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Abstract

Background: Breast cancer is one of the most common and deadly cancers among women, which imposes heavy
medical costs. Recurrence, side effects, the lack of a clear preventive plan, and increasing incidence are the other related
concerns. This study aimed to review the prevention of breast cancer in Iranian medicine (IM) compared to conventional

medicine.

Methods: This review study was carried out for the last 21 years (2001-2022) using specific keywords related to breast

cancer prevention and then compared to the most famous IM manuscripts.

Results: Iranian medicine has special views on preventive plans by introducing the risk factors of diseases. Some known
risk factors of breast cancer in IM are constipation, obesity, menses retention, irregular night sleep, low physical exertion,
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and improper diet. Proven risk factors of breast cancer, including improper lifestyle, western diet, obesity, physical

inactivity, delayed childbearing, fewer children, and shorter duration of breastfeeding, are in line with IM evidence.

Conclusion: Considering the importance of disease prevention from the perspective of IM, providing the right lifestyle,
and introducing the 6 essential principles for health maintenance from the perspective of this medical school may play

an important role in preventing breast diseases.

Highlights
What is current knowledge?

Traditional and modern medicine attaches importance to lifestyle
modification in preventing diseases.

What is new here?

Lifestyle modification can play a key role in breast cancer prevention.

Introduction

Breast cancer is the most prevalent and deadly cancer among women, which is
responsible for 14% of total cancer deaths annually (1, 2). New cases and
mortality of breast cancer are reported to be 52% and 62%, respectively, in
developed countries (3). Since this disease has no obvious signs in the beginning,
patients are generally diagnosed at advanced stages when the curative effect of
treatment decreases (4). A high incidence of emotional complications such as
anxiety and depression interrupt the daily life of breast cancer patients. Other
disruptive problems are the side effects of chemotherapy, surgery, and
radiotherapy (5). The absence of decisive therapeutic and preventive strategies
for breast cancer relapse, expenditures, and the burden of the disease are the other
usual concerns (6, 7). It is estimated that disability from breast cancer will
increase to 26% by 2026, which causes more concern and urgent necessity for
the prevention and control of this problem (8).

Complementary and alternative medicine (CAM) has been viewed positively
by the general public in recent years (9). With the increase in breast cancer
prevalence, attention to CAM is increasing, too (10).

Iranian medicine (IM), as a part of CAM formed on the Iranian plateau
thousands of years ago (11), provides therapeutic guidelines and helpful
preventive recommendations for cancers (12). Along with discovering new
therapeutic ways, it seems better to recognize the predisposing factors of breast
cancer to prevent its consequences. Approving many IM theories by new studies
may be worthwhile to prevent breast cancer.

Methods

This review study was carried out by searching medical textbooks of IM,
including the Canon of Medicine (13), Zakhireh Kharazmshahi (14), Exir-e
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A'zam (15), Hedayat al-Mota'allemin fi al-Tibb (16), and al-Hawi (17), with
keywords related to lifestyle modification in traditional medicine, which is called
Setteye Zarooriyeh, such as sufficient movement and rest, consuming proper
drink and food, proper excretion and retention, good ambient air, suitable sleep
and wakefulness, and psychological and mental reactions. The data were obtained
from a complete review of the materials related to the definition, etiology, and
general points of breast cancer risk factors. This review study was carried out for
the last 21 years (2001-2022) using specific keywords related to breast cancer
risk factors in PubMed, Scopus, and Science Direct and then compared to the
most famous IM manuscripts. Finally, relevant findings were categorized and
compared with the IM context.

Results and Discussion

The health of organs, including the breast tissue, is a subset of the health of the
body to preserve it; traditional medicine recommends lifestyle modification in 6
main areas, called Setteye Zarooriyeh.

The 6 essential principles of life, the observance of which is an important
foundation of health, include sufficient movement and rest, consuming proper
drink and food, proper evacuation and retention, good ambient air, suitable sleep
and wakefulness, and psychological and mental reactions (13, 14) (Figure 1).

Each of these helps maintain the health of other organs by strengthening the
body as a whole.
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Figure 1. Six essential principles in Iranian medicine
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1. Sufficient movement and rest:

The current evidence confirms some IM theories about the risk factors of breast
cancer. One of them is physical inactivity. Based on IM didactics, physical
activity is an element of a healthy lifestyle that protects the body from the
accumulation of pathogenic temperaments by strengthening excretory forces
(14). Avicenna believed that physical activity removes residuals from the body in
a safe way without any danger or trouble. Therefore, it is a preventive way for
many diseases (13). In this regard, recent studies have confirmed that exercise
has a preventive effect on cancer; although the exact mechanism is unknown, the
impact on the immune system, steroid hormones or insulin/insulin-like growth
factors, free radical generation, alteration in body composition or weight, and
direct effects on cancer cells are the proposed mechanisms (18). Nowadays,
exercise is well-known as an anti-inflammatory procedure that counteracts
muscle catabolism by increasing protein synthesis and reversing protein
degradation and, therefore, confronts cancer cachexia (19). Investigators have
revealed that women who regularly exercise 5 hours a week had a 35% reduction
in the risk of breast cancer incidence compared with those who had sedentary life
(20). Retrospective studies have also demonstrated that hiking 10 hours weekly
has a significant effect on breast cancer risk reduction (21). Physical activity was
also associated with a reduction in the odds of breast cancer (22). Indeed, exercise
decreases the complication of cardiopulmonary events in breast cancer patients
(23).

2. Consuming proper drink and food:

Studies show that diet affects the incidence of breast cancer, its recurrence, and
prognosis. New medical sources point to the role of a variety of foods in causing
or preventing cancer. Modern medicine has not mentioned the etiquette of eating,
the order and timing of it, and has referred to general dietary recommendations,
including reducing alcohol, red meat, and overall fat intake, and increasing the
consumption of vegetables and fruits. Consumption of fried meat is a risk factor
in genetically predisposed individuals. It considers the prevention of breast
cancer by using the diet to be dependent on a separate and proportionate mixed
diet, rich in basic foods and traditional methods of food production and cooking
(24, 25). Iranian traditional medicine refers to nutritional etiquette, avoiding
mixing certain foods, and communal eating, etc., and also mentions some
valuable points about drinking and eating etiquette (15, 17).

Regarding the principles of a healthy diet, IM physicians believed that beef
intake increased the production of pathogenic unnatural humor, the burned black
bile (26). According to the theory of humors in IM, a balanced proportion of
humors can be very important. Their disproportion can qualitatively or
quantitatively result in different diseases. Moreover, increasing black bile is a
cause of menses retention. As a result, beef intake has a dual causative effect on
breast cancer (13, 15, 17). Long-term consumption of high-fat foods increases
the risk of breast cancer by raising serum estrogen levels (27). New in vitro
studies have confirmed the carcinogenic role of red and processed meat via
increasing the number of preneoplastic cells by heme iron, which promotes lipid
peroxidation (28). Recent studies have shown that diet modification is a
protective and preventive factor for breast cancer (29). A retrospective study has
shown that red meat consumption in adolescence can increase the risk incidence
of breast cancer during menopause (30). Another study claimed that reducing
dietary fat intake with mild body weight loss may improve the relapse of breast
cancer (31). Several studies show that some dietary compounds have epigenetic
targets in cancer cells and may play a role in cancer prevention (32).

3. Proper evacuation and retention

Proper evacuation is necessary to expel some substances from the body and
excrete them. Besides, the retention of some other substances and their
confinement is necessary for the maintenance of the body's health (13, 14).

From the viewpoint of IM manuscripts, breastfeeding has benefits for both
mother and infant and keeps their bodies away from much harm. Sucking breast
by the infant and the secretion of milk from the mother's body has preventive
effects against the accumulation of pathogenic temperaments (33). Besides, in
epidemiologic studies, breastfeeding reduces the risk of breast cancer. Indeed,
prolonged breastfeeding causes fewer women to be afflicted with this disease
(34).

Another predisposing factor for breast cancer in IM is obesity, which is also
noted as a cause of menstrual retention. Weight loss is an important step for
regulating menstruation to prevent subsequent complications (17). This theory is
in line with recent findings. Some researchers have pointed out that obesity can
increase the risk of breast cancer, especially at menopausal ages (35). According
to researchers, obesity is associated with altered adipose tissue function. Chronic
low-grade inflammation, adipocyte death, immune cell infiltration, and
remodeling are present in the obese body, making it prone to pathophysiologic
changes and possibly promoting breast and other cancers (36).

There is a link between obesity and an increased risk of breast cancer (37).
Since most estrogen in postmenopausal women is converted from
androstenedione to estrogen by the adipose tissue, obesity is associated with a
long-term increase in estrogen exposure. Estrogen plays an important role in the
development and spread of breast cancer (38).

In IM, daily, complete, and soft defecation is regarded as a natural way to
inhibit the retention of pathogenic temperaments and prevent many diseases (13,
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17). In recent studies, a relationship between chronic constipation and a rise in
the risk of breast cancer has been identified (39). New evidence has revealed that
a high-fiber diet in early adulthood significantly reduces the risk of breast cancer
(40). Constipation should be treated at any time, whether a person has
constipation without cancer, or when they are diagnosed with cancer, or when
they are undergoing cancer treatment (41).

Recent studies have hypothesized about the effect of intestinal and breast
microbiome on breast cancer; changes in the composition and function of several
bacterial species of breast and intestine may lead to the development of breast
cancer through several pathways. One of the most prominent roles of the gut
microbiota is to regulate the metabolism of steroid hormones such as estrogens,
an element that plays a key role in the growth of breast cancer, especially in
postmenopausal women (42). Prolonged fecal stasis in the large intestine of
patients with constipation affects the microbial environment of the large intestine
(43).

From the perspective of IM, one way to excrete waste from the body is
menstruation. Ahmad Akhawayni Bukhari (?-983 AD), one of the oldest IM
physicians in the Middle Ages, has several discussions and theories about cancer
and its reasons in his famous book "Hidayat al-Mutaallimin fi al-Tibb" (The
Students' Handbook of Medicine). He believed that the reason for cancer is the
body's failure to purge pathogenic temperaments. He also mentioned that
"melancholic swelling" is a subsequence of menses retention, which can lead to
breast cancer in women with delayed menstruation (16). Avicenna believed that
timely and enough menstruation rescues women's bodies from excess pathogenic
temperaments and is a sign of complete well-being. In contrast, retention of the
menses (amenorrhea or oligomenorrhea) during childbearing ages leads to the
accumulation of pathogenic temperaments and subsequent complications (13)
(Table 1).

Table 1. Complications of menstrual retention according to IM texts (13-15, 17)

Reduced power of the five senses, Blurred perception,
Nervous system .
Paralysis, Slurred Speech, Headache

Hysteria, Increased libido, Inflammation of the uterus,

Genitourinary

Infertility, Difficult urination, Dark and funky urination,
system

Renal disease

Gastrointestinal Poor digestion, Abnormal appetite, Extreme thirst,

system Constipation

Cardiovascular Palpitation, Heart pain, Fainting, Dyspnea

system

psychological Depression (Melancholia), Anxiety

system
. Lower back pain, Pelvic pain, Neck pain, Thigh pain, Joint
Limbs .
pain
Visceral inflammations, Cancers, Fevers (may be fever of
Others

unknown origin), Liver diseases, Lung disease

One complication of menses retention in IM is tissue swelling, which involves
an organ by altering the shape, size, and function of the related organs (13)
(Figure 2).
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Figure 2. Classification of swellings in IM (14, 15, 17)

The prisoners of IM believed that pathogenic temperaments could shift from the
uterus to the breast via the intravenous contribution between them, so the diseases
and dysfunctions of the uterus and breast can affect each other. They mentioned
that the mechanism of menses retention during pregnancy is an exception. The
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menses blood transforms into the fetus's nutrition during pregnancy, and after
labor, it changes to milk for breastfeeding (13, 17). The amount of menses blood
affects the quality of milk, and regular menstruation is the only definite cure for
some breast diseases (17).

There are new relevant studies about the role of menses retention as a
predisposing factor for breast cancer. Increased exposure to estrogen is associated
with an increased risk of breast cancer. Moderate exercise, breastfeeding, and
factors that have a protective effect. The final differentiation of the breast cell
associated with the completion of the gestation period also has a protective effect.

4. Good ambient air and environment

From the perspective of IM, the quality of the ambient air has a direct effect on
the temperaments of the body and soul. Inhaled air will enter the lungs, blood
circulation, and cells; as a result, it will have an undeniable impact on the process
of metabolism and cellular respiration (14). Avicenna believes that inhaled air
should not be mixed with inappropriate substances (13). Environmental toxins
can have adverse health impacts through changes in epigenetic regulation.
Exposure to polycyclic aromatic hydrocarbons, nitrogen dioxide, and gaseous
contaminants alters the methylation of tumorigenic genes in the breast (44, 45).
Many chemicals with estrogenic activity in the environment can enter the human
breast. A range of toxins and polychloride biphenyl with estrogen-like properties
have been measured in human breast adipose tissue and human milk. These
chemicals enter the environment through various means, such as food and
climate, and due to their fat-loving properties, they reach the breast and
accumulate in the breast fat (46). Other studies have also shown that aluminum
is a metalloestrogen and can develop cancer in breast cells; in particular, it can
cause genomic instability and improper proliferation in breast epithelial cells
(47).

5. Psychological and mental reactions

In IM, the set of changes in human moods is called "Aeraze nafsani". Its effect
on the body and health is much faster than the effect of food and drinks. If people
are chronically affected by psychological emotions, the effects of various
diseases will manifest (13, 14). Psychological factors such as stress, anxiety, and
depression can predict the risk of breast cancer. A proposed biological mechanism
for the risk of stress-related cancer includes neuroendocrine changes in the
hypothalamic-adrenal-pituitary ~ axis, which regulates the release of
glucocorticoids, cortisol, catecholamine levels, and reactive species that damage
the deoxyribonucleic acid (DNA) (48).

Emotional problems can be a factor in suppressing the immune system. The
role of depression, loss, sadness, and anxiety in the etiology of breast cancer has
been described in the 19" century. Women who suffer from depression and
anxiety are more likely to develop cancer.

Observations of the presence of a personality type prone to cancer and the
existence of an association between emotional states and breast cancer have been
reported by other physicians. Susceptibility to the disease appears to be related
to women who have a hysterical, melancholic, depressed, and are unable to vent
their anger (48).

The findings of the systematic review study indicate that psychological
factors may play an important role in the etiology of cancers such as breast and
lung cancers. They can influence cancer development (49).

For the prevention and control of breast cancer in women, the findings
suggest that doctors and nurses should emphasize psychological factors in
women's health education.

6. Sleep: Suitable sleep and wakefulness

The IM manuscripts declare that having regular and enough sleep helps the body
forces to digest and repeal pathogenic temperaments (13, 16).

New studies have confirmed that having a regular sleep rhythm leads to the

regular release of melatonin with anti-estrogenic effects, so it reduces the risk of
hormone-dependent breast cancer (50). Plasma melatonin binds to proteins such
as albumin and alpha-glycoprotein and enters all cells in tissues. Melatonin
stimulates the immune system and increases interleukin products, which are
involved in the regulation of immune responses. Extensive functions of
melatonin in breast cancer include induction of apoptosis, telomerase inhibition,
epidermal growth factors in cancer cells, cell cycle inhibition, antioxidant role,
and free radicals. melatonin stimulates the immune system to destroy cancer
cells, repair damaged DNA, regulate daily and seasonal rhythms, and inhibit
angiogenesis (51). Some studies have revealed that breast cancer is more
common among women who work night shifts (52). Light at night may also
increase the risk of breast cancer by inhibiting nocturnal melatonin secretion,
which leads to high levels of estrogen circulation (51).
Sleep quality characteristics are associated with inflammatory markers in
women's breast tissue (53). Sleep patterns are also linked to cancer. A longer sleep
duration may significantly increase the risk of breast cancer, especially estrogen-
positive breast cancer (54).

Conclusion

The results of comparing the healthy lifestyle in preventing breast cancer from
the perspective of Iranian and modern medicine and new studies were the same.
Increased exposure to estrogen is associated with a higher risk of breast cancer.
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Considering the importance of disease prevention from the perspective of IM, it
seems that providing the proper lifestyle and introducing the 6 essential principles
(sufficient movement and rest, consuming appropriate drink and food, proper
evacuation and retention, good ambient air, suitable sleep and wakefulness, and
psychological and mental reactions) for maintaining health from the perspective
of this medical school can play an essential role in preventing breast diseases.
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