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TheEffect of Metformin Therapy on Clomiphene Citrate-resstant
Polycystic Ovarian Syndrome Women
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Objective: This study was performed to investigate the effect of metformin therapy on ovulation
induction & pregnancy rate in clomiphene citrate-resistant PCOS women.

Method This study used a randomized, single-blinded, casecontrolled methods. Total study group
consisted of 21 women who showed clomiphene citrate-resistant parttern on previous ovulation
induction cycles. Patients of metformin group received metformin 500 mg three times daily, for 7
weeks. Control group received none. Metformin group was consisted of 10 women and control group
was consisted of 11 women. Then clomiphene was administrated at daily 50 mg for 5 days to both
groups. Clomiphene dosage was increased to daily 150 mg until ovulation was occurred. Before and
After metformin treatment, blood samples for measurement of insulin, glucose, steroids were obtained.

Results: In the metformin and control groups, 6 of 10 women (60%) and 2 of 11 women (18%)
ovulated. And 4 of 10 women (40%) and O of 11 women (0%) conceived. Comparisons between the
groupswere significant.

Conclusion: In PCOS women who are resistant to CC, metformin use increased the ovulation rate
and pregnancy rate from CC treatment, significantly.
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Table 1. Characteristics and biochemical markers of Clomiphene Citrateresstant PCOS women before and after 7
weeks of trestment with metformin or placebo

Metformin Group (n=10) Control Group (n=11)
Characteristics P-value

Basdline After Tx Basdline After Tx
Age (years) 282+ 1.4 29.3+1.3
Weight (kg) 64.3+t5.4 65.3+ 7.2 65.4+ 5.4 66.3£ 6.3 NS
BMI (kg/m?) 35.4+38 34.2+4.3 37.2+43 37.5+5.2 NS
Fasting plasmainsulin level (mU/ml) 7.8+14 84+21 8.2+15 85+17 NS
Fasting glucose level (mg/dL) 83.2+24 81.2+18 84.2+ 2.6 85.3+2.2 NS
Serumfree T level (pmol/L) 6.6+ 04 6.2+ 06 6.8+ 0.7 6.5+ 04 NS
Serum androstenedione level (ng/mL) 2.3t0.25 2.1+0.18 2.0+£0.17 2.1+0.16 NS
Serum E; level (pg/mL) 253+ 35 24.3+4.7 24.7+£3.2 264+ 4.1 NS
Serum DHEAS leve (ug/dL) 124+ 15 131+21 13.2+2.2 142+1.8 NS
Serum LH level (mlU/mL) 4.5+ 0.25 4.8+0.17 5.3+ 045 5.6+0.38 NS
Serum FSH level (mIU/mL) 198+ 24.6 204+ 18.7 203+ 21.3 187+ 34.2 NS
Serum progesterone level (ng/mL) 1.2+0.89 2.0+ 0.67 0.98+ 0.07 1.6+0.12 NS

NS: not significant

Table2. Ovulatory and pregnancy outcomesin response to clomiphene citrate in both groups

Outcome Metformin Group (n=10)  Control Group (n=11) Pvaue
No. of womenwho ovulated/total no. of women 6/10 2/11 <0.05
No. of womenwho ovulated (%) 60% 18.1% <0.05
No. of women who conceived/total no. of women 4/10 0/11 <0.05
No. of women who conceived (%) 40% 0% <0.05
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Table 3. Ovulatory response to treatment with metformin
and clomiphene citrate in Metformin group (n=10)

Patients No. of ovulatory cycles Pregnancy achieved
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