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Y The observation that endometriosis is a cancer precursor has now been 
corroborated with the knowledge that mutations that are present in 
endometriosis-associated cancers can be found in contiguous endometriosis 
lesions. The diagnostic process of endometrial diseases from a clinical 
point of view is commonly suspected and for more accurate diagnosis 
Magnetic Resonance Imaging (MRI) or/and vaginal ultrasonography of the 
pelvis should be applied. The procedure of management of endometrial 
disorders is depended mainly on the initial presentation of the patient 
whether subfertility or pain is. The main aims of the treatments are including 
normal functional anatomy recovery, elimination of various kinds of cysts, 
endometriotic implants removal, symptomatic treatment, and decrement 
of disease development. Additionally, due to the influence of therapeutic 
conditions on life quality, the importance of applying personalized medicine 
should be considered. The main objective of the present study is to review 
available documents about the most proper procedures for the management 
of the endometrial disorder. In this way, the symptoms, risk factors including 
an increased risk of cancer, diagnosis, prevention, and treatment of this 
disorder are discussed.
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ABBREVIATIONS:

COCP: Combined Oral Contraceptive Pill; GI: Gastrointestinal; TNF-α: Tumor 
Necrosis Factor Alpha; NSAIDs: Nonsteroidal Anti-Inflammatory Drugs; CPA: 
Cyproterone Acetate; DMPA: Depot Medroxyprogesterone Acetate; RCT: 
Randomized Control Trials; AIs: Aromatase Inhibitors; CO2: Carbon Dioxide; 
AMH: Anti-Müllerian Hormone; LUNA: Laparoscopic Uterosacral Nerve 
Ablation; TENS: Transcutaneous Electrical Nerve Stimulation; IBS: Irritable 
Bowel Syndrome; CHM: Chinese Herbal Medicines; MAP: Mitogen-Activated 
Protein Kinase

INTRODUCTION

Endometrial disease

Endometrial diseases could be categorized as inflammatory 
or non-inflammatory disorders. Inflammatory disorders of the 
endometrium are including acute and chronic endometritis, 
and non-inflammatory disorders of endometrium include 
endometrial cysts and endometrial peri-glandular fibrosis. The 
acute form of endometrial diseases could be specified through 
influx neutrophils within the endometrium stroma and the lumen 
of uterine. It should be noted that all women have the potential 
of being affected via physiologic acute endometritis after breeding 
due to semen deposition within the uterine lumen, which is 
spermatozoa and other components of the inseminate [1, 2]. 
Among women with the ability of reproductive the inflammation 
of mating-induced uterine could be cleared in about one or 
two days after mating [3]. In women with the potential of 
developing persistent mating resulted from inflammation of the 
endometrium in the uterine lumen due to impaired physical 
elimination of inflammatory material worsen through fluid 
production increment [4, 5]. 

Potential factors that would cause a delay in the clearance 
process of uterine in women who are susceptible include; the 
decrement of activity of myometrium, decrement of the drainage 
of lymph fluids, and conformation of the abnormal reproductive 
organ [6, 7]. Correspondingly, in women who have an acute 
inflammation in their endometrium, the inflammatory fluid 
would be accumulated within the uterine lumen due to the body's 
mechanisms of uterine defense which could be activated for the 
aim of eliminating the infectious agent. The pathologic fluid in 
the endometrial cavity which would be accumulated during the 
endometritis resulted from persistent mating and infectious 
endometritis could have adverse effects on fertility through 
detrimental motility of spermatozoal when breeding is carried 
out in a condition when the uterus is inflamed [8]. 

On the other hand, chronic infectious disease of the 
endometrium which is mostly known as endometriosis could 
be diagnosed through the detection of the presence of glandular 
degenerative variations within the biopsy samples which 
commonly are surrounded by fibrous tissue lamellae or cysts [9]. 
However, one of the most frequent forms of the endometrial 
disease is endometriosis which is specified through the presence 
of the endometrium tissues at the external side of the uterus 
(Figure 1). This kind of endometrial disorder could affect females 
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during their reproductive years and also is suspected to be induced 
from the condition of estrogen. The endometriosis prevalence 
rate is generally about 10% and would be increased in infertile 
women [10, 11]. The main objective of the present study is to 
review the available procedures of diagnosis and treatment of 
endometrial disease especially the management of pain caused by 
endometriosis.

 
 

Fig. 1. The schema representation of areas mostly involved in endometriosis 
[12]

Clinical presentation of endometriosis 

In some cases, women with endometrial disease may not have 
any special symptoms, but in the majority of them, it has various 
side effects on mental, physical, and even social health. In spite 
that, the chronic form of endometrial diseases which mostly 
known as endometriosis would commonly cause infertility, its 
main presented symptoms are painful periods (dysmenorrhea), 
pelvic pain, and dyspareunia [13, 14]. Additionally, some less 
common symptoms are dysuria induced bladder involvement 
and/or dyschezia induced colonic involvement of bowel. 
The accurate endometriosis pathogenesis is not clear well but 
as a common belief, this disease would happen because of 
the endometrium diffusion into sites of ectopic and also the 
establishment of the terminating deposit of ectopic endometrium 
15. The most common distinguished kinds of endometrial 
diseases are including; endometrioma, endometriotic nodules of 
the rectovaginal septum, and peritoneal endometriosis. However, 
endometrioma is fluid-filled cysts in the ovary which situated at 
a straight line by endometrioid mucosa. Endometriotic nodules 
of the rectovaginal septum are solid masses which are containing 
endometriotic tissues combined with fibromuscular dysplasia 
that are located among the vagina and rectum. Finally, peritoneal 
endometriosis is implants located on ovaries and the pelvic 
peritoneum surface [15, 16].

In accordance with the world endometriosis society 
consensus on the classification of endometriosis the symptoms 
of endometriosis induced pain mainly based on the morphology 
of implants of pelvic and peritoneum like white, red and black 
lesions and the percentage of each lesion involvement must 
be incorporated [17]. The examination of the pelvis mostly 
conducted in clockwise or anti-clockwise directions, somehow 
location, size, and a number of endometrial implants, adhesions, 
and chocolate cyst (endometrioma) must be mentioned. However, 
the presence of endometriosis in the cervix, fallopian tube, urinary 
tract, bowel, vagina or any other potential locations must be noted 

through guidelines of world endometriosis society. The stages of 
endometriosis are determined mainly based on the size, depth, 
amount, and location of the endometrial tissue and include; stage 
one (Minimal), stage two (Mild), stage three (Moderate) and stage 
four (severe) [17]. Additionally, specific criteria of endometriosis 
are such as: 

• Tissue development scope

• The scope of adhesions of pelvic 

• The salpinges blockage 

• Pelvic structures involvement within the disease

The diagnostic process 

Based on various clinical symptoms, examination, and 
applied imaging techniques the endometriosis diagnosis would be 
confusing. Anyway, the conclusive endometriosis diagnosis could 
be done just by investigating the microscopic structure of removed 
lesions by the surgical operation [18]. Some of the main symptoms 
which clinicians must consider for diagnosis of endometriosis are 
including; dysuria, dyschezia, hematochezia, haematuria, fatigue, 
deep dyspareunia, infertility, primary dysmenorrhea and also non-
cyclical pelvic pain [19]. However, nearly in all patients who are 
suspected to be affected with endometriosis, advanced clinical 
trials must be carried out. Additionally, the most dependable 
clinical examination is deep infiltrating endometriotic nodules 
during performing examination especially in the menstrual cycle 
[18]. On the other hand, the achieved results of retroversion of 
the uterus through a pap test, susceptible uterosacral ligaments, 
pelvic pain sensitivity, and adnexal or pelvic masses could be major 
potential for proper endometriosis diagnosis [18, 19]. 

In situations during clinical trials, deep infiltrating 
endometriotic nodules have been clung to the rectovaginal 
septum or are presented within the posterior fornix the diagnostic 
procedure of endometriosis would be conducted more properly. 
Anyway, the most appropriate standardized examination for 
endometriosis diagnosis is pelvic laparoscopy visual examination 
[18-20]. Even though endovaginal ultrasonography is not very 
dependable in detecting peritoneal endometriosis, but it is a 
very beneficial technique for diagnosing or denying ovarian 
endometrioma [21]. Endovaginal ultrasonography could be 
applied usefully for realizing of excluding bowel endometriosis in 
patients who suspected of bowel endometriosis [22]. Additionally, 
the application of lower Gastrointestinal (GI) medical procedure 
in combination with endorectal ultrasonography for delineating 
the bowel wall involvement scope among women who suffer 
from deep endometriosis is an optional choice. Anyway, 
concluding about the productiveness rate of preoperative 
endovaginal ultrasonography or/and lower GI tract radiography 
before the operation in the precise diagnosis of the bowel wall 
involvement scope in deep endometriosis is not such an easy job 
[23, 24]. Although, there is not adequate evidence for proving 
the application of MRI technique for diagnosing peritoneal 
endometriosis, it would be advantageous for demonstrating the 
disease extent among women who have deep endometriosis [21]. 

One of the main diagnostic methods for detecting and 
monitoring the presence of specific cancer cells during and also after 
treatment is carried out by cancer antigen 125 (CA-125) proteins. 
However, because CA-125 has a restricted potential combined 
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with low responsiveness of 28% for a more accurate diagnosis, its 
presence in plasma, serum or urine for diagnosing endometriosis is 
not recommended anymore [24-26]. In accordance with various 
studies conducted recently, there is not any specific marker which 
could be applied conclusively for diagnosing endometriosis. 
Anyway, the process of cell adhesion, the physiological process 
of angiogenesis, nerve fibers in the myometrium, and molecules 
involved in the process of controlling cell-cycle could be supposed 
as alternatives options for conducting more investigations on 
further biological marker [27].

Endometriosis epidemiology 

Some impressive factors which consistently could increase the 
endometriosis risks are mentioned in Table 1. In accordance with 
the information mentioned in this table, hormonal variations 
would increase the risk of being affecting with endometriosis 
disorders. As could be seen from Table 1, lower age at the first 
menstrual bleeding and also the shorter length of the menstrual 
period could increase the risk of endometriosis [17, 18-23]. It’s 
while, giving birth and applying oral contraceptive agents could 
decrease the risks [20, 24-27]. In spite the fact that, BMI could 
not be assumed as a generative risk factor, there is constant reverse 
relation between endometriosis and BMI, which may be due to 
hormonal differences among women with different body weights 
[17-19, 22].

Unfortunately, the assessment of contraception and fertility 
control agents, the number of live birth which a woman has 
delivered, and tubal ligation application in association with the risk 
of endometriosis have been afflicted by methodological problems. 
It’s supposed that the surgical procedure of tubal ligation to be 
capable of declining the risk of endometriosis using obstruction 
of retrograde menstruation to the cavity of pelvic. Because, one 
of the main factors which could characterize endometriosis 
is infertility, the association among endometriosis and tubal 
ligation is difficult. Additionally, the application of tubal ligation 
could increase the possibility of being porous in comparison 
with women who do not use this kind of surgical procedure 
[28, 29]. On the other hand, the prolonged application of oral 
contraceptive agents could increase the risk of endometriosis 
in all cases [30]. Anyway, oral contraceptive agents are mostly 
applied for diminishing the endometriosis induced pain they 
would eliminate the symptoms of endometriosis someway. 

Endometriosis risk factors 

Several factors are existing which could be supposed as main 
risk factors of endometriosis disorder that include; smoking, 
consumption of caffeine and alcohol, and additionally some 
lifestyle factors like dietary patterns [54]. 

Smoking: Even though smoking has many adverse effects 
on a broad range of health aspects, the effect of smoking on 
endometriosis is not yet clear. However, in some cases, it has 
reported that smoking would decrease the endometriosis risk 
among the few numbers of women [43, 48]. It should be noted 
among women who are exposed to secondhand cigarette smoke, in 
about 80% of cases the endometriosis risk will be decreased by 47. 
Although its related mechanism is not known well, the presence of 
hormones of estrogens within the blood test among women who 
smoke is lower, which could prevent the persistence and growth of 
endometriotic tissue [49, 55].

Consumption of caffeine and alcohol: The effect of 
consumption of caffeine and alcohol on endometriosis would be 
related to the fertility status. In infertile women, the higher rates 
of caffeine and alcohol consumption would increase the risk 
somehow [40-42]. Raised levels of bioavailable estradiol in women 
who intake medium amounts of alcohol would contribute biologic 
plausibility to the association of endometriosis and alcohol 
consumption. Anyway, there is not ant documented studies that 
could prove this association among infertile women well [38, 39].

Lifestyle factors: Due to the capability of some factors related 
to the lifestyle and dietary patterns in diminishing inflammation, 
they could be applied to affect the risk of endometriosis. The 
levels of Interleukin (IL)-6, Tumor Necrosis Factor-alpha (TNF 
alpha), and acute phase reactants like inflammatory markers would 
decrease through the consumption of Omega-3s and doing physical 
activity 55. Although the higher rate consumption of Omega-3s 
would decrease the risks of endometriosis, it’s while the effect of 
physical activity on endometriosis is not clear properly [48, 52].

Management 

Medical treatment of endometriosis induced pain: Nearly 
all symptoms of dysuria, dyspareunia, dyspareunia, dyschezia, and 
chronic pain of pelvic would be induced from a painful disorder 
of endometriosis. One of the most common empiric therapies 
of these symptoms, in situations, when there is not any previous 
conclusive detection, includes specific guidance to the patients 
and also an examination of sufficient analgesic agents, applying 
Combined Oral Contraceptive Pill (COCP) or steroid hormones 
of gestagens 18. One of the main reasons that empiric therapy is 
recommended is because these drugs would be easily prescribed, 
but laparoscopic surgery is invasive. It should be noted that any 
other causes of symptoms of pelvic pain must be eliminated 
especially before starting empiric therapy. 

Even though there is not any well-specified trials on the 
usefulness of Nonsteroidal Anti-Inflammatory Drugs (NSAIDs) 
in treatment of endometriosis induced pain, but there is adequate 
evidence for supporting the fact that NSAIDs are advantageous 

Risk factors
Potential Risk factors References Risk Reduction Factors References

Lower age at the first menstrual bleeding [32, 33] Number of born children [42, 43]

The shorter length of the menstrual period [34, 35] Applying oral contraceptive agents [44-46]

Being taller [36, 37] Smoking [47-49]

Drinking alcohol [38, 39] The higher amount of BMIa [50, 51]

Consumption of caffeine [40-42] Doing exercise regularly [29, 48]

a BMI: Body mass index b omega-3s: sOmega-3 
fatty acids Consumption of omega-3sb and fish [52, 53]

Tab. 1. Potential endometriosis 
risk factors [31]
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in improving the symptoms of primary dysmenorrhea [18, 19]. 
Consequently, given the side effects of NSAIDs agents especially 
due to their frequent usage, the administration of these agents for 
reduction of endometriosis induced pain should be carried out 
after making the patient aware of these matters [56, 57]. 

Hormone therapy: Based on the researches carried out by Al 
Kadri et al. [58] around the application of hormone therapy for 
endometriosis, through applying this procedure for six months for 
suppressing function of ovarian, the endometriosis induced pain 
could be decreased impressively. However, they reported that the 
application of hormone therapy during menopause age among 
women with endometriosis immediately after surgery could 
increase the pain and recurrence of the disease. Additionally, 
they cited that there are not such adequate evidence for depriving 
patients with severe symptomatic disorders from this kind of 
therapy [57, 58].

Although the evidence about the application of hormonal 
contraceptives in the treatment of endometriosis induced pain 
is limited, but combined oral contraceptive pills are commonly 
applied for the treatment of endometriosis induced pain. 
Additionally, these agents are enriched with an adequate safety 
profile which could be applied as contraceptive agents for 
controlling the menstrual cycle [30]. As mentioned by Brown et 
al. [59] the main members of the hormone therapy method are 
including: 

I. Combined oral contraceptive oral pill, which have been 
combined from hormones of progestin and estrogen for 
stopping ovulation and diminish menstrual cycle

II. The hormone of progesterone alone

III. Gonadotropin-releasing hormone agonist (GnRH 
agonist), that could prevent the production of ovarian 
hormone and also creating a kind of medical or induced 
menopause

IV. The male hormone of danazol, which is a testosterone 
synthetic derivative

Additionally, they cited that adequate documents are 
available for proving the progestogens productiveness in 
diminishing endometriosis induced pain [58]. These classes of 
steroid hormones are including dienogest, danazol, Cyproterone 
Acetate (CPA), Depot Medroxyprogesterone Acetate (DMPA), 
and norethindrone acetate. Anyway, clinicians must be aware of 
the effects and adverse side-effects of applied medications and 
customize the treatment procedure for enhancing the women's 
life quality. It should be noted that due to the adverse side effects 
of danazol such as vaginal spotting, acne, irrevocable change in 
the voice, muscle cramps, and acne, when other related medical 
treatments are accessible, the application of danazol must be 
removed from first-line therapy [60]. 

One of the most powerful oral progestins enriched with 
antigonadotropic effects and strong progestational agents is 
dienogest, while it does not have activities of glucocorticoid, 
androgenic and mineralocorticoid. In their study Strowitzki et al. 
[61] by investigating the effect of dienogest as an oral progestin in 
the treatment of endometriosis induced pelvic pain reported that 
the efficiency of this agent is higher than placebo in decreasing 
the endometriosis induced pelvic pain 60. Additionally, the 

comparison of GnRH agonist’s agents with oral dienogest in 
clinical trials showed that the advantage of these two agents in the 
reduction of endometriosis induced pelvic pain is equal. Anyway, 
the hypoestrogenic side effects of dienogest are less than GnRH 
agonists and consequently, it has less adverse effects on the density 
of bone. One other of effective medication which could be applied 
for improving the endometriosis induced painful symptoms 
is gestrinone, somehow it could decrease non-menstrual pain. 
Dysmenorrhea, pelvic pain, and also deep dyspareunia symptoms 
[58, 60].

Some investigations have demonstrated that the effectiveness 
of GnRH agonists in comparison with placebo in pain reduction 
is higher, while in comparison with danazol its effectiveness in 
the reduction of endometriosis induced pain is less. However, it 
should be noted that nearly in all conducted studies the presence 
of worse side effects in application of GnRH agonist have been 
mentioned [61]. Consequently, due to the presence of the side 
effects of the estrogen deficiency as a result of applying GnRH 
agonist, a lot of recommends have been carried out for combining 
the special amount of the hormones progesterone and estrogen 
while the therapy should be started with the GnRH agonist for 
preventing bones lose density and also eliminating symptoms of 
estrogen deficiency [11, 62]. Anyway, due to the absence of well-
conducted Randomized Control Trials (RCT), being sure about 
the usage of a specific type of add-back therapy is not well-cleared 
yet. 

One other class of drugs could be applied for the treatment 
of endometriosis induced pain during the perimenopause period 
is Aromatase Inhibitors (AIs). Some recent study has shown that 
women who suffer from rectovaginal endometriosis induced pain 
and also their disorder is resistant to any other surgical or medical 
therapies, a combination of combined oral contraceptive pill with 
the drug class of AIs could be applied. On the other hand, AIs could 
be applied in combination with GnRH agonists or progestogens, 
due to their ability in the reduction of endometriosis induced 
pain 63. Because, the application of AIs could cause intensive side 
effects including; diminishing bone mineral density, experiencing 
sudden hot flushes, irritation, and vaginal dryness, their usage 
must only be prescribed carefully after consulting the patient. 

Surgical therapy 

The surgical procedure of laparoscopy makes possible access 
inside the body without making any additional cutting on the body. 
This procedure could be applied powerfully for management of 
the endometriosis disorders too. The procedure of endometriosis 
laparoscopy includes removing endometriosis lesions using a 
scalpel, catheter ablation or diathermy, reconstruction of pelvic 
anatomy via adhesions division and also improving the control of 
pain through the pelvic nerve pathways interruption. However, 
the surgical procedures of celiotomy and laparoscopy could be 
effective in the treatment of the endometriosis induced chronic 
pain of pelvic [63, 64]. Due to some advantages of laparoscopy it is 
always preferred to celiotomy. The main advantages of advantages 
are including; induce less pain during the surgical procedure, 
shorter inpatient care, and more swift and proper recovery. One 
of the principal points to be considered for the reduction of 
endometriosis induced pain is that, if endometriosis disorder 
identified, during the laparoscopy operation, clinicians must treat 
the lesions surgically. In situations when the women are detected 
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with ovarian endometrioma cystic masses, adenomyosis externa is 
known as deep endometriosis, and peritoneal endometriosis the 
treatment procedure should be conducted surgically [65].

In situations when the patients have detected with peritoneal 
endometriosis, two of excision and the surgical removal of body 
tissue procedures could impressively decrease the endometriosis 
induced pain in the same manner [66]. On the other hand, in 
women with ovarian endometrioma cysts, the comparison of the 
application of laparoscopic excision and coagulation and drainage 
of these cysts using the surgical technique of bipolar diathermy 
have shown that, within these two techniques the recurrence of 
dyspareunia and painful periods after applying physical therapy 
of cystectomy is lower than the singular use of procedures of 
coagulation and/or drainage of cysts [67]. However, by using the 
excisional biopsy technique the cyst recurrence rate would be lower. 
The comparison of carbon dioxide (CO2) laser beam and surgical 
procedure of cystectomy for treatment of vaginal intraepithelial 
neoplasia proved that after about one year of applying cystectomy 
the recurrence of the cyst would be lower [68]. Consequently, 
with a comparison of all aforementioned methods it could be 
concluded that, due to the lower rates of recurrence of endometrial 
cysts and also lower recurrence endometriosis induced pain, the 
surgical procedure of cystectomy is the most effective procedure. 
Anyway, the women should be recommended about the potential 
risk of ovarian insufficiency after removing ovarian endometrioma 
cystic masses [66, 67].

In comparison with benign ovarian cysts, ovarian 
endometrioma cystic masses may straightly spoil ovarian reserve, 
and their cystectomy would cause further damages to ovarian 
reserve. The size and location of endometriomas cysts are two 
of the most significant risk factors which affect surgery-related 
cognitive declines in determining the capacity of the ovary. 
As an instance, the cysts with a diameter bigger than seven 
centimeters are considered to be riskier. It’s while the age and level 
of Anti-Müllerian Hormone (AMH) within serum could not 
be considered as effective risk factors in determining declines of 
surgical operation in the capacity of the ovary [69]. 

Adenomyosis externa is a condition when a few single nodules 
with a diameter larger than one centimeter would be presented 
within the fold of vesicouterine pouch or near to the lower part 
of the bowel, which is called deep endometriosis. Laparoscopic 
excision of deep endometriosis could be introduced as a 
sufficient surgical procedure because its capable of reduction of 
endometriosis induced pain and also enhancing the life quality of 
women [70, 71]. Anyway, in situations when the disorder involves 
the bowel, the side effects of this operational procedure would be 
pronounced more.

The expansion of deep endometriosis disorder would progress 
to the lower layer of peritoneum and would involve rectovaginal 
fascia, ureter, vagina, pelvic walls, the uterosacral ligaments, 
bladder, and bowel. Applying surgical therapy for the treatment 
of bowel endometriosis is somewhat extensive and requires a more 
standardized procedure for care. Based on the location and size 
of the bowel lesion involvement, one of these two operational 
procedures including bowel resection surgery or full-thickness 
disc excision requires should be performed by an experienced 
colon and rectal surgeons [72]. However, the treatment of bowel 
endometriosis by surgery includes the following steps; shaving 

surgical site and removing deep nodular endometriosis through 
performing segmental resection and/or discoid resection on 
the bowel. This procedure is a bit different about the bladder 
endometriosis; somehow it requires performing primary lesion 
excision and immediate closure of the bladder wall. After placing 
a ureteric stent, the lesions of ureteral endometriosis would be 
excised. Anyway, in situations when a notable obstruction or 
intrinsic lesions are available, carrying out the surgical procedure 
of segmentectomy in combination with the pregnancy stage of 
implantation or end-to-end anastomosis technique would be 
needed [73]. 

In women who conservative treatments are not effective 
anymore as well as none of the pre-introduced procedures could 
be successful, the clinicians must remove all visible endometriotic 
nodules and ovarian cysts through the surgical procedure of 
hysterectomy [19]. When the patients suffer from chronic pelvic 
pain its recommended to use Laparoscopic Uterosacral Nerve 
Ablation (LUNA), but it should be noted that there is not any 
documented prove about its effectiveness in the reduction 
of endometriosis induced pain as a secondary technique to 
conservative surgery. It’s while, the surgical procedure of presacral 
neurectomy for reduction of chronic endometriosis induced 
midline pain could be applied as an additional effective procedure 
to conservative surgery, but it should be noted that this procedure 
could increase the symptoms of urinary and bowel in addition 
with bleeding [74].

Endometriosis alternative treatments 

Because, none of the aforementioned treatments for 
endometriosis induced pain are guaranteed perfectly, some 
alternatives would be tried worldwide by many women for 
the aim of mitigating period pain. This claim is true about 
alternative or supplementary treatments too, but some novel non-
medical techniques are introduced to be capable of mitigating 
endometriosis symptoms, while may have side effects too like 
some specific herbal products [11]. 

The current consensus on endometriosis management has 
recommended some options which are including; behavioral 
interventions, Transcutaneous Electrical Nerve Stimulation 
(TENS), magnesium, acupuncture, Chinese Herbal Medicines 
(CHM), thiamine, spinal manipulative therapy, vitamin B-6, 
and vapor heat treatment procedure. Despite the introduction 
of these alternatives, there are not any proven documents that 
could approve the productivity of these methods [75]. However, 
these novel procedures would not cause any harm or postpone 
the treatment period, they could be considered as additional 
supporting treatment techniques. It has been shown that 
marijuana as a powerful psychoactive agent could be impressive 
just for chronic pain relief and unfortunately has many hazardous 
side effects. Additionally, there is not any special study in terms of 
the application of these agents in the treatment of endometriosis 
symptoms [76]. 

Endometriosis future perspectives 

Based on the progression of novel technologies and findings 
of related comprehensive investigations, some new alternative 
biological markers have been introduced which could be expanded 
as remedial endometriosis targets. For this purpose, Tumor 

18



−

Necrosis Factor-alpha (TNF-α) and Interferon-alpha 2 (IFNa2) 
have been examined in clinical trials as novel immunotherapy 
[77, 78]. During their study, Issa et al. [79] demonstrated that in 
patients with endometriosis induced pain, the visceral hyperalgesia 
is higher in comparison with patients who have Irritable Bowel 
Syndrome (IBS). The findings of their study introduce not 
only an alternative target for endometriosis therapy but a novel 
way of diagnosing endometriosis patients. On the other hand, 
endometrial tissue inflammation would be one of the main causes 
of components increment of signaling pathways like Mitogen-
Activated Protein kinase (MAP kinase) within endometriosis 
disorder, which could be a possible objective in endometriosis 
therapy. However, the application of new therapeutic objectives 
in combination with some specific diagnostic biological markers 
would provide the potential of more proper diagnosis and 
productive endometriosis treatment [80]. 

CONCLUSION

As a brief, endometriosis is a chronic, recurrent, and 
incapacitating disorder that decreases the life quality of young 
and adult women. However, endometriosis could cause various 
symptoms of pain like nonmenstrual pelvic pain, dyspareunia, 
and dysmenorrhoea and also could damage fertility and notably 
diminish the life quality. For enhancing fertility and the reproductive 
potential diagnostic procedures should be applied without any 
delays. However, the initial aims of treatment of endometriosis 
are such as natural anatomy restoration, symptomatic treatment, 

decreasing the advancement of the disease, and elimination of 
cystic nodules and endometrial implants. Even though surgical 
procedures that are applied for removing endometrial implants 
could effectively diminish endometriosis induced pain, the rate 
of recurrence after applying these surgical procedures is high and 
many women need to undergo additional medical treatments for 
proper controlling of represented symptoms. Because various 
treatments could affect the life quality of patients, any treatments 
should be individualized, which would need an interdisciplinary 
approach.
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