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Drospirenone Ethinylestradiol and Others Oral Contraceptives for Polycystic Ovarian Syndrome: A Systematic
Review  Zhao Hongli, Zhang Shitian, Yang Jun, Gong Dian. Department of Gynecology, Meishan
People’s Hospital , Meishan 620010, Sichuan Province s China. (Corresponding author: Zhao Hongli ,
Email: mshonny0701 @126. com)

[Abstract] Objective  To systematically evaluate the effectiveness and safety of ethinylestradiol
drospirenone (EE/DRSP) for treating polycystic ovary syndrome (PCOS) and compare with others oral
contraceptives(OC). Methods A systematic review and Meta analysis of randomized controlled trials(RCT)
on ethinylestradiol drospirenone for treating PCOS compared with other OC by Revmain 5. 2 software.
Studies were mainly searched from the CENTRAL, EMBASE, MEDLINE, CNKI, VIP and Wanfang
databases. Results Seven studies with 535 partients were included. The quality of included studies was
median. Ethinylestradiol drospirenone was benefit in sex hormone binding globulin(SHGB), high-density
lipoprotein (HDL), luteotrophic hormone (LLH), total cholesterol (Tch), triglycerides (TG) and may
aggravate the fasting insulin (FINS) (P<C0. 05), compared with medroxyprogesterone (MPA). Compared
with ethinyl estradiol desogestrel ( EE/DSG) and ethinyl estradiol cyproterone acetate ( EE/CPA),
ethinylestradiol drospirenone was better in lipid metabolism, though they had the same effect in
hyperandrogenism (P > 0. 05). Ethinylestradiol drospirenone was more effective in hyperandrogenism,

hirsutism than ethinyl estradiol chlormadinone acetate (EE/CMA) (P<C0.05). Ethinylestradiol
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drospirenone was similar with ethinyl estradiol gestodene (EE/GSD) in hyperandrogenism, but the lipid and

glucose metabolism effect was unclear. Ethinylestradiol drospirenone was similar with other OC on safety

(P<C0.05). Conclusions Ethinylestradiol drospirenone was better in hyperandrogenism, lipid and glucose

metabolism than other OC, in addition, similar in safety.
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Table 1 Comparison of general clinical data of eligible studies
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Figure 1 Meta analysis:comparison of ethinyl estradiol drospirenone and ethinyl estradiol desogestrel on testosterone
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Figure 2 Meta analysis: comparison of ethinyl estradiol drospirenone and ethinyl estradiol desogestrel on sex hormone binding globulin
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_EE/DRSP _ EEICPA Std. Mean Difference Std. Mean Difference
s . . . : :
3.10.1 BMI
Bhattacharva . 2012 -0.19 37 57 -0.29 1.28 56 64.7% 0.00(-036 ~ 0.37)
Qin , 2012 20.56 1.81 30 21.19 3.69 32 35.3% -0.21(-0.71 ~ 0.29)
Subtotal(95% cT) 87 88 100.0% -0.07(-0.37 ~ 0.22)

Heterogeneity: 7°=0.46, df=1 (P=0.50); =0
Test for overall effect: Z7=0.48 (P=0.63)

3.10.2FG

Bhattacharva , 2012 -153 398 57 -209 329 56 64.9% 0.15(-022 ~ 0.52)
83" 2012 571 181 30 491 261 32 351% 0.35(-0.15 ~ 0.83)
btotal(95% (T) 87 88 100.0% 0.22(-0.08 ~ 0.52)

Heterogeneity: 7°=0.39,df=1 (P=0.53); /=0
Test for overall effect: Z=1.46 (P=0.14)

3.10.3 Tch

Qin , 2012 491 065 30 571 076 32 100.0% -1.11(-1.65 ~-0.58) t
Subtotal(95% (TI) 30 32 100.0% -L11(-1.65 ~-0.58)
Heterogeneity: Not applicable

Test for overall effect: Z=4.06 (P <0.000 1)

3 Ul 4 "
T T T

2 4 0 1 2
Favours [EE/DRSP] Favours [EE/CPA]
3 Jer MR ol L e L R 7 S TR 4 I KT S R AL SR B B B BG4 B I AR FH B9 Meta 53 BT HEER

Figure 3 Meta analysis:comparison of ethinyl estradiol drospirenone and ethinyl estradiol cyproterone acetate on body mass index, Ferriman-Gallwey

score and total cholesterol

_EE/DRSP _EEICPA Std. Mean Difference Std. Mean Difference
4 5 m., 95%T
3.10.1 WHR
Bhattacharya , 2012 001 008 57 0 003 56 58.1% 21(:0.16 ~ 0.38) 1
Qin , 2012 084 0.04 30 0B85 005 32 41.9% D207 ~ 028) —81—
Subtotal(95% CI) 87 88 100.0% 0.03(-0.38 ~ 0.44) -

Heteropeneitv: =004 #=1.81, . gF1 (P=0.18) P=45%
Test for overall effect; Z=0.14 (P=0.89)

31027

Bhattacharya , 2012 -0.04 028 57 -004 024 56 544% 0.00(-037 ~ 03N

Qin , 2012 049 019 30 06 017 32 456% 0.60(-1.11 ~0.09) =
Subtotal(85% cT) 87 88 100.0% -0.28(:0.86 ~ 0.31)

Hﬁtﬂtﬂgmail:,’: =013 3':=ﬁ_53, 4= (P=0.00), F=T72%
Test for overall sttect: =091 (P=0.36)

4 05 0 05 1
Favours [EE/DRSP] Favours [EE/CPA]
B4 et ) e 5 e T R A 1 2 X T L B SR R AN A Y Meza 53 7 LU

Figure 4 Meta analysis:comparison of ethinyl estradiol drospirenone and ethinyl estradiol cyproterone acetate on waist to hip ratio and testosterone

_ EE/DRSP _ EEI/DSG Std. Mean Difference Std. Mean Difference
_Study or Subgroup z s Total Z 5 __To i %
2.9.2 SHGB
Bhattacharva . 2012 97.52 94.55 57 76.05 79.41 58 39.3% 0.24(-0.12 ~ 0.61)
De Leo , 2010 180 13 10 129 13 10 23.0% 3.76(2.19 ~ 5.32) —
Kriplani , 2010 623 503 29 60 41 29 37.8% 0.05(-0.47 ~ 0.56)
Subtotal(95% CI) 96 97 100.0% 0.98(-0.16 ~ 2.11)

Heterogeneity: 7 =0.82 4*=19.69 41 (P<0.0001) F=90%
Test tor overall effect: Z=1.69 (P=0.09)

I I
T T T

-4 -2 0 2 4
Favours [EE/DRSP] Favours [EE/DSG]

B S it R e O 5 TR R S 2 A X S T 9 5 B Mea 43 7 LU AR

Figure 5 Meta analysis:comparison of ethinyl estradiol drospirenone and ethinyl estradiol chlormadinone acetate on testosterone



Hh AR A 4l I R R 2 2 A O T RRD 2014 4F 6 A 45 10 #5505 3 1 339
_EE/DRSP _ EE/DSG Std. Mean Difference Std. Mean Difference
St”d)‘ or sllbg[ﬂlln zZ 5 Total Z S Total Wﬁight V., Random, 95% (I [\ Biﬂdﬂm 95%T
2827
DeLeo, 2010 320 70 10 560 120 10 26.0%  .234(353 ~ -1.15) '
Kriplani , 2010 05 02 29 06 0.2 29 36.1% -0.49(-1.02 ~ 0.03) =
(0.17 5 -

Bhattacharya , 2012 -0.04 0.28 57 -0.09 0.22 58 37.9% 0,30(-0.1;~ 0.56) ’
Subtotal(95% (TI) 96 97 100.0% -0.71(-1.75 ~ 0.32)
Heterogeneity: 7=0.70 7°=18.04, 4f=2 (P=0.000 1);/=89%
Test for overall effect: Z=1.35 (P=0.18)

R

2 1 0 1 2

Favours [EE/DRSP] Favours [EE/DSG]
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Figure 6 Meta analysis:comparison of ethinyl estradiol drospirenone and ethinyl estradiol chlormadinone acetate on androstenedione

__EE/DRSP _EE/GSD Std. Mean Difference Std. Mean Difference
Study or Subgroup X 5 Total x S Total Weight IV, Random, 95% €I IV, Random, 95% €I
5.8.2 SHGB
De Leo . 2010 180 13 10 13N 11 10 48.8% 3900229 ~551) L]
Ibanez , 2004b 125 34.89 15 151 37.42 14 51.2% -0.70(-1.45 ~0.05) -
Subtotal(95% ¢I) 25 24 100.0% 1.54(-2.96 ~ 6.03) e R ——
Heterogeneity: 7=10.15; *=25.75, df=1 (P <0.000 01) P=96%
Test for overall effect: Z=0.67 (P=0.30)

4 2 0 2 4

& 7

Figure 7 Meta analysis:comparison of ethinylestradiol

Favours [EE/IDRSP] Favours [EE/GSD]

JiE R R ke - T O 2 A T X5 5 A A B9 Mleza 53 LL %

drospirenone and ethinyl estradiol gestodene on testosterone

_EE/DRSP _EEI/GSD Std. Mean Difference Std. Mean Difference
Study or Subgroup Z s Total 7z S Total Weight IV, Random, 95% ¢y IV, Random, 95% 1
5427
De Leo . 2010 320 70 10 420 110 10 47.4%  -1.04(-1.99 ~-0.09) i
Ibanez . 2004b 26 077 15 23 112 14 526%  031(-043 ~ 1.049) —
Total(95% (T) 25 24 100.0% -0.33(-1.65 ~ 0.98)

Heterogeneity: 77=0.70; y*=4.84, d&=1 (P=0.03) F=79%
Test for overall effect: 7=0.49 (P=0.62)

& 8

=TI
t t t t t
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Figure 8 Meta analysis:comparison of ethinyl estradiol drospirenone and ethinyl estradiol gestodene on sex hormone binding globulin
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TGeit 23 L (P>>0. 05) , {H Ji 12 i b i iz 41 58 35 1
FG 143 5 B i it 158 1% 580 b 22 F) 41 8 3% AR [ SMD =

—0.82, 95%CI(—1.36~ —0.29), P =0.003],
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Bt i A b 22 R B I PCOS BB T A KPR, 25
HEGit2#E XL (P=0.01), —#XF PCOS &K
T A WIHYE ) Meta 53 Hr 45 3R 8o WA LETE 5+
JEPE(I*=0,P=0.69;1°=0,P=0.99) (& 5,6), Ji &
T e e T ¢ e o T S R G b 2 R M7 R 3 4 SHGB
KW 25 H G % 8 L [SMD= 0.73, 95% CI
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95%Cr M-H, Fixed, 95%cCr
7.24.1 EEDSG
Bhattacharva . 2012 2 57 5 58 16.0% 041008 ~ 201) ¢ .
De Leo, 2010 3 10 4 10 129% 0.75(0.22 ~ 2.52) »
Kriplani , 2010 14 29 22 29 71.1% 064041 ~ 098) ——
Subtotal(95% ¢T) 96 97 100.0% 0.61(0.41 ~ 0.93) el
Total events 19 31
Heterogeneity: 7°=0.38, gf=2 (P=0.83); =0
Test for overall effect: Z7=2.32 (P=0.02)
7.24.2 EE/CPA
Bhattacharva , 2012 2 a7 2 56 17.3% 0098(0.14 ~6.73) ¢ >
Oin . 2012 11 30 10 32 827% 1170038 ~235) —il—
Subtotal(95% cT) 87 88 100.0% 1.14(0.59 ~2.21) ~———
Total events 13 12
Heterogeneity: y*=0.03, df=2 (P=0.86); *=0
Test for overall effect: Z=0.39 (P=0.70)

0.2 05 1 2 5

B9

Favours [experimental] Favours [control]

i % R K L e Tt 2 A2 0 / T R B T Z2 BRIV 9T PCOS B9 R & A 15 2 L 4%

Figure 9 Comparison of ethinyl estradiol drospirenone with ethinylestradiol desogestrel and ethinylestradiol cyproterone acetate on side effects
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