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Background. Oncologists notice an increasing prevalence of female reproductive system pathological conditions that
lead to benign and malignant diseases of mammary glands. Fibrocystic breast diseases (FBD) occur in approximately
80 % of women of reproductive age worldwide. Currently, there is no single widely accepted treatment for FBD. The
therapy mainly includes surgery and hormonal treatment. A few herbal medicines effective against FBD include Vitex
agnus-castus (VAC) medications. According to many studies, the absence of timely targeted preventive therapy puts
patients with FBD at risk of developing malignant tumors. FBD is a risk factor for cancer development and turns into
cancerin 3-6 % of patients.

Aim. To assess the effectiveness of VAC against FBD.

Materials and methods. In this study, 150 women aged 40+ with FBD were randomly assigned to the treatment group
(n = 78) or the controls (n = 72). The groups were similar in demographic characteristics, including age, parity,
menopause, history of abortions, family history of breast cancer, and alcohol and tobacco consumption. The treatment
group received two tablets of VAC extract (each containing 162 mg) daily for six months. At baseline, weeks 12 and 24,
all participants were evaluated using a visual analog scale and ultrasound examination.

Results. Breast pain decreased significantly in the treatment group, and the median visual analog scale scores at weeks
12 and 24 decreased significantly compared to baseline in the treatment group (89.7 % at baseline, 76.9 % at week 12,
and 42.3 % at week 24) compared to the controls (66.3 % at baseline, 63.9 % at week 12 and 61.1 % at week 24).
Furthermore, the breast ultrasound findings at weeks 12 and 24 revealed that regression rates in the treatment group
were significantly higher than in the control arm (46.2 % vs. 6.9 % at week 12; 55.1 % vs. 8.3 % at week 24).
Conclusion. VAC is effective in managing patients with FBD. VAC treatment efficacy can be evaluated using a visual
analog scale and ultrasound examination. The herbal remedy VAC extract used in this treatment for patients with FBD
has proven effective in preventing breast cancer.
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KoHTaKThI: TatbsHa [eopruesHa loHuyaposa goncharova.2004@mail.ru;

Hasrynb AitpapbekosHa Omap6aesa nazgulek87@mail.ru

BeepeHue. YBennyeHne pacnpoCTpaHeHHOCTW NATONOrMYECKUX COCTOAHMIA XEHCKON PenpofyKTUBHOW CUCTEMbI, NPUBO-
LAWMX K FOOPOKAYECTBEHHBIM U 310KaYeCTBEHHbIM 3a6071€BAHUAM MONOYHbIX eNe3, ABNAETCA aKTyalbHOW Npobaemoil
LNA OHKonoros. PUOPO3HO-KUCTO3HbIE 3aboneBaHna MonouHo xenessl (fibrocystic breast diseases, FBD) Bctpeyatotcs
npumepHo y 80 % XeHIWMH penpoayKTUBHOMO BO3pacTa BO BCEM MUpe. B HacToswee BpeMs He CylyecTByeT eAMHOro 00-
LenpuHATOro metoaa Nederus FBD. Tepanua B OCHOBHOM BK/IIOYAET XMPYpruyeckoe BMELATENbCTBO U FOPMOHaNbHOe
neyeHue. HekoTopble pacTuTenbHble IeKapCTBEHHble cpeacTBa, 3t dekTuBHble npoTue FBD, BktoyaloT npenapatsl Vitex
agnus-castus (VAC). Bo MHOrmx Hay4HbIXx paboTax nokasaHo, 4To nauueHTku ¢ FBD npu oTcyTCTBUM CBOEBPEMEHHOI Lie-
NeHanpasneHHON NpoduUNaKTMYeCcKoit Tepanumn BXOAAT B FPynny pucka pa3BuTua 3n10KkayecTBeHHON onyxonu. FBD aBns-
eTcs PaKTOpOM puUCKa pa3BUTMA paKa 1 nepexonut B pak y 3—6 % nauueHToK.

Llenb uccnepoBanua — oueHnts 3dekTuBHoCTL 3kcTpakTa VAC npotus FBD.

Marepuans! u MeTogbl. B 3Tom uccneposatun 150 xeHwuH B Bo3pacte 40+ net ¢ FBD 6binu cnydaitHbiM o6pasom pac-
npegeneHsl B 2 rpynnbl: rpynna Tepanuu (n = 78) u koHTponbHas rpynna (n = 72). pynnbl 66111 cx0xu no gemorpacu-
YeCKMM XapaKTepUCTUKaM, BKNIOYasA BO3PACT, YNCNO [eTeld, MeHonay3y, abopTbl B aHaMHe3e, CeMeiiHblii aHaMHe3 paka
MONIOYHOIA Jene3sbl, a TaKKe ynoTpebneHue ankorons v Tabaka. YuacTHuULp! U3 rpynmbl TEpanuu nosyyany no 2 TabneTku aKc-
TpakTa VAC (kaxpas no 162 mMr) exenHeBHO B TeyeHue 6 mec (24 Hep). PesynbTaThl neYeHns Bcex y4acTHUL, OLEHUBAM C NO-
MOLLbIO BU3YanbHO-aHAN0roBOM LWKANbI U YNETPA3BYKOBOrO MCCNEA0BAHNA B HaYae SKCNepuMenTa, Yepe3 12 n 24 wep,.
Pe3ynbratbl. bosib B rpyay 3HaYMTENbHO YMEHbLWMAACH B TPyMMe NeYeHus, a cpefHue 6annbl No BU3yanbHO-aHaNoroBoi
WKane Ha 12-i 1 24-i Hepfenax 3HaYNTENIbHO CHU3MUANCH NO CPABHEHUIO C UCXOAHbLIM YPOBHEM B rpynne Tepanuu (89,7 % —
Ha WCXOAHOM YpOBHe, 76,9 % — Ha 12-it Hepene n 42,3 % — Ha 24-1 Hefiene) N0 CPaBHEHUIO C KOHTPOJBHOW rpynmnoit
(66,3 % — Ha ucxofHOM ypoBHe, 63,9 % — Ha 12-i Hepene 1 61,1 % — Ha 24-it Hepene). KpoMe Toro, no faHHbIM ynbTpa-
3BYKOBOTO UCCIEA0BAHNSA MONOYHbIX KeNe3 Ha 12-il u 2411 Heflensx nokasarenu perpecca B rpynmne Tepanuiu 6binm 3HauUTENb-
HO BblLLE, 4eM B KOHTPONbHON rpynne (46,2 % npotus 6,9 % Ha 12-it Hepene; 55,1 % npoTus 8,3 % Ha 24-i Hepene).
BbiBoabl. VAC apchekTnBEH Npu neveHnn naumeHTok ¢ FBD. IddektneHocTb neveHns VAC MOXHO OLEHUTB C MOMOLLbIO BU3Y-
aNbHO-aHaNOroBOM LWKaNbl U YNbTPAa3BYKOBOTO UccneaoBaHua. PactutenbHbiil akeTpakT VAC, ncnonb30BaHHbIi B LaHHOM ucche-
[OBaHWUM NpU neveHnn naumeHTok c FBD, gokasan ceoto 3heKTUBHOCTL B NPOhUNAKTUKE paKa MONOYHOM Kenesbl.

KnioueBble cnoBa: pubpo3HO-KMCTO3HAA 6ONE3Hb MONIOYHOM Xenesbl, MacTanrus, Vitex agnus-castus, hutotepanus

Dna uutupoBanua: Omap6aesa H.A., Kaitnaposa [1.K., Omapos [I.X. v ap. Npodunaktuka HoBooGpa3oBaHuil Npu nedeHnn
(UOPO3HO-KUCTO3HBIX 3a00NeBAHUIT MONOYHOI ene3bl C UCNONb30BAHUEM PACTUTENbHOTO IEKAPCTBEHHOMO CPeACTBa

Vitex agnus-castus. Onyxonu eHCKOW penpoayKTUBHOM cuctembl 2024;20(4):62-9.
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Background

Fibrocystic breast disease (FBD) is a benign hormone-
dependent change in breast tissue. It is a general term that
includes different variants of nodular and cystic formations
and areas of fibrosis, fibroadenomatosis, and other changes
in the mammary glands [1]. The prevalence of FBD ranges
from 30 % to 60 % and usually affects women aged 30
to 50 years [2]. In most cases, these changes do not require
medical intervention, while some cases can turn into
premalignant histological conditions, increasing the risk
of developing breast cancer [3, 4]. Most cases of FBD are
asymptomatic, and patients seek medical help only if they
experience breast pain. Sixty percent of women with
fibrocystic breast disease experience breast pain [5].
Pain may or may not be acute, varying from mild to severe
intensity, and is generally described as a burning or nagging
sensation. It can occur in one or both breasts; the upper
outer quadrant is the most common localization. Breast
pain can last from a few minutes to several days and severely
affects quality of life. Evaluation of fibrocystic breast disease
starts with a review of the patient’s history. If a patient has
breast pain, it is essential to assess its duration, location,

severity, relationship to the menstrual cycle, and impact on
daily life [6].

Lifestyle changes, proper nutrition, and certain non-
pharmacological agents have a positive effect. Few herbal
medicines are considered the most effective and safe in treating
FBD, especially Vitex agnus-castus (VAC) medications [7].
VAC is a deciduous shrub native to the Mediterranean, Europe,
and Central Asia. Its main pharmacodynamic effect is reducing
the increased level of prolactin due to the dopaminergic effect,
which contributes to the narrowing of the ducts, reducing the
activity of proliferative processes and the formation
of connective tissue, eliminating corpus luteum insufficiency,
and normalizing estrogen-progesterone disorders through the
hypothalamic-pituitary system. The drug significantly reduces
swelling of the mammary glands, reduces pain, and promotes
the reverse development of degenerative changes in breast tissue
[8, 9]. VAC extracts are included in the drug Mastodynon,
which has been used to treat many female pathologies,
including menstrual disorders (amenorrhea, dysmenorrhea),
premenstrual syndrome, corpus luteum insufficiency,
hyperprolactinemia, infertility, acne, menopause, and lactation
disorders [7, 10—13].
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Few studies with limited cohorts have evaluated VAC
effectiveness against FBD. Therefore, the pharmacodynamic
abilities of drugs involving VAC cast doubt. Therefore, we
evaluated the role of VAC in managing FBD using a pain
measurement scale as a subjective evaluation and ultrasound
as an objective evaluation.

Materials and methods

Participants. In this study, 150 patients with FBD were
included in this prospective trial at the Kazakh Institute
of Oncology and Radiology (Almaty, Kazakhstan). The
diagnosis was made by considering the patient’s complaints,
performing a physical examination, and reviewing the
ultrasound evaluation of the mammary glands. Patients over
40 years of age initially underwent mammography screening
to exclude breast cancer. The patients were randomly
assigned to the control group (n = 72) or the treatment
group (n = 78) based on their hospital admission order.

The study included women aged 18 to 80 years
diagnosed with FBD and able to meet with investigators as
scheduled. However, women who were pregnant or
breastfeeding at the time of enrollment had severe chronic
comorbidities such as cancer, diabetes mellitus, systemic
blood diseases, neuralgia, or suffered from mental illness or
legal incompetence were excluded from the study.
Furthermore, women who had previously participated
in another clinical trial were not eligible to participate in this
one.

Procedure. In the study, pain was considered persistent
if it lasted more than 3 months, regardless of treatment.
During the 6-month study period, the treatment group
received two tablets daily containing 162 mg of VAC. The
controls did not receive VAC pills but were still followed and
monitored the same as the treatment group.

Objective and subjective methods were used to evaluate
the effectiveness of treatment. Subjective methods included
measuring the intensity of breast pain using a visual analog
scale [14] ranging from “no pain” to “unbearable pain” and
a set of pictures depicting various facial expressions ranging
from a smile to a face with pain (Fig. 1).

To ensure an objective evaluation, the same investigator
examined by touch and ultrasound at baseline and weeks
12 and 24 after treatment using the same tools. The state
of the breast tissue was evaluated based on ultrasound
findings. It was classified as progression (increase in size and/or
number of cysts or fibrosis), stabilization (no clinically
significant changes), or regression (partial or complete
clinical response) [15].

The subgroups were compared using the Kolmogorov—
Smirnov test for normality and the Levene test to assess
whether the group variances were homogeneous. The Mann—
Whitney U test was then used to determine whether the groups
had significant differences in median (minimum-maximum)
values due to their skewed distribution. Frequencies and
percentages were presented to describe categorical variables.
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Fig. 1. Common pain measurement scale: the 11-point numeric scale from
“no pain” to “unbearable pain” and the 5-point verbal rating scale (0 — no pain,
1—3— mild pain, 4—6 — moderate pain, 7—9 — severe pain, 10— unbearable pain)

Puc. 1. O606wennas wixana usmepenus 6oau: 11-6arnvhas uuciosas wkana
om «omcymemaus 004u» 00 «HeBbIHOCUMOIL 60AU» U S-0aNNbHAS CAOBECHAS
wrana oyerku (0 — 6oau nem, 1—3 — caabas 604b, 4—6 — ymepennas 6oav,
7—9 — cunvhas 60ab, 10 — nesvinocumas 601b)

When comparing subgroups, the Bonferroni method
was used; if there was no difference between the groups, it
was shown with the same letter; if there was a difference, it
was shown with a different letter. The association between
the groups and categorical variables was assessed with
univariate analysis using Pearson’s chi-square test or
Fisher’s exact test. A p-value less than 0.05 was considered
significant for all statistical purposes. The IBM SPSS
Statistics package v. 25.0 for Windows (USA) was used for
calculations.

Results

The median age of the patients in the study cohort at
baseline was 38.5 (18 to 77) years. There was no significant
age difference between the treatment and control groups
(p = 0.219). Most participants were Kazakh: 85.3 % of all
study participants, 84.6 % of the treatment group, and
86.1 % of the controls. More than half of the patients had
fibroadenosis. The groups were similar in terms
of menopause, nulliparity, history of abortions, and family
history of breast cancer. They were also similar in terms
of alcohol consumption and smoking status. More detailed
information is presented in Table 1.

Discussion

118/150 participants (78.7 %) had breast pain at
baseline, including 70 (89.7 %) in the treatment group and
48 (66.3 %) among the controls. These numbers decreased
significantly in the treatment group (76.9 % at week 12 and
42.3 % at week 24), with no significant decrease among the
controls (63.9 % at week 12 and 61.1 % at week 24).
Additionally, the median visual analog scale scores at weeks
12 and 24 decreased significantly in the treatment group
compared to the controls (Fig. 2).

The breast ultrasound findings at weeks 12 and 24
revealed that the regression rates in the treatment group
were significantly higher than among the controls (46.2 %
vs. 6.9 % at week 12; 55.1 % vs. 8.3 % at week 24). Stable
rates were significantly higher in the control group at both
visits. However, the progression rates were similar for both
groups at both visits (Table 2).
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n (%) i MeanaHa (MEHIMyM—MAKCHMYM)

TIToka3areib Total number of study  Treatment group, Control group,
participants, n = 150 n="178 (52 %) n="72 (48 %)

Table 1. Main characteristics of the study cohort
Tabmaua 1. OcrosHble xapakmepucmuku uccaedyemoii Koeopnibvl

L, TR 38.5 (18—77) 36.5 (18—73) 40 (21-77) 0.219*

Boapacr, jet

Ethnicities, n (%):
DTHUYECKAs] TPUHAIIEXHOCT, 71 (%):

Kazakh 128 (85.3) 66 (84.6) 62 (86.1)

Kazaxu

Russian 18 (12.0) 8 (10.3) 10 (13.9) -
pycckue

Uighurs 4(2.7) 4(5.1) -

YIATYpbI

Diagnosis, n (%):
Juarnoctuka, n (%):

cysts 36 (24) 21 (26.9) 15 (20.8)
KHucra
duct ectasia 17 (11.3) 10 (12.8) 7(9.7) 0.706**
OKTa3us ITPOTOKOB .
fibroadenoma 12 (8.0) 6 (7.7) 6 (8.3)
(ubpoaneHoma
fibroadenosis 85 (56.7) 41 (52.6) 44 (61.1)
(ubpoaneHos
Menopause, 1 (%)
Metoray3a, 7 (%) 35(23.3) 18 (23.1) 17 (23.6) 0.938***
Pregnancy, n (%):
Bepemennocts, n (%):
nulliparity 50 (33.3) 27 (34.6) 23 (31.9) 0.729%%+
HYJIUITAPHOCTh ’
childbirth 100 (66.7) 51 (65.4) 49 (68.1)
pOIIBI
History of abortions, n (%)
Victopust a6opTos, 7 (%) 40 (26.7) 20 (25.6) 20 (27.8) 0.767***
Alcohol consumption, # (%) _
VYrorpe6iaenue akorods, # (%) e 2(2.6) S
Smoking status, n (%)
Craryc Kypenus, n (%) S L) 4(5.6) -
Family history of breast cancer, n (%) 15 (10) 8 (10.3) 7(9.7) 0.576%%*
CeMeiiHblil aHAMHE3 paKa MOJIOUHOI XeJie3bl, 7 (%) : ’ ’
*The Mann—Whitney U test was used.
**The chi-square and Bonferroni methods were used to compare subgroups.
***The chi-square was used to compare subgroups. n — number of patients.
*HUcnoavzosancs U-kpumepuii Manna—Yumnu.
**JT15 cpagHenus no0epynn UCHOAb306aAUCH Kpumepuil y? u memod Borgepponu.
*#%]19 cpagHenus no02pynn UCHOAb306AACS KPUMEPUil y°. n — YUCAO NAUUEHMOK.
Analysis of the relationship of these ultrasound findings Fibrocystic breast disease occurs in at least 1 in 3 women

with the underlying diagnoses showed that a significantly  of premenopausal age. More than half of them experience
higher regression rate in the treatment group was primarily  breast pain. It is interesting to note that some types of FBD
due to patients with fibroadenosis. Table 3 provides more  respond well to pharmacotherapy while others do not. This
details on the underlying pathological diagnosis and the randomized, placebo-controlled study evaluated the
response to treatment. effectiveness of VAC in patients with persistent breast
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Table 2. Objective responses based on ultrasound results, n (%)

Opueunansroie cmamou | Original reports

Tabmuua 2. O6sexmueHble 0meenvl Ha 0CHO8E Pe3YAbMAmos Yabmpazeyko6oeo uccredosanus, n (%)

rpynﬂa R & KOHTPOJIbHaﬂ LR & -

Baseline
WcxonHplii ypoBEHb
Stable

Crabwiu3zanust

78 (100)

Week 12:

12-s1 Hepens:
stable
crabuausanus
progression
MPOTrpecCUpOBaAHUE
regression
perpecc

38 (48.7)"
4(5.1)
36 (46.2)"

Week 24:

24-51 Hepens:
stable
crabuau3anus
progression
MPOrpecCupoOBaHUe
regression
perpecc

27 (34.6)
8 (10.3)*
43 (55.1)7

72 (100) -

60 (83.3)®

7(9.7) <0.001*

5(6.9)°

55 (76.4)°

11 (15.3)2 <0.001*

6 (8.3)°

*The chi-square test and Bonferroni method were used to compare subgroups.
@ bSame letter indicates the lack of difference between the subgroups; different letters indicate a difference in the results. n — number

of patients.

* /a5 cpaenenus no02pynn Ucnoab306aauUch kpumepuil y° u memood Borgepponu.
% b00na u ma ace 6ykea ykaszvieaem na omcymemeue pazauyuii mevxcoy no0epynnamis; pasie 6yKebl YKasvl6aiom Ha pasHULY 8 pesyabmamax.

n — YUCN0 NAUUCHMOK.

W Treatment group / [pynna mepanuu W Control group / KoHmponsHas zpynna

i

Week 12/ Week 24 /
12-7 Hedena 24-5 Hedens

_
(=)} (==} o

-~

Visual analog scale scoring /
banbl no 8u3yanbHo-aHan020800 wikane

S

Baseline /
Ucxo0Hwiti yposeHs
Fig. 2. Box plot graph of treatment and control groups at baseline, weeks 12 and 24

Puc. 2. lucmoepammot pacnpedenenus no epynnam (KOHMpoAbHAas epynna,
epynna mepanuu) Ha UCX00HOM ypoeHe, Ha 12-1i u 24-it Hedensix

pain due to FBD using subjective and objective responses
to treatment.

Several randomized, placebo-controlled clinical trials
have reported using VAC-containing drugs to treat
mastalgia, fibrotic, and cystic changes in the mammary

gland [10—13]. In a trial in Tabriz, Iran, M. Mirghafourvand
et al. evaluated only daily breast pain using the Cardiff
Pain Chart. In another study, VAC resulted in significantly
higher regression rates in the treatment group than in the
controls [12].

The study by M. Halaska et al., pioneers in the
treatment of FBD, showed that breast pain in patients with
FBD decreased significantly in the VAC treatment group.
As in our study, VAC was effective in reducing the intensity
of cyclical breast pain compared to placebo [10]. Another
comparative study by A. Zeqiri et al. showed even better
results, with a 50 % complete response after VAC treatment
[13]. In our study, VAC reduced pain by 55.1 % in regression,
especially in duct ectasia and fibroadenosis.

As is known, the main pharmacodynamic effect of VAC
is reducing the increased level of prolactin due to the
dopaminergic effect, which contributes to the narrowing
of the ducts, reducing the activity of proliferative processes
and the formation of connective tissue, eliminating corpus
Iuteum insufficiency, and normalizing estrogen-
progesterone disorders through the hypothalamic-pituitary
system. That is, the drug significantly reduces swelling and
pain in the mammary glands [§, 9]. V. Bernard et al.
reported the benefit of antiprolactin drugs in cyclical and
non-cyclical mastalgia [16].



ONYXONIU KEHCKOWN PENPOAYKTUBHOM CUCTEMDbI

Opueunanshoie cmamou | Original reports

Table 3. Distribution of ultrasound findings at weeks 12 and 24 considering the underlying diagnosis, n
Tabmuua 3. Pacnpedenenue pe3yabmamos yavmpaszeyko602o uccaedo8anus Ha 12-ii u 24-ii nedensx c yuemom ocHoHo20 0uaeHosa, n

Control group, n =72  Treatment group, Total Control group, n =72 Treatment group, Total

n=178 n=178
Cyst

(SZtTTéllfl:nmaunﬂ 125 10 = a [ e
Progression |a% a 3 32 42 7
[MporpeccupoBaHue

Duct ectasia
gtg%ll/?nmauuﬂ 6" 4ax 10 Sax Qb 7
Progression [a% 12% P Dak 3ak 5
[TporpeccupoBaHue

Fibroadenoma
}]}c:cergr)iisC31on La* qax 5 1% 4a% 5
Stable 4a* ak 6 4ax as 6
Crabunuzauust
Progression La* 02 1 12% 02* 1
[MporpeccupoBaHue

Fibroadenosis
pegression 2ux 180* 20 2ux 240 26
gtTT()Sl:nmauuﬂ 38 225 60 372% 165* 53
Progression Jax 1% 5 Sax 1a* 6
IIporpeccupoBanue

All patients
f)(;gpreecscsion Sax 36Y* 41 63* 43bx 49
gtTZtéllfnmaunﬂ 60* 380 98 553 27b% 82
Progression Jax 4o 11 112* gas 19
[TporpeccupoBaHue
gg{f 72 78 150 72 78 50

*The chi-square test and Bonferroni method were used to compare subgroups.

a.bSame letter indicates the lack of difference between the subgroups; different letters indicate a difference in the results. n — number
of patients.

*JIAs cpagHenus no02pynn UCnob306aAUCy Kpumepuil y° u memod Bongepponu.

% bQdna u ma xce 6ykea ykazviaem na omcymcmeue pasauduii Mexcoy no0epynnamii; pasuoie 6yKebl YKa3vbl6aiom Ha PA3HULY 6 Pe3yabinamax.

N — 4Uca0 nauyueHmokx.
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M.A. Thorat et al. (2021) observed significant pain relief
in 75 % of patients treated with tamoxifen 20 mg/day for
3 months, which outperforms the results of our study.
However, antiestrogen therapy has a wide range of side
effects, such as hot flushes (27 %) and vaginal discharge
17 %) [17].

Equally important is the unevidenced ability of VAC
to prevent breast cancer. Therefore, we plan to use the
cohort of this study for future research on breast cancer
prevention in a high-risk group.

In our study, persistent pain decreased significantly from
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