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Abstract 

Polycystic Ovary Syndrome (PCOS) is one of the most common causes of 

anovulatory infertility.  Currently, CC is considered first-line therapy for ovulation 

induction for women with PCOS and infertility 

 Aromatase inhibitors (AIs) have been introduced as a new treatment option that could 

challenge CC for ovulation induction 

The present study was designed to compare the efficacy of combined aromatase 

inhibitors (Letrozole) with metformin versus CC with metformin in PCOS patients 

This study was done on 100 documented PCOS cases. They were divided to 

two groups, 

The 1st group received CC 50mg twice daily from the 3rd day of cycle for 5 

days and repeated for 3 cycles with metformin 500mg 3 times daily as an adjunct 

with CC and continued for 3 cycles.  

 The 2nd group received aromatase inhibitor (Letrozole) 2.5 mg twice daily 

from 3rd day of cycle for 5 days and repeated for 3 cycles with metformin 500mg 3 

times daily as an adjunct with letrozole and continued for 3 cycles.  

These cases were followed up for three cycles by transvaginal ultrasound 

folliculometry to document ovulation (size and number of follicles). 

The results of the present study revealed both lines of treatment were 

effective in treatment of PCOS patients, with slight favorability in letrozole group but 

without statistically significant difference founded between CC group and letrozole 

group as regard ovulation rate, number of follicles in the end of first, second or third 

cycles, or as regard the diameter of follicles, i.e., both regimens showed efficacy to 

the same extent. 
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Introduction 

Infertility has been attributed to various factors, amongst which 

anovulation is the cause in about 40% of all female infertility
 

 
Polycystic Ovary Syndrome (PCOS) is one of the most common causes 

of anovulatory infertility, affects 4-7% of women (Ehrmann, 2005).   

Criteria used for diagnosing Polycystic Ovary Syndrome (PCOS) are the 

Rotterdam Criteria of which a woman must have two out of the 

followings: 

1: Oligo- or anovulation. 

      2: Clinical and / or biochemical signs of hyperandrogenism 

3: Polycystic ovaries (with the exclusion of related disorders). 

-With exclusion of other conditions with similar signs such as         

androgen-secreting tumors or Cushing's syndrome and thyroid     

dysfunction and hyperprolactinemia. 

  - Anti estrogenic drug, such as Clomiphene citrate (CC) is      

considered the first line treatment for induction of ovulation in women 

with Polycystic Ovary Syndrome (PCOS). CC is given orally at a dose of 

50-100 mg/day from 3
rd

 day of cycle for 5 days. If patients fail to respond 

to 150 mg/day, they are considered as CC resistant. 

- Aromatase inhibitors (AIs) have been introduced as a new 

treatment option that could challenge CC for ovulation induction (Casper 

RF and Mitwally MF (2006)  

Aromatase is a cytochrome P-450 hem protein containing enzyme 

complex (the product of the CYP19 gene) that catalyzes the rate-limiting 

step in the production of estrogens which is the conversion of 

androstenedione and testosterone via three hydroxylation step to estrone 

and estradiol. 
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 Aromatase activity is present in many tissues such as the ovaries, adipose 

tissue, muscle, liver, breast tissue, and in malignant breast tumors. The main 

sources of circulating estrogens are the ovaries in premenopausal women 

and adipose tissue in postmenopausal women (Cole and Robinson, 1999).  

AIs can be applied for ovarian stimulation as its administration 

early in the follicular phase can induce ovulation by releasing the 

hypothalamus or pituitary from estrogen negative feedback on GnRH and 

gonadotropin secretion, leading to an increase in gonadotropin production 

which would stimulate ovarian follicular development (Lidor et al., 

2000).     

AIs prevent the Androgen-Estrogen conversion and therefore 

interfere with the negative feedback at the level of the hypothalamus-

pituitary. The increased pituitary gonadotropin output will in turn 

stimulate the ovaries (Mitwally et al., 2005).  

Also, they act locally in the ovary to increase follicular sensitivity 

to FSH. This may result from accumulation of intraovarian androgens, 

since conversion of androgen substrate to estrogen is blocked. Recent 

data support a stimulatory role for androgens in early follicular growth 

(Al-Omari et al., 2001; Metawie, 2001).  

In some studies, letrozole in contrast to CC is better as it increases 

endometrial thickness by upregulation of estrogen receptors, so it 

increases pregnancy rate and also it decreases incidence of multiple 

pregnancy (Fatemi et al., 2003; Mitwally et al., 2005).  

AIs reported to be effective in inducing ovulation, increased 

pregnancy rate, improve uterine environment, endometrial development 

with favorable cervical mucus (Mitwally et al., 2005).  

-Insulin-sensitizing Agents for example :( Metformin)  


