The significance of Isolated Polycystic Ovarian Morphology in normoandrogenic ovulatory women
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   Introduction: : PCOS  is diagnosed   when at least two of the following three features are  present, after exclusion of other etiologies : (i) oligo- or anovulation, (ii) clinical and/or biochemical Hyperandrogenism , or (iii) polycystic ovarian morphology (PCOM). The definition of PCOM is the presence of 10 or more subcapsular follicular cysts, 2 to 8 mm in diameter, arranged around or within thickened ovarian stroma. So, a woman having PCOM in Eumenorrheic Normoandrogenic Female   is called isolated PCOM and   should not be considered as having PCOS. Up to 20% of fertile women do have isolated PCOM on ultrasound. The clinical significance of PCOM is unclear. PCOM is considered a pre-PCOS state, a normal morphological variant in adolescence, and a possible complication in high responders to controlled ovarian hyperstimulation. The menstrual cycle was considered eumenorrheic if its length from the first day of bleeding to the first day of the next bleeding is between 21-35 days and duration of bleeding 3-7 days. Hirsutism, androgenic alopecia and acne in adult women were considered a good indicator of hyperandrogenism. The review of literature showed few researches about significance of isolated PCOM till now.
Objective:  To highlight the significance of isolated   PCOM in normoandrogenic ovulatory women and to highlight Mansoura experience regarding this topic. 
Methods: :  Medline search  from 1994 till ESHRE guidelines 2018 for English language articles related to  isolated PCOM. Cross sectional observational study was done in Mansoura University hospital attending Mansoura University Hospital (MUH) (tertiary hospital in Egypt). Ethical consideration approval was acquired by the health facility Ethics Committee and written knowledgeable consent was taken to all of the enrolled subjects.  156 eumenorrheic, non-hyperandrogenic women. Cases were presented with vaginal discharge, seeking for fertility, postcoital bleeding etc. These cases were subdivided into 2 groups; 20 women with Isolated PCOM group and other group included 136 women without isolated PCOM. All the cases underwent full history taking, full examination and trans-vaginal ultrasonography. Patients were recruited from the gynecology outpatient clinic in Mansoura University hospital within the period from June 2018 to June 2019.  Inclusion criteria included; all women have regular menstruation (21-35 days in length and 3-7 days in duration of menses), no hyperandrogenism. Exclusion criteria included; patients unable or refusing to provide consent, pregnant females, women using hormonal contraceptives, fertility medications and/or valproate (Epilepsy medication), hyperandrogenism (clinical picture of hyperandrogenemia and menstrual disturbance). All the included cases underwent full history taking including; name, age, residence, age of pubarche, medical history and family history of PCOS and diabetes mellitus, full examination including assessment of weight, height and body mass index (BMI), presence of hirsutism, acne and alopecia in addition to trans-vaginal ultrasonography.  Data were analyzed using statistical package of social science program (SPSS) for windows version 22 (SPSS Inc. Chicago, IL, USA). All statistical analyses were based on two-sided hypothesis tests with a significance level of P < 0.05. 

Results: The prevalence of isolated PCOM was 12.8% among the included women in the study (20 of 156 cases). The prevalence of isolated PCOM decreased with increasing age in comparison with non PCOM group (P value=0.13). Body mass index was significantly increased in isolated PCOM (P-value= 0.003). Premature pubarche was significantly increased in patients with isolated PCOM (P-value= 0.001). Infertility was significantly more evident in patients with isolated PCOM (P-value= 0.001). Positive family history of PCOS and DM was significantly increased in these patients (P-value <0.001,0.001, respectively).
Discussion: we found that prevalence of isolated PCOM decreased with increasing age. Previously it was demonstrated that the parameters used to document PCOM, both ovarian volume and follicle number, decrease with increasing age. Premature pubarche was significantly increased in patients with isolated polycystic ovarian morphology. It is unclear whether the relationship of premature pubarche and risk of PCOS is predicated on increased androgen production by the adrenal glands, a collective increase in circulating androgens (adrenal plus ovarian), or greater androgen bioactivity. On the other hand, infertility was evident in 60% of patients with isolated PCOM. Previously it was reported that the prevalence of PCO generally is up to 34% of women attending fertility clinics. Also, we found that BMI was a significant predictor for isolated PCOM. This increase in our results could be explained by the significant correlation between obesity and isolated PCOM and the high risk of developing the syndrome in this specific group of population. isolated polycystic ovaries showed typical peripheral follicle distribution. central ovarian density was found in 100% of patients with isolated polycystic ovaries. Stromal hypertrophy is characterized by an increased component of the ovarian central part, which seems to be rather hyperechoic. Stromal hypertrophy is highly specific of PCO. There was a contraversary in diagnosis of PCOM with AMH because of the lack of standardization and appropriate cutoffs for the different assays available...
Conclusions: isolated PCOM is more susceptible to develop PCOS in the presence risk factors, so may be considered the starting cascade and intermediate stage between normality and PCOS. Polycystic Ovarian Morphology in eumenorrheic women without hyperandrogenism (Isolated PCOM) is prevalent in 12.8% in MUH and more associated with obese, premature pubarche, young age and positive family history of Poly Cystic Ovarian Syndrome and Diabetes Mellitus. 

Recommendations  : Many studies are needed to declare the hidden pathogenesis of isolated PCOM. Strict Follow up study of isolated PCOM to assess the risk of developing PCOS.) Multicentric studies are recommended for more investigations of isolated PCOM as a subtle PCOS.  
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