Wilcoxon’s signed rank test based on satisfaction of the normality assumption. Results: After 16 weeks, 31/33
patients (93.9%) showed a reduced fibroid volume. Mean fibroid volume was significantly reduced by 12.7% (675.57 vs. 590.00 mm?>,
respectively; p < 0.001). Significant volume reductions were observed across all age groups, with the greatest reduction observed in
the 41-50-year age group (—16.0%). While there was no significant improvement in mean PBAC scores, UFS-severity and UFS-QoL
scores improved in 72.7% and 81.8% of patients, respectively, with significant improvements in mean scores compared to baseline
(p = 0.002 and p = 0.008, respectively). No adverse events were reported. Conclusions: The use of EGCG/vitamin D3/vitamin B6
represents an effective and well-tolerated non-hormonal and non-surgical treatment for reproductive age women with symptomatic uterine
leiomyoma. Clinical Trial Registration: This study is registered on the Korean Clinical Research Information Service (CRIS) https:
/[cris.nih.go.kr/cris/search/detailSearch.do?seq=30490&search _page=L (registration number: KCT0010798).
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1. Introduction ine leiomyoma is also associated with impaired fertility and
poorer obstetric outcomes [1]. Goals of treatment are im-
provement of symptoms, sustained reduction in fibroid size,
control of fibroid-related abnormal uterine bleeding, im-
proved QoL, and maintenance of fertility if desired [1,6]. A
step-up approach is usual, including pharmacological treat-
ments, minimally invasive medical therapies (including in-
terventional radiology), and finally surgery (myomectomy
or definitive hysterectomy) [1].

Uterine leiomyoma is characterized by the presence of
uterine leiomyomata (fibroids), the most common benign
solid tumors of the uterus among women of reproductive
age [1,2]. The global prevalence is difficult to estimate be-
cause the disease is typically underreported, due to many
cases being asymptomatic [3,4]. Prevalence data range be-
tween 20%—-80% of reproductive-age women, depending
on the population, diagnostic methods, and study design

used [4,5].

Up to 30% of women with uterine leiomyoma have
burdensome symptoms including pelvic or back pain, ab-
normal uterine bleeding, anemia, or bladder or bowel symp-
toms, which can impact psychosocial wellbeing and inter-
fere with quality of life (QoL) and productivity [ 1-3]. Uter-

Non-steroidal anti-inflammatories may relieve pain,
and hormonal contraceptives can improve bleeding pat-
terns, but these do not reduce fibroid burden [6,7]. Go-
nadotropin releasing hormone agonists (GnRHa) are com-
monly used to reduce fibroid size, abnormal bleeding, and
pelvic symptoms, and may be used preoperatively to im-
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prove surgical outcomes [6,7]. GnRH antagonists (Gn-
RHant) have also recently shown robust effects on men-
strual blood loss and QoL, but only modest effects on
fibroid size [8]. GnRHa and GnRHant are prescribed
for a limited time due to undesirable hypoestrogenic and
metabolic side effects, must be combined with hormonal
add-back therapy, and are not suitable for women who de-
sire to conceive [8,9]. Another agent, ulipristal acetate,
which was known to reduce fibroid size and associated
symptoms, has been suspended by the European Medicines
Authority for uterine leiomyoma, due to a risk of severe
liver injury [10,11]. In the US, the Food and Drug Admin-
istration has not approved ulipristal acetate for similar rea-
sons [12]. There is a pressing unmet need to expand the
range of conservative treatment options.

Interest in green tea extracts is growing in both the
nutritional and medical arenas. Epigallocatechin gallate
(EGCQG) is a type of catechin (a flavonoid enriched in green
tea) which has demonstrated powerful antioxidant proper-
ties and acts as a selective inhibitor of catechol-O-methyl
transferase, an enzyme highly expressed in human uterine
fibroid tissue [13]. EGCG induces antiproliferative and
apoptotic effects and inhibits fibrotic processes in uterine
leiomyoma cells and murine models [13—15]. Human tri-
als have also yielded promising results [16,17]. For exam-
ple, in a randomized, placebo-controlled trial conducted in
Egyptian women aged 18-50 years with symptomatic fi-
broids, 4 months of treatment with green tea extract (con-
taining 45% EGCG) resulted in a significant 32.6% reduc-
tion in total fibroid volume and reduced symptom severity,
compared to placebo [16].

Evidence suggests vitamin D deficiency plays a sig-
nificant role in the development and growth of fibroids
[18,19]. Women with vitamin D deficiency—including
those of Black race, who have higher melanin levels placing
them at greater risk of deficiency—are significantly more
likely to develop uterine leiomyoma [18,19]. In vitro stud-
ies have demonstrated the ability of vitamin D to inhibit fi-
broid growth by interfering with cell proliferation, extracel-
lular matrix remodeling, DNA repair, signaling, and apop-
tosis regulation [20—22]. Clinical trials of vitamin D supple-
mentation in women with uterine leiomyoma and hypovita-
minosis D have shown mixed results [23,24], but one study
showed a decreased rate of progression to extensive disease,
and less need for surgical or medical intervention, with vi-
tamin D3 supplementation compared with controls [23].

Since both EGCG and vitamin D have shown promis-
ing inhibition of fibroid growth, interest in combining these
as a potentially effective treatment for uterine leiomyoma
is increasing. In addition, given the strong roles of in-
flammation and increased tryptophan metabolism in uter-
ine leiomyoma growth [25,26], there is rationale for the
addition of vitamin B6—a known antioxidant and anti-
inflammatory vitamin which has recently demonstrated ef-
fects on gene expression associated with inflammatory

mediators and tryptophan-metabolizing enzymes [27,28].
Commercial formulations containing EGCG in combina-
tion with vitamin D and B6 have recently become avail-
able over-the-counter in several countries, including the
US, Italy, and Korea.

Five Italian studies have investigated this triple com-
bination in reproductive age women with uterine leiomy-
oma, with most reporting significant decreases in fibroid
size with no reported adverse events (AEs) [29-33]. In the
present study, we sought to further explore the efficacy of
this triple combination in reducing fibroid size and improv-
ing symptoms and QoL in a non-Caucasian cohort.

2. Methods
2.1 Study Design and Eligibility

This prospective, single-center, single arm, interven-
tional study was conducted at the Uterine Leiomyoma Cen-
ter, Seoul St. Mary’s Hospital in Seoul, Korea, between
March and September 2023.

Eligible participants were Korean reproductive age
women between the ages of 18-50 years, with a prior di-
agnosis of uterine leiomyoma confirmed via abdominal
or transvaginal sonography, magnetic resonance imaging
(MRI), or computed tomography, who were not currently
taking other treatments for uterine leiomyoma. To be in-
cluded, the largest fibroid (without calcification) needed to
measure at least 3 cm in the longest dimension.

2.2 Study Intervention

At the baseline visit, participants received a 16-week
supply of supplements containing green tea extract 330 mg
(EGCG 150 mg), vitamin D3 (cholecalciferol) 25 pg/1000
international units (IU), and vitamin B6 (pyridoxine) 5 mg.
Participants were instructed to take 2 tablets each morning
for 16 weeks, beginning on the day of the first study visit.
A 16-week supply of sanitary napkins was also issued to
each participant, with instructions to use only the supplied
napkins during the study period. Tampons or other brands
of napkins were not permitted.

2.3 Assessments

In addition, participants received printed copies of a
modified Pictorial Blood-loss Assessment Chart (PBAC),
derived from a validated pictogram for heavy menstrual
bleeding [34,35] (Supplementary Fig. 1), which they were
instructed to complete on each day of menstruation at every
napkin change, beginning on the first day of the next men-
strual period after the baseline visit. If a woman was men-
struating at the baseline visit, she was advised to start the
PBAC on Day 1 of her next menstrual period. The PBAC
instrument employed a pictorial scale to visually assist par-
ticipants in scoring according to: (1) volume of menstrual
bleeding (scale of 1-10, corresponding to 1 mL—15 mL);
(2) estimated size of the observed blood clots when using
the toilet (1 mL, 3 mL, 5 mL); and (3) estimated size of the
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observed blood clots on a sanitary napkin (1 mL, 3 mL, 5
mL). The sensitivity and specificity of the PBAC and mod-
ified versions of the PBAC are reportedly between 58%—
99% and 8%—89%, respectively [34].

At the baseline visit, and again at the Week 16 visit,
patients were required to complete a 37-question Uterine
Fibroid Symptom and Health-Related Quality of Life (UFS-
QoL) questionnaire [36] (Supplementary Fig. 2), to eval-
uate the severity of their menstrual symptoms and the im-
pact of these symptoms on daily life and functioning. Pa-
tients scored each question on a scale of 1-5, 1 representing
“none” and 5 representing “very often” or “very heavy”.

At baseline, patients provided medical and surgical
history information. At baseline and at the Week 16 follow-
up visit, all participants underwent clinical measurements,
including vital signs, height, and body weight, and urinary
human chorionic gonadotropin pregnancy tests were per-
formed. Using transvaginal ultrasound, the number of fi-
broids was recorded at both visits; the size of the largest
fibroid was measured, and the volume of that fibroid was
calculated.

Safety was also assessed. Participants were encour-
aged to contact the study investigators at any time during
the study period to report AEs of any severity.

2.4 Study Endpoints

The primary endpoint was change in volume of the
largest fibroid after 16 weeks of treatment. Secondary
endpoints included change in PBAC score over 16 weeks,

100

4

0 T — -
A LI I
62 -

P63 g e
-49 49 .53

-100

-200

from baseline, mm?

-300

Uterine Fibroid Tumor volume change

-400

-500
. 18 - 30 years

-600

62 64 -66 -67 -68 .73 I I I
- -83-_g7

. 31 - 40 years

change in UFS severity and health-related QoL per the
UFS-QoL questionnaire, and safety.

2.5 Statistical Analysis

Statistical analysis was performed using SAS version
9.4 (SAS Institute Inc., Cary, NC, USA). Descriptive statis-
tics (sample size, mean, standard deviation [SD], median,
minimum, and maximum) were used to present baseline
characteristics. After 16 weeks, change in the mean vol-
ume of the largest uterine leiomyoma was calculated over-
all and by pre-defined age group (18-30, 31-40, and 41-50
years); mean volume was estimated using the ellipsoid for-
mula (Volume = length x width x height x 0.523) [37].
Changes in mean PBAC score, UFS-severity score, and
UFS-QoL score were also calculated. Mean 4+ SD values
for uterine leiomyoma volume and PBAC, UFS-severity,
and UFS-QoL scores at 16 weeks were compared to base-
line using a paired #-test or Wilcoxon’s signed rank test
based on satisfaction of the normality assumption. If the
data were approximately normally distributed, a paired ¢-
test was selected; if the normality assumption was not met,
anon-parametric Wilcoxon’s signed rank test was used. For
all comparisons, the null hypothesis was rejected at a two-
tailed p-value of < 0.05.

3. Results

A total of 34 reproductive age women were prospec-
tively enrolled in this study. Baseline characteristics are
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Fig. 1. Waterfall plot of fibroid volume change from baseline to Week 16 in 33 participants.
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Fig. 2. Change from baseline in mean (A) fibroid volume, (B) PBAC score, (C) UFS-severity score, and (D) UFS-QoL score in
patients with uterine leiomyoma. PBAC, Pictorial Bleeding Assessment Chart; UFS, Uterine Fibroid Symptom; QoL, quality of life.

shown in Table 1. The median age was 38.5 years (range, +392.47 mm?®. The mean PBAC score was 93.64 + 39.27.
27-48 years); 68% of patients were aged 40 years or un- UFS-QoL assessments showed a mean UFS severity score
der, and 32% were over 40. Before treatment initiation, of 17.18 £+ 6.54, and a mean UFS-QoL score of 55.85 +
the mean + SD volume of the largest fibroid was 677.87 22.89.
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Table 1. Baseline characteristics.

Characteristics Subjects (n = 34)
Age, years

Mean + SD 37.76 £ 5.71

Median (range) 38.5 (27-48)

Median (IQR) 38.5 (35-41)
Age group, n (%)

18-30 years 6 (17.64)

31-40 years 17 (50.00)

41-50 years 11 (32.35)
Marital status, n (%)

Married 8(23.53)

Unmarried 26 (76.47)
Occupation status, n (%)

Working 30 (88.24)

No occupation 4 (11.76)
Parity, n (%)

0 29 (85.29)

1 3(8.82)

>2 2 (5.88)
BMI (kg/m?)

Mean + SD 22.62 + 8.36

Median (min, max) 21.45 (2.73-61.62)

Median (IQRY) 21.5(19.49-24.61)

BMI category (kg/m?)
<l18.5
>18.5 to <23
>23 to <25
>25

Number of uterine fibroids, n

Mean £+ SD
Median (min, max)
Median (IQR)

Uterine fibroid volume, mm?

Mean + SD
Median (range)
Median (IQR)
PBAC!
Mean + SD
Median (range)
Median (IQR)
UFS? severity score
Mean + SD
Median (range)
Median (IQR)
UFS-QoLf
Mean + SD
Median (range)
Median (IQR)

4(11.76)
18 (52.94)
4 (11.76)
8 (23.53)

5.06 + 4.92
3.5(1-22)
3.5 (1-6)

677.87 + 392.47
671 (73-1709)
664 (265-956)

93.64 + 39.27
86 (20-160)
86 (60-126)

17.18 + 6.54
16 (8-29)
16 (13-22)

55.85 +22.89
51.5 (30-104)
51 (38-72)

fIQR, interquartile range; PBAC, Pictorial Blood-loss Assess-
ment Chart; SD, standard deviation; SUFS, Uterine Fibroid
System; YUFS-QoL, Uterine Fibroid Symptom and Health-

related Quality of Life Questionnaire.
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During the 16-week study period, 33/34 (97%) par-
ticipants were compliant in taking the interventional sup-
plement, completing the PBAC while menstruating, and
completing the UFS-severity and UFS-QoL assessments at
baseline and Week 16. These patients were included in the
present analysis. The remaining patient was lost to follow-
up.

During the 16 weeks, 22/33 participants (66.7%) had 4
menstrual periods; 7 (21.2%) had 3 periods, 3 (9.1%) had 5
periods, and 1 (3.0%) had 2 periods (Supplementary Table
1).

After 16 weeks of treatment, 31/33 patients (93.9%)
showed a reduction in fibroid volume, with a magnitude of
shrinkage ranging between —3 and —487 mm?. The remain-
ing two patients had increased volumes of +38 and +4 mm?,
respectively (Fig. 1). Compared to baseline, the mean vol-
ume of the largest fibroid was significantly reduced (675.57
+398.33 mm? vs. 590.00 4 346.25 mm?, respectively; p <
0.001; Fig. 2A), constituting a 12.7% reduction. Significant
mean volume reductions were observed across all three age
groups, with the greatest magnitude observed in the 41-50
year age group (—16.1%; Table 2). The mean reduction in
this age group was significantly higher than the mean re-
duction in the 31-40 year age group (-9.5%; p < 0.001)
and marginally significant compared with the 18-30 year
age group (—13.5%; p = 0.021). Only one patient showed
a reduced number of fibroids post-treatment, from 12 to 11
(data on file).

Over the study period, changes in PBAC scores for in-
dividual patients varied widely, from +106 to —126 points.
Seventeen patients (51.5%) had a decreased score (indicat-
ing improvement in estimated blood loss), 15 (45.5%) had
an increased score (indicating worsening), and one patient’s
score was unchanged (Supplementary Table 1). Overall,
the mean estimated blood loss was 95.94 + 54.38 after 16
weeks compared to 93.64 + 39.27 before treatment, which
was not statistically significant (p = 0.75; Fig. 2B).

To shed further light on bleeding patterns, we looked
at the first question in the UFS-QoL symptom severity ques-
tionnaire (“My bleeding amount has increased”), which
showed wide individual patient variability post-treatment,
consistent with the PBAC analysis. Twelve participants in-
dicated a decrease in bleeding volume, 11 reported an in-
crease, and 10 indicated no change (data on file).

Mean UFS-severity and UFS-QoL impact scores were
significantly improved (lowered) from baseline after 16
weeks of treatment (p = 0.002 and p = 0.008, respec-
tively; Fig. 2C,D). At Week 16, 24/33 patients (72.7%)
reported improvement in symptom severity scores, while
27/33 (81.8%) reported improved QoL scores, compared
with baseline (Supplementary Table 2).

During the study, no AEs were reported by any patient.
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Table 2. Mean change from baseline in mean uterine fibroid volume and patient-reported outcome scores.

Fibroid volume, Before treatment After treatment

Mean difference Percentage reduction

p-value

mm3 (Baseline) (16-week visit) in volume from baseline (%)

Overall population
Mean + SD 675.57 £ 398.33 590.00 + 346.25 —85.57 £95.57 -12.7+£10.5 <0001
Median (IQR) 664.0 (265.0-956.0) 579.0(223.0-851.0) —64.0 (—99.0 to —36.0) —14.2 (—18.5t0 =5.0)

Age 18-30 years
Mean + SD 363.00 £ 355.09 314.00 £+ 333.90 —49.00 £ 29.81 -13.5+ 144 00217
Median (IQR) 261.0 (154.0-265.0) 216.0(138.0-223.0) —49.0 (—64.0 to —38.0) —14.6 (-18.5 to —8.8)

Age 3140 years
Mean + SD 591.83 £ 300.66 535.83 £+ 289.35 -56.00 + 52.77 -9.54+10.2 <0001+
Median (IQR) 601.5 (434.0-784.5) 500.5 (405.8-739.2) —55.5(=71.8 to —33.2) —9.4(-14.9 to —4.5)

Age 41-50 years
Mean + SD 982.57 + 405.37 825.50 £+ 329.81 —157.07 £ 136.56 -16.0 £ 8.8 0.005¢
Median (IQR) 1045.0 (769.2-1172.2) ~ 821.5(652.5-1089.2) —126.5(-207.5t0 —70.5) —16.1 (—21.6 to —10.0)

IQR, interquartile range; SD, standard deviation.

+ Normal-distribution groups (overall, 31-40 year and 41-50 year) analyzed with paired #-test.

1 Non-normal group (18-30 year) analyzed with Wilcoxon signed-rank test.

4. Discussion

Currently, non-surgical options for women with uter-
ine leiomyoma are limited, and available hormonal options
can be associated with undesirable side effects. Noninva-
sive treatment methods are preferable over surgical meth-
ods wherever possible, to reduce the risk of morbidity and
complications associated with surgical intervention. In ad-
dition, along with the increased incidence of fibroids among
women desiring children later in life, surgical interventions
such as myomectomy frequently necessitate a cesarean sec-
tion at delivery, with corresponding increases in morbidity
risks and medical expenses. There is a great unmet need to
expand the range of non-surgical treatment choices.

To our knowledge, our study is the first of its kind
conducted in Asian patients. We demonstrated that treat-
ment with EGCG, vitamin D3, and vitamin B6 was well-
tolerated and effective in reproductive age women with
uterine leiomyoma. This combination resulted in a signifi-
cant reduction of approximately 13% in mean fibroid vol-
ume, suggesting the promising clinical potential of using
these agents to reduce fibroid size.

Our results are consistent with the five aforementioned
Italian studies, all of which used formulations, dosages,
and treatment durations that were comparable to our study.
Those studies reported greater reductions in fibroid vol-
ume, including —37.9% [30] (mean age 43.2 + 4.2 years),
—37.8% [32] (mean age 44.9 + 7.5 years), and —35% [31]
(mean age 42.5 + 4.6 years). The smaller volume reduc-
tion observed in our study may be partly explained by the
younger and broader age distribution of our cohort (mean
age 37.7 years; age range 18—50 years), as fibroid response
to treatment may vary with age-related factors. As in our
cohort, no AEs were reported in any of the other studies.
All reported fibroid volume reductions, including signifi-
cant reductions of 18%—-38% in individual and collective

fibroid volumes [29-33]. Our results are also consistent
with a small randomized trial conducted in Egypt, compar-
ing 4 months of treatment with a green tea extract alone
(containing 45% EGCG) with a brown rice placebo com-
parator in women aged 18-50 years with symptomatic uter-
ine leiomyoma and at least one lesion of >2 cm? volume.
That study reported a 32.6% reduction in fibroid volume
among patients receiving EGCG, compared to a 24.5% in-
crease among those receiving placebo (p < 0.001), suggest-
ing significant clinical activity of EGCG in uterine leiomy-
oma [16]. Together, these clinical results further support the
preclinical evidence that EGCG inhibits the proliferation of
fibroid cells [13—15].

Measurement of patient-reported outcomes is highly
important in gynecological disease, particularly when
symptoms substantially impact a patient’s day-to-day well-
being and functioning. In our results, the reduction in fi-
broid volume appeared to correspond with the observed sig-
nificant improvement in mean uterine leiomyoma symptom
severity and QoL scores, both at the cohort level and at
the individual level—which is an important finding, given
the appreciable impact uterine leiomyoma imposes on QoL.
The UFS-QoL tool used in our study is a validated and re-
sponsive method for assessing symptoms and QoL specifi-
cally in women with uterine leiomyoma [36], and was able
to demonstrate disease-specific patient-reported improve-
ments in a range of symptoms such as abnormal uterine
bleeding and cycle patterns, pelvic pain, frequent urina-
tion, and fatigue. Specific QoL improvements were also re-
ported in terms of physical discomfort, restrictions in daily
activities, travel, and exercise, and the psychosocial burden
of disease including depression/anxiety, frustration, embar-
rassment, uncertainty, low sexual desire, and lack of moti-
vation.
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Consistent with our findings, the Egyptian study
(which also used the UFS-QoL questionnaire) reported a
significant 32.4% reduction in symptom severity and im-
proved QoL scores over 4 months with EGCG compared
to placebo [16]. The Italian studies that included QoL as-
sessments employed different tools (the Short Form 36 or
an unnamed tool), with mixed results. While one study
failed to demonstrate significant changes in health-related
QoL [29], two reported significant improvements [31,33],
with two also reporting significant improvements in symp-
tom severity including pelvic pain and fatigue [30,33].

In our cohort, mean PBAC scores indicated that the
amount of vaginal bleeding was comparable after versus
before treatment. The first question in the UFS-QoL symp-
tom severity questionnaire, “My bleeding amount has in-
creased”, showed individual patient variability. Twelve
participants indicated a post-treatment decrease in bleeding
volume, 11 reported an increase, and 10 indicated no change
(data on file). This is consistent with the mixed findings
reported in other studies of EGCG/vitamin D/vitamin B6
that measured bleeding volume. Among the Italian studies,
one showed no improvement in ‘menstrual flow intensity’
[29], while two demonstrated significant improvements in
heavy menstrual bleeding [30,32]. The Egyptian study also
showed significant improvement in bleeding patterns after 4
months of EGCG alone compared with placebo [16], using
a comparable pictogram tool to our present study [16,35].
Our findings may have been confounded by women who
were menstruating during the first visit but failed to exclude
this bleeding and wait for their next menstruation before
commencing participation.

Our study had several strengths and limitations. The
design had a strong rationale and the cohort included a wide
age range. In addition, we achieved 97% compliance with
the PBAC and QoL questionnaires. Limitations included
the small sample size, the lack of a placebo or control com-
parator, and the lack of follow-up visits between the first
and last visits to check and encourage adherence; never-
theless, our participants’ compliance was excellent. We
also measured only the largest fibroid in each participant,
but not total fibroid volume, and did not distinguish be-
tween multiple and single uterine leiomyomas. In addi-
tion, the use of transvaginal ultrasound is reported to have
lower sensitivity for detection and measurement of fibroids,
and slightly greater room for error, compared with MRI
[38]. This study’s sample size was limited and may not
have been sufficient to detect all treatment effects, such as
changes in bleeding volume. Future studies with larger co-
horts are needed to validate and expand upon these findings.
Blood loss is difficult to quantify in an outpatient setting.
While the PBAC assessment chart is a highly subjective
measure of blood loss, a recent systematic review of var-
ious measurement methods concluded that pictogram-style
tools are most appropriate because they achieve a good bal-
ance between ease-of-use for patients and validated accu-
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racy in clinical and research settings [34]. The sensitiv-
ity and specificity of the PBAC and modified versions of
the PBAC can range from 58%-99% and 8%—89%, respec-
tively [35].

5. Conclusions

In conclusion, the combination of EGCG, vitamin D3,
and vitamin B6 represents a promising and well-tolerated
non-hormonal and non-surgical treatment for reproductive
age women with symptomatic uterine leiomyoma, and may
be presented to women as an appropriate therapy option
during shared decision-making. Global interest in these
combined agents is ongoing; larger-scale randomized con-
trolled trials in different populations, including Asian popu-
lations, are warranted to further validate these encouraging
results.
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