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ABSTRACT
Endometriosis is a inflammatory chronic systemic disease that can cause pain, 
infertility and reduced quality of life. Diagnosing endometriosis remains challenging, 
which yields diagnostic delays for patients. There are no characteristic or 
pathognomonic symptoms of endometriosis; however, the association of specific 
symptoms increases the likelihood of diagnosing the disease. Dysmenorrhea, 
dyspareunia, dyschezia, dysuria, chronic pelvic pain, and infertility are all associated 
with endometriosis. Physical examination allows us to detect endometriosis by 
visualization or palpation, assessing pain sites and pelvic organ mobility. Currently, 
there are no specific biomarkers for endometriosis. Ultrasound (TV) and magnetic 
resonance imaging (MRI) are important tools to aid in the diagnosis and spread of 
disease. Definitive diagnosis requires histological confirmation of the excised tissue, 
obtained through surgery, preferably minimally invasive surgery, either laparoscopic 
or robotic.
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RESUMEN
Endometriosis es una enfermedad inflamatoria sistémica crónica que puede causar 
dolor, infertilidad y reducción de la calidad de vida. El diagnóstico de endometriosis 
sigue siendo un desafío lo que produce retrasos en el diagnóstico para las pacientes. 
No existen síntomas característicos o patognomónicos de endometriosis, sin 
embargo, la asociación de síntomas específicos nos conduce a tener mayores 
probabilidades de diagnosticar la enfermedad. Dismenorrea, dispareunia, disquecia, 
disuria, dolor pélvico crónico e infertilidad están asociados a endometriosis. El 
examen físico, nos permite detectar endometriosis por visualización o palpación, 
evaluar los sitios de dolor y la movilidad de los órganos de la pelvis. No existen 
en la actualidad biomarcadores específicos de endometriosis. Las imágenes por 
ecografía TV y por resonancia magnética son importantes herramientas de ayuda 
en el diagnóstico y extensión de la enfermedad. El diagnóstico definitivo requiere de 
la confirmación histológica del tejido escindido, obtenido a través de la cirugía, de 
preferencia cirugía de mínima invasión ya sea laparoscópica o robótica.
Palabras clave: Endometriosis, síntomas, examen físico, diagnóstico, resonancia 
magnética, ecografía TV.
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Introduction

One of the fundamental axioms of medicine is that, in order to success-
fully diagnose and treat a disease, it is essential to understand its eti-
ology, epidemiology, and demographic characteristics(1). Endometriosis 
is a condition that, precisely, falls outside this theoretical framework(2). 
Its origin remains unknown, and our current understanding has largely 
been shaped by the ‘retrograde menstruation’ hypothesis proposed by 
J.A. Sampson more than a century ago(3). Although this hypothesis has 
yet to be conclusively demonstrated and does not account for the full 
spectrum of the disease, it did establish the term by which we know the 
condition today: endometriosis(2).

What is endometriosis? Answering this question is not straightforward, 
particularly when we are addressing a patient with limited medical 
knowledge. The classical definition of endometriosis as ‘a disease char-
acterized by the presence of glandular and stromal epithelium similar 
to the endometrium outside the uterine cavity’(4) is fundamentally a 
histological description. Clinically, endometriosis should be under-
stood as a chronic inflammatory disorder secondary to the presence 
of ectopic endometrial tissue, dependent on estrogen, with autono-
mous production of pro-inflammatory, angiogenic, and neurogenic 
factors that ultimately lead to adhesions and fibrosis, pelvic pain, and 
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potential impairment of reproductive function. 
However, endometriosis is a systemic disease 
that extends beyond the organs of the reproduc-
tive system and affects mood, metabolism, au-
toimmune processes, increases cancer risk, and 
impacts the cardiovascular system(5,6). Because 
it lacks a clearly established etiology, it does not 
have a definitive treatment. The therapies cur-
rently available aim to alleviate symptoms and 
provide temporary solutions to specific issues, 
such as quality of life and fertility.

The 1990s marked a significant shift in the study, 
diagnosis, and management of endometriosis 
with the publication of an article introducing the 
concept of lesion depth(7), followed by another 
proposing that endometriosis of the ovary, peri-
toneum, and rectovaginal septum should be re-
garded as three distinct diseases(8). Since then, 
increasing attention has been directed toward 
the diagnosis and treatment of the condition 
and its manifestations across various organs 
both within and beyond the pelvis.

Endometriosis affects around 10% of women of 
reproductive age with a uterus, 60% with chron-
ic pelvic pain, 80% with dysmenorrhea, and 
30%–50% with infertility(9,10). The disease has 
a negative impact on the personal, family, and 
professional quality of life of women who suffer 
from it(11,12).

One of the major challenges in addressing endo-
metriosis, despite its high prevalence, is the per-
sistence of myths and taboos surrounding ‘men-
strual pain’ and the societal normalization of such 
pain. Even more concerning, however, is the lim-
ited understanding and insufficient knowledge of 
the disease among healthcare professionals.

Epidemiology

In Peru, the prevalence and incidence of endo-
metriosis remain unknown; the data currently 
used are derived from published literature on 
the condition. Estimating the prevalence of the 
disease in the general population is challenging, 
as some women are asymptomatic while others 
present with a range of nonspecific symptoms. 
Moreover, endometriosis is diagnosed surgical-
ly, with confirmation through histopathological 
examination, an essential factor that under-
scores the inequities in access to healthcare in 
our country.

One in ten women of reproductive age with a 
uterus suffers from endometriosis(9). An Israeli 
study of 2 million women who use a health ser-
vice, unselected, low-risk, shows that the prev-
alence of the disease in the general population 
increases from a nadir of 1 per thousand among 
15- to 19-year-olds; to about 2 per thousand 
among 20- to 24-year-olds; 6 per thousand at 
25–29 years of age; increases to 16 per thousand 
at 35–39 years of age; and peaks at 18 per thou-
sand at 40–44 years of age and then declines(13).

Background

The average age of onset of endometriosis is 33.2 
years, and its prevalence increases from adoles-
cence and peaks in the fourth decade of life(13). It 
is more common in women with early menarche 
(≤ 11 years) and short menstrual cycles (< 27 
days), heavy menstrual bleeding, menstrual flow 
obstruction, intrauterine exposure to diethylstil-
bestrol, or adult exposure to endocrine-disrupt-
ing chemicals (dioxins, polychlorinated biphe-
nyls, organochlorine pesticides, phthalate esters 
such as DEHP, used in the manufacture of plas-
tics, medical products, cosmetics, food packag-
ing, etc.)(14), tall stature and low body mass index, 
and they also have fewer pregnancies or find it 
more difficult to become pregnant and therefore 
seek medical help. The risk is lower in women 
with high parity, prolonged breastfeeding, and 
late menarche (> 14 years).(15,16).

Family history is very relevant, as there is a genet-
ic susceptibility to endometriosis, with the risk of 
developing the disease being 2-15 times higher in 
first-degree relatives(10). An Australian study with 
a large cohort of monozygotic twins shows a he-
reditary component in more than 50% of cases 
and a common genetic variant in around 26%(17).

There are medical conditions associated with 
endometriosis that constitute an additional risk 
factor, such as the clear association of endome-
triosis with gastrointestinal and immunological 
diseases, thyroid diseases, including thyroid 
cancer, gynecological cancers, ovarian cancer, 
endometrial cancer, and also autoimmune dis-
eases and allergies (gluten, lactose, etc.)(18,19).

Diagnosis of endometriosis

One of the biggest problems with endometriosis 
is late diagnosis. In the last decade of the last 
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century, articles appeared reporting a consider-
able delay in the diagnosis of the disease of up to 
12 years(20). Important factors that delay diagno-
sis include myths and taboos surrounding “men-
strual pain” and the “normalization of menstrual 
pain” in adolescents, both in the community and 
among health professionals(21). The delay in di-
agnosis in young women is also attributed to the 
fact that doctors do not consider the diagnosis 
of endometriosis in adolescents, assuming that 
the disease develops over many years and that 
not enough time has passed since menarche(22). 
In the region, a Brazilian cohort study shows that 
the median time from symptom onset to diagno-
sis of endometriosis was 7 years (range 3.5–12.1 
years) and in the adolescent group the median 
time was greater than 12.1 years (range 8.0–17.2 
years), recommending that more information 
should be provided to general practitioners and 
gynecologists to reduce the time it takes to di-
agnose this condition(23). Endometriosis in ado-
lescence is not a rare condition, and the concept 
that adolescents only have early and mild stages 
of the disease is completely wrong; more than 
40% have severe forms of the disease (ovarian 
endometrioma and deep infiltrating endometri-
osis)(24).

It is deeply concerning that the vast majority 
of women with endometriosis—who already 
endure the burden of the disease—experience 
additional suffering due to the number of phy-
sicians they must consult before receiving a di-
agnosis, which constitutes yet another factor 
contributing to diagnostic delay. Studies indicate 
that 76.5% of patients consulted an average of 
five physicians, resulting in a delay of 7.3 ± 0.3 
years, with the longest delays associated with 
higher numbers of consultations. In this cohort, 
the diagnosis of endometriosis was established 
by gynecologists in 69% of cases, by general 
practitioners in 3.9% of cases, and by other spe-
cialists in 4.5% of cases(25).

This should raise awareness among the mem-
bers of our profession so that the delay in di-
agnosing endometriosis becomes shorter and 
shorter.

Symptoms

There are no characteristic or pathognomonic 
symptoms of endometriosis. It may present with 
few symptoms or manifest with florid symp-

toms, evolve over time, or overlap with pre-ex-
isting conditions. However, the association of 
specific symptoms leads us to have a higher 
probability of diagnosing the disease.

Endometriosis can be clinically oriented under 
two symptoms: pelvic pain and infertility.

Pain

What is pain? It is a term that is difficult to define. 
An old popular saying goes, “Pain is like love, you 
feel it, but you can't define it.” However, in order 
to understand each other and speak the same 
language, the International Association for the 
Study of Pain defines ‘pain’ in its initial version 
as “an unpleasant sensory and emotional expe-
rience associated with actual or potential tissue 
damage or described in terms of such dam-
age”(26). The revised version from 2020 states, 
“Pain is an unpleasant sensory and emotional 
experience associated with, or similar to, that 
associated with actual or potential tissue dam-
age”(27).

Pain is the cardinal symptom of the disease. 
Endometriosis causes profound inflammation 
in the pelvis and systemically. Peritoneal fluid 
and lesions contain a variety of cell types that 
produce a complex environment dominated by 
inflammatory, angiogenic, and endocrine medi-
ators, which stimulate nociceptors, producing 
fibrosis and scarring and, consequently, pain(28). 
There are also alterations in pain processing at 
both the peripheral and central nervous system 
levels, including visceral and central sensitiza-
tion(29,30).

What does pain in endometriosis mean?

Pain in endometriosis can mean: Dysmenor-
rhea, Dyspareunia, Dyschezia, Dysuria, Chronic 
pelvic pain.

Dysmenorrhea

It is characterized by visceral pain in the lower 
abdomen, with cramps and colic, which can radi-
ate to the back and upper thighs. It occurs during 
menstruation and is one of the most prominent 
symptoms of endometriosis. The pain usually 
begins several days before the onset of men-
strual flow and may be present for much of the 
menstrual period(31).
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Women who experience dysmenorrhea have an 
almost 20 times higher risk of having endometri-
osis than those who do not(32).

Dysmenorrhea is the most common gynecolog-
ical symptom among adolescents, with a prev-
alence of 50% to 90%. It seriously affects the 
physical and mental health of adolescents, caus-
ing school absenteeism, sleep disturbances, 
anxiety, and depression, making it a significant 
public health problem(33,34).

Dysmenorrhea is the most common symptom 
of pain and the greatest perception of pain in 
women with endometriosis. However, although 
dysmenorrhea is a key symptom in endometri-
osis, on its own it has limited diagnostic value, 
with a sensitivity of 59.9%, but relatively better 
specificity, 74.3%, in the diagnosis of mild to 
moderate endometriosis(35). A recent study com-
paring the “classic” pain parameters in patients 
with and without endometriosis shows that both 
groups experience dysmenorrhea, but the fre-
quency and severity are significantly different, 
with a cutoff value ≤ 3 NRS (Numerical Rating 
Scale), 97.2% of women with endometriosis have 
dysmenorrhea vs. 73.9% of women without the 
disease. In addition, pain intensity was signifi-
cantly higher in women with endometriosis (7.8 
± 2.2) compared to women without endometrio-
sis (5.1 ± 3.8), (p=0.0001). Furthermore, women 
with endometriosis experience longer duration 
of pain during menstruation than women with-
out the disease(36).

At the primary health care level, dysmenorrhea 
should be used as the main screening indicator 
to identify adolescents at risk of developing en-
dometriosis(32).

Dispareunia

This is another manifestation of pain in endome-
triosis that is underestimated or overlooked be-
cause there is reluctance or taboo in our society 
regarding female sexuality.

Endometriosis is associated with deep dyspareu-
nia, which is defined as pain or discomfort during 
deep penetration and is felt in the vaginal canal 
or pelvis(37). Dyspareunia affects a woman's sex 
life by reducing the number and quality of sexual 
encounters, compromising sexual activity, fertil-
ity, self-esteem, and sexual satisfaction, thereby 

altering quality of life(38). A recent observational 
study found deep dyspareunia in 85.2% of wom-
en with deep endometriosis(38), especially those 
with involvement of the retrocervix and uterosa-
cral ligaments, who have greater impairment of 
sexual function, particularly those with nodules, 
who have a higher pain index, fewer sexual rela-
tions, and fewer orgasms(39). These data suggest 
that deep endometriosis is the phenotype of en-
dometriosis most associated with dyspareunia 
and sexual dysfunction.

Dyschezia

Dyschezia, or painful defecation, is a predomi-
nant symptom in endometriosis, particularly 
in the deep endometriosis phenotype. Around 
68% of patients with colorectal endometriosis 
present this symptom(40).

Regardless of endometriosis phenotypes, a large 
proportion of women complain of pain associat-
ed with defecation when compared to women 
without the disease (46.9% vs. 15.2%), as well as 
functional alterations of the digestive tract, con-
stipation (40.1%), and diarrhea (35.6%)(36).

Dyschezia can be considered a useful predictor 
of deep endometriosis of the posterior com-
partment, the severity of which is related to 
the involvement of the posterior vaginal wall, 
rectovaginal septum, and anterior rectal wall. 
Similarly, the extent of the lesion in these areas 
is directly related to the severity of dyschezia, 
acting as a possible indicator of pain in deep en-
dometriosis(41).

Dysuria

Dysuria has traditionally been considered one of 
the “classic” organ-related symptoms associated 
with endometriosis. However, the frequency of 
urinary tract endometriosis is not high, ranging 
from 0.3% to 12% of all women with endometri-
osis(42), but in women with deep endometriosis, 
the frequency can reach more than 52%(43). Oth-
er associated symptoms may include increased 
urinary frequency, urgency, burning sensation 
in the urethra, and discomfort in the retropubic 
area. These symptoms usually begin in the pre-
menstrual period and are often confused with 
urinary tract infection, and urine culture tests 
are usually negative. Hematuria is also not a pre-
dominant symptom, as it occurs in less than 20% 
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of women with bladder endometriosis(44).

These associated symptoms were explained in 
terms of the involvement of the related organ 
(bladder, ureter, or urethra), but only a few of 
them could be explained by direct injury. We 
now know, although masked by pelvic pain, that 
the majority of bladder and sphincter disorders 
observed in endometriosis, such as daytime and 
nighttime pollakiuria or urge incontinence, spon-
taneous and stress incontinence, urinary ur-
gency, bladder pain, dysuria, urinary retention, 
colic or pain during or at the end of urination, 
decreased bladder sensitivity, gross hematuria, 
and lower back pain, are the result of damage 
to the pelvic autonomic nervous system due to 
direct infiltration of the hypogastric plexus by 
endometriotic lesions in combination with the 
inflammation caused by the disease(45,46).

In conclusion, it is important to explore the clin-
ical semiology of these manifestations associat-
ed with endometriosis due to the potential func-
tional damage they can cause.

Chronic pelvic pain

Chronic pelvic pain is pain located in the lower 
abdomen, pelvis, or intra-pelvic structures that 
lasts for at least six months. It can be continuous 
or intermittent and is not associated with men-
struation(47). It is a debilitating, complex condi-
tion of a multifactorial nature.

How common is the association between endo-
metriosis and chronic pelvic pain? The frequency 
found in the literature varies, with around 80% 
(71%–87%) of women with chronic pelvic pain 
having endometriotic lesions confirmed by lap-
aroscopy(48). However, the location of the lesions 
correlates poorly with the locations that patients 
identify as their areas of most intense pain(49).

Chronic pain per se is pathological and often 
persists long after the stimulus or injury that 
caused it has resolved. It is not the purpose 
of this article to discuss the complexity of the 
pathophysiology of this condition, but it is nec-
essary to mention that the chronicity of pain 
is the result of functional and structural reor-
ganizations of the central nervous system that 
sustain the perception of pain and facilitate its 
spread to distant regions(50).

Pain in endometriosis may also mean:

Abdominal bloating

Intestinal discomfort in endometriosis is com-
plex to interpret. Gynecologists often focus on 
symptoms related to intestinal endometriosis 
that may produce mechanical disturbances, 
explaining patients’ complaints on that basis. 
However, a range of functional gastrointestinal 
disorders associated with the disease presents 
specific symptoms that have not always been 
adequately recognized or linked to endometri-
osis.

A cohort study shows that women with endome-
triosis experience more abdominal discomfort 
and pain, constipation, bloating, flatulence, and 
increased bowel movements, which are cyclical 
in some and acyclical in others, compared to 
normal women(51).

Cyclical abdominal bloating is a common oc-
currence in endometriosis, referred to in the 
English-language literature as “Endo Belly.” Al-
though abdominal bloating can be a normal 
part of the menstrual cycle in most women, 
in women with endometriosis the bloating is 
much more intense, occurring during the sec-
ond half of the menstrual cycle and before 
menstruation, with the abdomen becoming in-
creasingly swollen, increasing discomfort and 
pain due to the increased sensitivity of the in-
testinal wall(52).

Lower back pain and cyclical sciatica

Another manifestation of pain in endometriosis 
is neuropathic pain, a typical example of which is 
sciatica, referring to pain caused by irritation or 
compression of the sciatic nerve, which extends 
from the lower back through the buttocks and 
down the leg to the foot.

In 1946, Dr. Schlicke reported the first case of 
sciatica associated with endometriosis(53). The 
main characteristic is the cyclical nature of sci-
atica, and women with endometriosis usually 
prioritize the other symptoms of the disease, so 
sciatic pain takes a back seat and is not usually 
considered by the gynecologist. These patients 
seek help from other specialists, usually the or-
thopedist or neurologist.
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The emergence of neuropelviology as a distinct 
discipline dedicated to pelvic nervous system 
pathologies and neurological diagnoses has im-
proved the understanding of chronic pelvic pain, 
opening up a promising avenue for treatment(54).

Infertility

A possible link between endometriosis and in-
fertility is outlined in the Corpus Hippocraticum, 
which urged young women who had painful pe-
riods to conceive as soon as possible in order to 
increase their chances of becoming pregnant(55).

The association between endometriosis and in-
fertility is still far from being clearly elucidated. 
Nevertheless, clinical and epidemiological ev-
idence shows a consistent relationship: about 
30% of women with endometriosis are infertile, 
and more than 50% of infertile women have en-
dometriosis, with the risk of infertility being four 
times higher(56).

The mechanisms of this association have not 
been fully explained, but the most frequent-
ly mentioned are pelvic anatomical changes 
caused by adhesions and fibrosis, and immuno-
logical and endocrine abnormalities. However, it 
is actually multifactorial and increasingly com-
plex.

Quantifying symptoms

Several scales are available to assess pain symp-
toms in endometriosis. One of the main tools 
and one of the most widely used for interview-
ing patients about their pain level is the Visual 
Analogue Scale (VAS). The VAS is considered the 
gold standard and consists of a 10 cm horizontal 
line with the ends marked “No Pain” and “Worst 
Pain Imaginable.” The Numerical Rating Scale 
(NRS) is a segmented numerical version of the 
VAS in which patients select an integer from 0 
to 10 on a horizontal line or bar. The NRS bet-
ter reflects or assesses pain intensity. Another 
scale used to assess different types of pain is the 
Verbal Rating Scale (VRS). With this type of scale, 
patients assess the intensity of their pain from 
“absent” (0) to “severe” (3) or from ‘none’ (0) to 
“very severe” (5).(57,58).

These tools allow us to evaluate: Dysmenorrhea, 
Dyspareunia, Dyschezia, Chronic Pelvic Pain, 
and Dysuria.

Medical history

The diagnosis of endometriosis is based on 
symptoms, clinical signs, and physical exam-
ination. A detailed medical history should be 
taken, with particular emphasis on gynecologi-
cal symptoms and signs, as well as other areas, 
most common to the disease and its severity. 
The visual analog scale is a useful clinical assess-
ment tool.

The evaluation of the “classic” symptoms of 
endometriosis: dysmenorrhea, dyspareunia, 
dyschezia, dysuria, chronic pelvic pain, and in-
fertility, viewed as a clinical unit, increases the 
likelihood of a diagnosis of the disease.

A recent study evaluating a predictive model 
for the non-invasive diagnosis of endometrio-
sis based on multiple clinical parameters shows 
that the diagnosis of endometriosis based on its 
decision tree has a sensitivity of 0.904, a specific-
ity of 0.750, a positive predictive value of 0.874, 
and a negative predictive value of 0.802(36). 
These results are promising for accurate clinical 
diagnosis and patient follow-up before and after 
surgical treatment.

Physical examination

The physical examination consists of a general 
somatic evaluation, inspection, and palpation of 
the abdomen. The pelvic evaluation in particular is 
based on inspection of the external genitalia. The 
speculum examination is very important for deter-
mining the presence or absence of endometriosis 
of the posterior vaginal fornix. The bimanual ex-
amination allows us to evaluate the size and char-
acteristics of the uterus, as well as its orientation, 
mobility/fixation, presence of adnexal masses, and 
site-specific tenderness in the pelvis, including the 

Figure taken from Ref. (59)
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pelvic floor muscles. The digital vaginal examina-
tion also allows us to determine the presence or 
absence of thickening, stiffness, or nodules in the 
uterosacral ligaments, torus uterinus (retro-cer-
vix), posterior vaginal fornix, rectovaginal septum, 
lower rectum, and parametrium.

What is the strength of the physical examina-
tion? The physical examination gives us the op-
portunity to detect endometriosis by visualiza-
tion or palpation, evaluate the sites of pain and 
the mobility of the pelvic organs. For example, 
if I visualize and palpate endometriotic lesions 
in the vagina, I am faced with an extensive and 
more severe disease. (Photo 1, Photo 2)

Physical examination has been shown to be 
highly effective in diagnosing posterior compart-
ment endometriosis, depending on the anatom-
ical location, with high sensitivity (89%–100%) 
and specificity (72%–96%)(60,61).

In summary, physical examination has the 
strengths of being accessible, highly specific, and 
offering the opportunity to diagnose deep endo-
metriosis by visualization or palpation. However, 
it has limitations, including low sensitivity, diag-
nostic efficacy that varies with location, and the 
fact that the examination can be considered in-

vasive and painful. Most significantly, the results 
are operator-dependent and depend on the ex-
aminer's experience(62).

Effectiveness of diagnostic tests

The usefulness and validity of a diagnostic test 
are mainly defined by its sensitivity and speci-
ficity for a particular disease. However, these 
values are sometimes difficult to interpret in 
decision-making. Clinicians need to know the 
probability that a positive or negative test will 
correctly predict that a person has the disease 
(positive predictive value, PPV) or does not have 
it (negative predictive value, NPV)(63).

However, the PPV and NPV values of a particular 
diagnostic test may be biased if they are not ad-
justed for the prevalence of the disease. In such 
circumstances, the results should be assessed 
using the likelihood ratio (LR), which is the prob-
ability that a given test result would be expected 
in a patient with the disease compared to the 
probability of the same result being expected in 
a patient without the disease. The LR is used to 
evaluate the usefulness of a diagnostic test and 
select the appropriate test modalities for a spe-
cific disease, especially because it is less likely to 
change with the prevalence of the disease(62,64).

Photo 2 (Courtesy of Dr. J. Negrón)Photo 1 (Courtesy of Dr. J. Negrón)
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Biomarkers

Despite extensive research over the past two 
decades, specific biomarkers for endometriosis 
have not yet been identified or validated in mul-
ticenter clinical trials to diagnose and/or stage 
the disease and match or exceed the 94% sensi-
tivity and 79% specificity cutoff values provided 
by laparoscopy (65).

Current research has focused on three lines of 
investigation of biological markers of endome-
triosis: eutopic endometrium, blood, and saliva 
(66).

•	 Endometrial markers:

	- Genomic expression and DNA methylation

	- Expression of B-cell lymphoma 6 (BCL6)

	- RNA and microRNA in menstrual endome-
trium

•	 Circulating biomarkers:

	- Cancer antigen 125 (CA 125)

	- MicroRNAs

	- Protein markers

	- Peripheral blood mononuclear cells (PB-
MCs)

	- Cell-free circulating DNA (cfc-DNA)

•	 Saliva biomarkers: MicroRNAs

Having one or more biological markers for endo-
metriosis would enable early diagnosis in at-risk 
groups, evaluation of post-surgery results, and 
assessment of recurrence, which remains an un-
resolved issue.

Diagnosis by imaging

Imaging plays a key role in the diagnosis of en-
dometriosis. The most commonly used tools are 
transvaginal ultrasound (TVU) and nuclear mag-
netic resonance imaging (MRI).

Trans vaginal ultrasound

Transvaginal ultrasound is the first-line tool for 
diagnosing endometriosis. In 2016, a consensus 
opinion was published for the first time on the 
evaluation of the pelvis in women with suspected 
endometriosis, including terms, definitions, and 
measurements (International Deep Endometrio-
sis Analysis (IDEA) group), which has allowed for 
standardization in ultrasound evaluation(67).

The strengths of TV ultrasound are its high sen-
sitivity and specificity in the diagnosis of ovarian 
endometriosis, high accuracy in the detection 
of deep endometriosis and obliteration of the 
Douglas pouch, the dynamic nature of the as-
sessment of pelvic organ mobility, the ability to 
perform anatomical mapping, the provision of 
visual evidence to patients, and its high tolera-
bility and low cost(62).

The limitations are the restricted ability to di-
agnose superficial endometriosis, the need for 
highly trained sonographers, the operator-de-
pendent results, and the fact that the examina-
tion can be invasive and painful(62).

Considering the diagnostic efficacy of TV ultra-
sound for the different phenotypes of the dis-
ease, we have: Superficial endometriosis, sensi-
tivity between 65% and 79%, specificity 91% to 
95%; Ovarian endometriosis, sensitivity 93% and 
specificity 96%; for deep endometriosis, sensi-
tivity 79% and specificity 94%(68).

Magnetic resonance imaging

Magnetic resonance imaging is the second-line 
tool in the diagnosis of endometriosis, especially 
the deep phenotype. It has high sensitivity and 
specificity in all compartments of the pelvis (69). 
In a meta-analysis, the combined sensitivity and 
specificity for the diagnosis of deep endometri-
osis, regardless of location, is 94% and 77%, re-
spectively(68).

The strengths of the method are: the images ob-
tained are the same for all observers, high accuracy 
in the diagnosis of deep endometriosis and extrapel-
vic endometriosis, adequate anatomical mapping, 
and it provides visual evidence to patients(62).
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The limitations are: it is a static evaluation, limit-
ed ability to diagnose superficial endometriosis, 
no standard evaluation protocol, low accuracy 
in defining intestinal infiltration, requires specif-
ic training for endometriosis, no consensus on 
how to describe findings, and it is expensive and 
less accessible compared to TV ultrasound(62).

The diagnostic accuracy for the different pheno-
types of endometriosis is: Superficial Endometri-
osis, sensitivity 79% and specificity 72%; Ovarian 
Endometriosis, sensitivity 95% and specificity 
91%; Deep Endometriosis, sensitivity 94% and 
specificity 77%(68).

Usefulness of images

Images obtained by TV ultrasound or magnetic 
resonance imaging allow us not only to diag-
nose endometriosis, but more importantly, to 
diagnose the extent of the disease. Under this 
concept, both TV ultrasound and magnetic reso-
nance imaging are compatible with the applica-
tion of the #Enzian classification, which leads us 
to a systematic description and classification of 
the disease(70, 71).

The evaluation of imaging findings is of crucial 
importance, as it will enable us to make the most 
appropriate decisions regarding treatment, 
whether medical or surgical.

In the case of surgical treatment, preoperative 
images will facilitate adequate surgical plan-
ning. Considering the location and exact mea-
surement of deep lesions, we can predict the 
duration, complexity, and risks of surgery. The 
objective is to avoid unnecessary surgeries and 
allow for a differentiated indication for each in-
tervention(72).

Definitive diagnosis

The definitive diagnosis of endometriosis re-
quires histological confirmation (endometrial 
glands, stroma, fibrosis), and this requires sur-
gery to obtain the lesion tissue, i.e., endometri-
osis is recognized during surgery and defined by 
pathological anatomy. However, neither surgery 
nor pathological anatomy are the gold standard 
in the diagnosis of endometriosis. Both are op-
erator-dependent, vary with the thoroughness 
of the pathological examination, and some le-
sions may not be recognized during surgery(2).

I consider minimally invasive surgery—whether 
laparoscopic or robotic—to be the modalities of 
choice for the optimal diagnosis and management 
of endometriosis. Given that the disease frequent-
ly involves multiple organs (disease dissemination), 
appropriate surgical planning and comprehensive 
informed consent are essential. Endometriosis 
surgery is complex and carries inherent risks; it 
requires profound knowledge of pelvic anatomy 
and must be performed by a gynecologist with 
expertise in the surgical management of the con-
dition. In certain cases, a multidisciplinary team is 
warranted. The purpose of this chapter is not to 
examine the surgical approach in detail; this topic 
will be addressed in the corresponding chapter.”

Conclusions

One of the biggest problems is the late diagnosis 
of endometriosis. Considering that our country 
has limited resources for public health, it is im-
portant for general gynecologists to take into 
account all aspects related to the clinical diag-
nosis of endometriosis, dispel myths and taboos 
regarding painful menstruation, consider the 
prevalence, symptoms, and signs associated 
with the disease, perform thorough physical ex-
aminations, and, in the absence of a specific bio-
marker, knowledge of the use of imaging as an 
aid in the diagnosis of endometriosis, whether 
TV ultrasound or magnetic resonance imaging, 
is essential. It is important to always remember 
that these tests are operator-dependent and 
must be performed and reported by experts. A 
definitive diagnosis requires histological confir-
mation of the excised tissue, obtained through 
surgery, preferably minimally invasive surgery, 
either laparoscopic or robotic.
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