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DESCRIPTION

Endometriosis represents an enigmatic disease where following 
decades of studying and trying to find a permanent medical cure 
has eluded us just like Socrates quoted-I neither know nor think 
that I know. By definition it is presence of endometrial like tissue 
outside the uterus and associated with a chronic inflammatory 
reaction. Cellular proliferation, invasion, and neoangiogenesis 
are key to the establishment, progression and recurrence of the 
disease. Lot of etio pathophysiology have been proposed over years 
with newer therapies developed but practically all therapies are 
suppressive, not curative, with high recurrence. Deep infiltrating 
endometiosis is a subtype involving, rectovaginal septum, bowel, 
ureters or bladder. For hormone suppression GnRH agonists are 
usually the 1st agents because they suppress ovarian hormone 
production and inhibit the growth of the extra pelvic endometrial 
tissue [1-3]. Central sensitization is being increasingly recognized 
as an important factor in the pathogenesis of endometriosis 
associated pain, besides the peripheral nociceptive effects of 
endometriotic lesions. Central sensitization amplifies pain 
signaling from the periphery. It is associated with myofascial trigger 
point and psychological comorbidities. Clinically tricyclics and 
antiepileptics can be used although there are no clinical trials in 
endometriosis. Endometriosis as a major cause of CPP acts as a 
cyclic source of peripheral nociceptive input. Recent data supports 
the hypothesis that changes in the central pain system also play an 
important role in the development of chronic pain, regardless of 
the presence of endometriosis. Multidisciplinary approaches to the 
sensitized patient should also be considered, such as physiotherapy, 
and cognitive treatment although more clinical trials specifically in 
endometriosis is required [4-6].

 Treatment choices for symptomatic endometriosis are based on 
patient preferences, treatment goals, the side effect, efficacy, cost, 
associated comorbidities and availability. Recent discoveries in 
neuroendocrinology, endocrinology, tumorigenesis and genomics 
point that A group of hypothalamic neurons colocalized in the 
arcuate nucleus involving 3 neuropeptides-kisspeptins, neurokinin 
B/Dynorphin inhibit the pulsatile release of GnRH. This has 
led to the establishment of kisspeptin, NKB/Dynorphin (KNDy) 

hypothesis which suggests that KNDy neuronsin the arcuate 
nucleus may interact to control the release and pulsatility of GnRH. 
Kisspeptin is differentially expressed at the level of endometrium 
in patients with and without endometriosis. In addition kp 
expression was statistically significantly lower in deep infiltrating 
endometriosis compared to superficial peritoneal disease. This has 
important implications not only for improving our understanding 
of the pathogenesis but also for optimizing novel hormonal agents 
to treat different disease phenotype (Figure 1) [7].

Trying to get methods of blocking this angiogenesis might help 
in innovative ways of tackling Endometriosis. Bone Marrow (BM)-
derived endothelial cells aid in vasculogenesis, that includes the 
ones for Endometriosis as well as uterus at the time of pregnancy. 
In view of their part in Endometriosis lesions as well as recruitment 
during active disease, these endothelial progenitor cells are good 

Figure 1: Schematic representation of different experimental therapies 
for endometriosis and their target sites. Kisspeptin/neurokinin/
Dynorphin neurons with their hypothalamic connections were also 
identified as potential target sites.
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targets for therapeutic intervention [8].

Shigesi evaluated the association between endometriosis and 
autoimmune diseases. They found an association between 
endometriosis and several autoimmune diseases, including 
Systemic Lupus Erythematosus (SLE), Sjögren's Syndrome (SS), 
Rheumatoid Arthritis (RA), autoimmune thyroid disorder, Coeliac 
Disease (CLD), Multiple Sclerosis (MS), Inflammatory Bowel 
Disease (IBD), and Addison's disease. However poor quality of 
evidence seen due to bias in the majority of the chosen study designs 
and statistical analyses. Only 4 of the 26 studies could provide high-
quality evidence, and supported a statistically significant association 
between endometriosis and at least 1 autoimmune disease: SLE, 
SS, RA, CLD, MS, or IBD. The observed associations between 
endometriosis and autoimmune diseases suggest that clinicians 
need to be aware of the potential coexistence of endometriosis and 
autoimmune diseases when either is diagnosed. Scientists interested 
in research studies on endometriosis or autoimmune diseases 
should consider the likelihood of comorbidity when studying these 
two types of conditions. Well-designed large prospective cohort 
studies with confounding control and mediation quantification, 
as well as genetic and biological studies, are needed to generate 
further insights into whether endometriosis is a risk factor for, or 
a consequence of, autoimmune diseases, and whether these two 
types of disorders share pathophysiological mechanisms even if they 
arise independently. Such insights may offer opportunities for the 
development of novel non-hormonal medications such as immuno-
modulators or repurposing of existing immunomodulatory 
therapies for endometriosis [9].

Denisa Capraş tried to study if studies on therapy evaluation 
integrate high-quality scientific evidence in daily practice, aiming 
to assess whether Randomized Controlled Trials (RCTs) on 
endometriosis therapy follow methodological criteria corresponding 
to the RCTs’ specific level in the None of the evaluated RCTs met 
all the methodological criteria, none had only a low risk of bias and 
provided sufficient details on methods and randomization to allow 
for the reproduction and replication of the study. Consequently, 
the appropriate level of scientific evidence (level 1, degree 1b) could 
not be granted. On endometriosis therapy, this study evaluated the 

quality of reporting in RCTs and not the quality of how the studies 
were performed [10]. Further COX-2 inhibitors, telmesartan, 
natural agents resveratrol, are getting evaluated yet no permanent 
answer is in sight.
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