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Hyperandrogenemia
Hirsutism
Oligo-anovulation
Polycystic ovaries
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NIH 1990 criteria
Rotterdam 2003 criteria
AE-PCOS 2006 criteria
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Belirgin klinik fenotipler

1990 NICHD Gudelines
1 Hirsutism_ hyperandroge;
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Ohigo-anovulation. hirsut
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Hirsutism_ hyperandrogensnna. oligo-anovulanon. and polycystic ovares
Hirsutism. hyperandrogenenua, and oligo-anovulation

Hirsutism. oligo-anovulation. and polvcystic ovanes
Hyperandrogenenua, oligo-anovulation. and polycystic ovanes
Hirsutism and oligo-anovulation

Hyperandrogenenua and oligo-anovulation
Hirsutism_hyperandrogenenua. polycystic ovanes, and regular cycles
Hirsutism_ polveystic ovanes. and regular cycles

Hyperandrogenemia, polycystic ovanes, and regular cycles

Oligo-anovulation and by g wsm v s snsssms

Oligo-anovulation and polycystic ovaries

Polycystic ovanes, hirsutism_ hyperandrogenenua. and regular cycles

Polycystic ovanes, hirsutism, and regular cycles

Polycystic ovanes, hyperandrogenenmia, and regular cycles

J Obstet Gynaecol Can. 2008 August - 30(8): 671-679.



Yasam tarzi degisiklikleri

Lifestyle treatment Minimal treatment Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.2.1 Total testosterone (nmollL)
Guzick 1994 1.7 073 6 248 1.04 6 3.3% -0.78 [1.80,0.24) -
Hoeger 2004 2.05 067 6 219 0.5 7 8.0% -0.14 [-0.79, 0.51] T
Hoeger 2008 224 105 8 248 117 10 3.2% -0.24 [[1.27,0.79] -T
Stener-Victorin 2009 2 0.3 5 2 0.7 B 8.9% 0.00 F0.62,0.62] T
Yigorito 2007 21 0.6 45 2.4 0.4 45 T7HEB% -0.30[0.51,-0.09)] ’
Subtotal (95% CI) 70 74 100.0% -0.27 [-0.46, -0.09] |

Heterogeneity. Chi*=1.93,df=4 (P=0.75), F=0%
Test for overall effect: Z=2.92 (P=0.004)

1.2.2 Sexhotmene binding alobulin (SHEG) (nnolL)

Guzick 1994 2533 763 6 1631 521 6 10.6% 9.02[1.63,16.41] - >
Hoeger 2004 285 1438 6 221 8.1 7 33% 6.40[-6.88 19.68] >
Hoeger 2008 3z 217 8 191 9.4 10 2.2% 12.90[-3.23,29.03] —
Stener-Victorin 2009 546 539 5 577 345 6 0.2% -310[-57.82,51.62] ¢ >
Vigorito 2007 29 5.8 45 28 6.9 45 83.7% 1.00 [-1.63, 3.63] -
Subtotal (95% Cl) 70 74 100.0% 2.29[-0.12,4.70] -

Heterogeneity: Chi*=6.17, df=4 (P=019); F=35%
Test for overall effect: Z=1.86 (P = 0.06)

Lifestyle changes in women with polycystic ovary syndrome (Review)
2011 The Cochrane Collaboration



Serbest androjen indeksi / FG

1.2.3 Estimated free testosterone measured as free androgen index (FAI)

Hoeger 2004 8.5 36 6 108 36
Hoeger 2008 ) 53 8 168 112
Stener-Victorin 2009 8.8 3.3 5 5.4 52
Vigorito 2007 8.7 34 45 85 35
Subtotal (95% CI) 64

Heterogeneity, Chi*=643, df=3 (P=0.09), F=53%
Test for overall effect Z=0.09 (P=0.93)

1.2.4 Clinical hyperandrogenism (Ferriman-Gallwey score)

Hoeger 2004 1.7 7 B 144 45
Hoeger 2008 8.2 2 g 116 49
Stener-Yictorin 2009 126 91 5 108 5
Vigorito 2007 115 3.1 45 123 32
Subtotal (95% CI) 64

Heterogeneity. Chi*= 287, df=3 (P=0.41), F=0%
Testfor overall effect Z=2.01 (P=0.04)
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VKI / Kilo

Favours experimental Minimal treatment Mean Difference Mean Difference
Study or Subgroup Mean Sb Total Mean SD Total Weight IV, Fixed, 95% Cl Year IV, Fixed, 95% CI
1.3.1 Body mass index (BMI) (kg/m2)
Hoeger 2004 3949 9 6 365 49 7 22% 340[-4.66,11.48] 2004
Vigorito 2007 28 29 46 283 3.2 45 908% -1.30[-256,-0.04] 2007 .
Hoeger 2008 349 7 B 355 B8 10 356% -0B0[703 583 2008 ———pe—
Stenar-Victorin 2009 26.4 4.8 5 285 6.2 B 34% -210[-8.80, 4.40] 2009 -
Subtotal (95% CI1) 64 68 100.0% -1.20[-2.40,0.00] 3

Heterogeneity. ChF=1.38,di=3 (P =0.71), F=0%
Test for overall effect Z=1.95 (P=0.05)

1.3.2 Weigit (endpoint) (kg)

Vigerito 2007 B8 32 45 715 39 45 993% -350[4.97,-203 2007 1
Hoeger 2008 952  19.2 B 942 198 10 07% 1.00F17.10,1910] 2008 >
Subtotal (95% CI) 53 55 100.0% -3.47 [-4.94,-2.00] S

Heterogeneity. Chi*F=0.24,df=1 (P=0.63), F=0%
Testfor overall effect Z=4 63 (P < 0.00001)

1.33 Weight ‘% change|
Hoeger 2004 68 38 6 02 08 7 1000% -7.00[-1010,-3.80] 2004 t
Subtotal (95% CI) 6 7 100.0% -7.00[-10.10, -3.90]

Heterogeneity: Not applicable
Testfor overall effect Z=4 43 (P <0.00001)

L L L L
40 5 0§ 10
Favours experimental  Favours control

Testfor subaroup differences: ChiF=14.28, df=2 (P=0.0008), F=86.0%

Lifestyle changes in women with polycystic ovary syndrome (Review)
2011 The Cochrane Collaboration



Yag dagilimi

Favours experimental Minimal treatment Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Guzick 1994 0.92 0.07 6 085 005 6 220% -0.03[0.10,0.04] =
Stener-Victorin 2008 0.8 0.07 5 0.8 006 6 171% 0.00[-0.08,0.08]
Vigorito 2007 0.8 0.1 45 085 01 45 60.9% -0.05[-0.09, -0.01] L
Total (95% Cl) 56 57 100.0% -0.04[-0.07,-0.00] el

ity: Chi®= = = = I + } |
Heterogeneity: Chi*=1.29, df=2 (P=0.53); F= 0% 01 005 5 00 01

Testfor overall effect: Z=2.25 (P =0.02)

Favours experimental Favours control

Lifestyle changes in women with polycystic ovary syndrome (Review)
2011 The Cochrane Collaboration



Aclik kan sekeri

Lifestyle treatment Minimal treatment Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI IV, Fixed, 95% CI
Guzick 1994 571 28.2 6 721 24 6 02% -1500[4463, 1463
Hoeger 2004 17.45 9.3 6 174 8.6 717% 0.05[-9.75, 9.85) R —
Hoeger 2008 22 105 8 291 245 10 0.6% -7.10[-23.94,8.74)] I R
Stener-Victorin 2009 6.4 2.8 5 7.8 31 6 13.0% -1.40[-4.89, 2.09] -
Yigorito 2007 18.3 3 45 204 3.6 45 B84.6% -210[-3.47,-0.73) .
Total (95% Cl) 70 74 100.0% -2.02[-3.28, -0.77] L]
Heterogeneity: Chi®=1.389, df=4 (P=0.85), F= 0% |

50 -25 0 25 50

Testfor overall effect: Z=3.15 (P = 0.002) Favours experimental Favours control

Lifestyle changes in women with polycystic ovary syndrome (Review)
2011 The Cochrane Collaboration



Metforminin potansiyel
mekanizmalari

Metformin
I 1 | 1 ] |
Liver Pancreas Skeletal muscle Adipose tissue Endothelium Ovary
i 1Fatty acld oxidation Inhibition of sex
. Gluconeogenesis tBasal and Insulin- Cipogerisia/inolvits | NF-kb and steroid overproductior
I Glucose uptake dependent glucose +Lpog po inflammatory cytokine: & of premature
1Glycolysis = |Insulin secretion - uptake = 'Gluciose u:)::te in - Luitelnls?:ion by
' {Fatty acid oxidation viscera rect effect on
| Fatty acid oxidation 3 Modulati 1 1 Nitric oxide productiol ovaries and by
U | Lipogenesis odulation o ;
iLipogenesis adipokine secretion ‘hyperinsulinaemia
improved insulin resistance, glucose tolerance, ovulation, menstrual cycle regulation, weight loss

Human Reproduction Update

doi:10.1093/humupd/dmv025
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VKI - yuksek doz v dusuk doz IH

Metformin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Totad Mean SD Tota Weight IV, Radom, 95% CI V. Randony 95% ClI
Ll High dose
Fleming 2002 46 14 26 356 09 39 535% -1.00[-1.61,-0.39) i
Tang 2006 31 504 56 374 B3 66  49% -0.30 [-2.31, 1.71] ——
Kocak 2002 30,47 525 2T 311 35 28 35% -0.63 [-3.00, 1.74] —re—
Kjotrod 2004 306 41 17 331 35 19 32% -2.50 [-5.01, 0.01] ————
Yarali 2002 28 34 16 298 49 16 23% -180[472 112 —
Crave 1995 2.7 48 12 308 52 12 1.2% 1.90 210, 5.90) e
Gambiner 2004 341 6 10 354 4 10 1.0% -1.30 [[5.77, 3.17] ¥
Pasquali 2000 36.4 7.4 10 38 6.2 8 05% -1.60 [-7.88, 4.68]
Subtotal (95% Ch 174 198 70.1%  -0.98[-1.51,-045 &
Li2lowdose
Jakubowicz 2002 N8 153 26 37 1.4 22 285% 0.10[0.73 0.93
nestler 1996 41 43 11 352 6.85 13 1.0% -1.10[-5.61, 3.41]
Vandermolen 2001 3%.4 1028 11 384 7.48 14  04% -300F10.23 4.23 ¢
Subtotal (95% Ch) 48 49 29.9% 0.02[-0.79, 0.84)
Total (95% CI) 22 247 100.0%  -0.68 [-1.13,-0.24) 4

40 -5 0 5 10

Favours metformin  Favours placebo

Human Reproduction Update, Vol.15, No.1 pp. 57-68,
2009



Yuksek doz IH - diyet v diyet yok

Metformin Placebo Mean Difference Mean Differ ence
Study or Subgroup  Mean  SD Total Mean SD Totad Weight IV, Randoin, 95% CI IV, Random, 95% CI
21.1Diat
Crave 1995 327 438 12 308 52 12 1.8% 1.90[-2.10, 5.90)
Gambinen 2004 341 6 10 354 4 10 1.4% -1.30 [-5.77, 3.17)
Kjotrod 2004 306 41 17 331 35 19 4.5% -2.50 [-5.01, 0.01] —
Pasquali 2000 /B4 T4 10 38 6.2 8 0.7% -1.60 [-7.88, 4.68] v
Tang 2006 37.1 5.04 6 374 6.3 66 7.0% -0.30 [-2.31, 1.71] —
Subtotal (95% CI) 105 115 1583 -0.84 |-2.20, 0.51] -
2.1.2No diet
Fleming 2002 346 14 26 356 09 39 763% -100[161,-0.39) [
Kocak 2002 3047 525 27 341 35 28 5.0% -0.63 [-3.00, 1.74] —p—
Yarali 2002 28 34 16 298 49 16 33% -1.80[-4.72,112) e
Subtotal (95% CI) 69 83 847  -1.01[-1.59,-0.43] %@
Total (95% CI) 174 198 100.0%  -0.98 [-1.51, -0.45] &

A0 -5 0 g 10

Favours metformin  Favours placebo

Human Reproduction Update, Vol.15, No.1 pp. 57-68,
2009



VKI — 8 hfdan az v 8 hfdan uzun

Metformin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Totad Mean SD Total Weiglt IV, Random, 95% Cl IV, Random 95% ClI
3.1.1 Duration < and equal to 8 weeks
Jakubowicz 2002 N8 1583 26 317 1.4 22 285% 0.10[-0.73 0.93 -+
Kocak 2002 30.47 525 27 31 35 28 35% -0.63 [-3.00, 1.74) —
Nestler 1996 341 43N 11 352 6,85 13 1.0% -1.10 [-5.61, 3.41) b
Vandermolen 2001 3%4 10.28 11 384 7.48 14 0.4% -3.00F10.23 4.23 ¢
Yarali 2002 28 34 16 298 49 18 23% -1.80[-4.72 112) —
Subtota (95% CI 91 93 35.7% -0.16 [-0.90, 0.58]) 0
3.1.2 Duration > 8 weeks
Crave 1995 27 48 12 308 §.2 12 1.2% 1.90 [-2.10, 5.90
Fleming 2002 46 14 26 356 08 39 535% -1.00[1.81,-0.39] |
Gambinen 2004 341 6 10 354 4 10 1.0% -1.30 [-5.77, 3.17) »
Kjotrod 2004 306 41 17 331 35 18 32% -2.50 [-5.01, 0.01) ‘
Pasquali 2000 364 74 10 38 62 8 05% -1.60 [-7.88, 4.68)
Tang 2006 371 504 56 374 63 66  4.9% -0.30 [-2.31, 1.71) —_—
Subtotal (95% CI) 131 154 643 097 [F1.53,-042) &
Total (95% CI 222 247 100.0%  -0.68 [-1.13.-0.24) £

10 -5 0 10

Human Reproduction Update, Vol.15, No.1 pp. 57-68,

2009

Favours metformin  Favours placebo



Canli dogum

Study or subgroup Metformin Control Odds Ratia Weight (Ddds Ratio
/i nfiN M-H Freed 25% O M-H Fred 95% G
Ng 2001 29 —— 156 % 044 [ 003, 593 ]

PODSRIC 010/¢) 5132 233 - 7% 287 [051. 1601 ]
Yarali 2002 1716 016 SR |7

3191012 8443 |
Total (95% CI) 57 58 -

lotal events: 7 (Metformin), 4 (Control)

100.0 % 1.80 [ 0.52, 6.16 |

Heterogeneity: Chit = 153, df = 2 (P = Q46); I =0.0%
est for overall effect: Z =093 (P = 0.35)

st for subgroup differences Not appliabe

. . I I I !
0Lorool ol I C 100 1000
Faviours corirm Faveurs metformin

Insulin-sensitising drugs (metformin, rosiglitazone, pioglitazone, D-chiro-inositol) for women with polycystic
ovary syndrome, oligo amenorrhoea and subfertility (Review) 2012 The Cochrane Collaboration



Klinik gebelik

Study or subgroup Metformin Control Odds Ratio Weight Odds Ratio
n/N /N M-H Fomd 95% C M-H Foead 85% CI

| Participants with BMI < 30kg/m2

Yarafi 2002 pII13 0116 S 14% 5,69 [ 025, 12850 |
Ng 2001 |9 29 —— 59% 044|003, 593
Karirrizadeh 2007 401100 |1/100 - 219% 539257, 1134
Karirvizadeh 2010 | 7/88 \5/75 - 434% 096 | 0.4, 208 |

Subrtotal (95% CI) 213 200 - 72.6 % 2.35[ 1.44, 3.82 ]

Total events: 60 (Metformin), 28 (Control)

Heterogeneity: Thi* = | |.B& df =3 (F=001) P =/5%

Test for overall effect: Z = 342 (P = Q.00062)

2 Participants with BMI = 30kg/m?2
Heming JUUZ 423 [/19 i TR N% 1791039, 3720
Lord 2006 i 22 - S57% 158024, 1052
Taryg 2006 £69 2774 = S9% 2431047, 1760
PCOSMIC 2010 (1) 7132 533 e 128% |.57°] 044, K57

Subtotal (95% CI) 146 148 - 27.4 % 2.21[0.98,4.98 ]

Tota! events: 20 (Metfcrmin, 10 (Control)

Hatorogensity: Chit =089, df =3 (P = 033), IF =00%
Test for overall eflect: Z = 1 82 (P = Q.0585)

Total (95% CI) 359 348 . 100.0 %% 231 [ 1.52,3.51]
Total avents: 80 (Metiormin), 38 (Cantrol)
Heterogensity: Chi* = 1277, df =7 (P = 0.08); P =45%

Test for overall effect Z = 392 (P = Q.CO00BE)

Test for:subgroup differences; Chit =00, df= | (P=090), B =00%

L ! L . Il !

aeolI 0ol o

Faveurs cartrol

Insulin-sensitising drugs (metformin, rosiglitazone, pioglitazone, D-chiro-inositol) for women with polycystic
ovary syndrome, oligo amenorrhoea and subfertility (Review) 2012 The Cochrane Collaboration
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Menstruel siklus

Study or subgroup Metformin Control Odds< Ratio Weight Odde Ratio
/N n/N M-H Fixed 95% C M-H Fisted 959 CI
| Partici s with BMI <30 kg/m?2

Moghetts 2000 511 0/12 e = 08 % 21151 101, 43500 ]

Subtotal (95% CI) 11 12 — 0.8 % 21.15 [ 1.01, 445.00 |

Total events: 5§ (Metformin), 0 (Cornitrol)

Heterogenety: not applicable
Test for overall effece: Z = 196 (P = G050)

2 Participants with BMI = 30kg/m2

“Chou 2003 14115 8/17 —_— 15 % 575 [ 167, 148,12 ]
Eisenhardt 2006 822 23 = 36% 600 111, 3254 ]
Hoeger 2004 2% Ul I VA 4| % 1291 0.14, 11.54]
Hosper 2004 29 0/9 ——H— Il % 633 [ 026, 15286 ]
Sturrock 2002 52 &4 — 9.4 % 0.95[0.20, 454 ]
Tarsg 2006 36/69 4374 B 577 % 0.79[ 041, 1.52]
Trolle 2007 19/60 I 1/60 - 219% 206088, 483 ]

Subtotal (95% CI) 196 208

Total events: 86 (Metiormin), 72 (Control)

L
&
>
[
2

1.57 [ 1.03; 2.41 |

ity: Chit = | 226, df= & (P'=006} P =35|%

Test for overall effect: Z =209 (P = 0.03§)
Tortal (95% CI) 207 220 * 100.0 % 1.72 [ 1.14, 2.61 ]

Tota! events 9| (Metformin), 72 (Cantrol)

Heterogeneity: Chi® = 15,29, df = 7 (P = 0,03}, F =54%
Test for overall effect: Z = 257 (P = 0010)

Test for subgroup diferences Chif = 274, df = | (P =0.10), I =64%

Favours conbo Favours Thetiormin

Insulin-sensitising drugs (metformin, rosiglitazone, pioglitazone, D-chiro-inositol) for women with polycystic
ovary syndrome, oligo amenorrhoea and subfertility (Review) 2012 The Cochrane Collaboration



o o oin sight A
N Mean(S0) VFoeed
Participa with 30N

Ballzpenn 2004 1 3 ] 8 |
Maciel 2004 | 8 I 4 I
Mg} X ‘ @aly —— 939 |
Ng 700 q 7 ———— C 51
Reemusaldi 20 13 I = B 1.1 |
bk X L ? o 0B ¥ 0{ 292, 292]
Subtoral (95% CI) 83 83 | 87.0% -0.04 [ -0.31,0.23 ]
Heterogerety. Chit 2204 =5 (P = Q03), P =59%% O —
¢ 2 (& = B -63 |
Fherniesg 20X B8 3 8 ——— p I ]
Hoeger 2004 1l 1 (B - ofr 8 |
- 04 'y 364 (5.1 89 |
; + X E (! T 3 |
Lstbsor 3 B 586 599 | =t ( 5. 493 ]
| % & 4 6 23 475
Maziml 2004 &5 (£ 2 62 | — 1574
( 14 | i 3414 (49 e B — { £ 3 .|
Panguah 200X 10 36 8 38 (&) X £ 788, 468 |
g 2006 I ¢ bE 174 (63) = 6% ] 3 |

Vandormolen 20X ‘ 354 (10.28) 4 BAP) ——T1— % 304
Subtortal (95% CI) 221 243 * 13.0 % -0.15 | -0.86, 0.55 |
leturogenety. Chid = 465 df = 095), F =00% ——

Test, for oversll affece 7= 0A3 (F 167

Total (95% CI) 304 326 1 100.0 % -0.05(-0.31,0.20|

Insulin-sensitising drugs (metformin, rosiglitazone, pioglitazbne, D-chiro-inositol) for women with polycystic
ovary syndrome, oligo amenorrhoea and subfertility (Review) 2012 The Cochrane Collaboration



Sistolik kan basinci

M
iy or subgro ) = flee ght flerer
i N S0 Vi VFired 9
17N (33 - 39 |
00 8 13 — i 16,85 708 |
ophetti 2000 93 2 2471, 309 |
Subtozal (95% CI) 46 50 - 76.7 % -3.52[-5.29,-1.76 ]
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reslle 20K ( T 8 4201 -1 .29, 289
Subrotal (95% CI) 136 147 - 23.3% _-3.80 I -2.00. -0.60 |
Heteropeneity; Ch? 136, =4 (P=00 8%
lest for overall effect 2 = 233 (F 1020)
Total (95% CI) 182 197 » 100.0 % -3.59 [ -5.13, -2.04 |
Heteropenaity: Th 510 & 7 (F 002
ot all e it 00
lest for subgroup differences O 2 of (P=088 0

Insulin-sensitising drugs (metformin, rosiglitazone, pioglitazone, D-chiro-inositol) for women with polycystic
ovary syndrome, oligo amenorrhoea and subfertility (Review) 2012 The Cochrane Collaboration



Diastolik kan Iggsmu

> Mean
Study or subgroup Meticrmin Control Difference Weight Differencs
N Mean(SD) N Mean(SD) V.Fixed 95% C1 V. Foeed 95% CI

| Participants with BMI < 30kg/m?2 ’
Haargeon 2008 28 814 (26) 39 8IS (27) [ | 786 % 0107146, 126 ]
Maciel 2004 7 714 (108) 8 675 (88) |5 % 350 [ 604 1384
Moghetti 2000 I 167 (10.9%) 12 885 (11.78) i |7 % 880 [ -1809, 049 |

Subtotal (95% CI) 46 50 D § 81.8 % -0.21[-1.55, 1.13 ]

Heterogeneity: Chi- = 3.96; df = 2/(P = [L14); ¥ =50%

Test for overall effect: Z =030 (P = 0.76)

2 Participants with BMI| > 30kg/m~

Chou 2003 |4 84,6 (10) 16 848 (104) 27% 0207751, 711
Lord 2006 15 767 (109) 15 795 (132) = 20% 28011139, 579 ]
Maciel 2004 8 738 (72) 6 gle(y ———r 4% 780 -1795, 235 ]
Tang 2006 56 772 (10) 86 755(95) —-— 12 % |70 -1.78, 5,18 ]

Subtotal (95% CI) 93 103 -> 18.29%  0.18 [ -2.65,3.02 ]

Heterogeneity: Chit = 3588, df = 2 (P=031); # =16%

Test for overall effect: Z = 0.13 (P = 0.90)
Total (95% CI) 139 153 . 100.0 % -0.14] -1.35, 1.07 |

Heterogeneity: Chi* = 7.60,df = 6 (P = 027), B =21%

Test for oyerall effect: Z =022 (P = 083)
Test for subgroup differences: G = D& df = | (P=081), I* =00%
: ! . :
) 1] i)
Favours metioormir Favours control

Insulin-sensitising drugs (metformin, rosiglitazone, pioglitazone, D-chiro-inositol) for women with polycystic
ovary syndrome, oligo amenorrhoea and subfertility (Review) 2012 The Cochrane Collaboration
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Aclik kan sekeri
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Total kolestgrol

Study or subgroup Expenmental Control [Difference Waght difference
an(SD Mean(SD) Vioed 55% C Fiwed .
Al W e 0kg'm
| =
arsrzadeh 200 [ OX |0 . ) - 7]
aciel 2004 ( B2 (I ) T 053 [ 030, | |
ogh A i 04 | (! ) i ’ &5 |
2 | B 52 6) 244 [
Romuals 201¢ 3 3193 (058) 0 273 (075) ———— Re % 020 Q36 0761

Subtotal (95% CI) 139 137 - 46,9 %  -0.02[-0.26,0.22 ]

\ PO P
Heterogeneity: Chi® 679 di 4P =0LIBE F =36%

Test for averall effect Z = 0,13 (P = (:90)

- r oo > A 2
Parzicipants wath BMI 2> 30kp/m=

LChou 2003 | 418 (Q52) & all 1 i
Flemmg ( s ( ) 4 0.96) — % 7
| B ( [ 5) e A 8.
anie| 2004 8 ( ) { |63
Chis 0 (O.77) 5 8 ) —— a8 1
065 |

Subtoral (95% CI) 134 152 > 53.1 % -0.26 [ -0.48, -0.03 |

Hetorogenety, Thi® 7.56, of y (P = Q03] [N

Test for oversll effect 7 =272 (P = 00

Total (95% CI) 273 289 - 100.0 % _-0.14[-0.31. 0.02
Heteropenery: Cht = 2612, 4 = 10 (P = 0.004); P =62%

Test for overall effect: Z = 1.7 (P = 0.085)
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Trigliserid

Mean Mean
Study or subgroup Treatmeant Control Difference Weight Diifference
N Mean(50) N Mean(SD) IV Fieed 95% C1 IV Fie=ed 5% C
| Participants with BMI < :*flt.-‘wfm}
Mawiel 2004 7 142 (0.88) 8 0,73 {039) " % 069000, 138
Meghetts 2000 i 098 ((37) 12 .12 (08) T 135% 0141 064,036
MNg 2001 8 09 (D4) 7 12 (@7) S 53 % 030 -0.89, 029

Subtotal (95% CI) 26 27 e 30.6 % 0.00 | -0.55i 0.34 I
Heterogeneity: Chi? = 512, df= 2(P=0,08); ? =41%
Test for overall effect Z = 001 (P = 0.99)

2 Participants with B > 30kg/m?>

~Thou o0 4 £9(124) 16 164 (064) = 66% 005 [ 067, 077]
Fleming 2002 2% 42 (097) 3 1.4 (049) —T— 206 % 0221019, 063]
Lond 2006 16 144 (071) 4 124 (062) —— 151 % 040 €38, 058 ]
Maciel 2004 8 LE2(10%) & 129 (048) 51 % 0.34[ 048, 1.16]
Tang 2006 56 204 (1.01) 6 178021 o 2721 % 026 013,065 ]

Subtotal (95% CI) 120 136 - 69.4%  0.20 [ -0.02, 0.42 |

Heterogeneity; Chi* = Q.A5, df = 4 (P = 097), * =08
Test for overall effect: Z = 1 76 (P = D.079)

Total (95% CI) 146 163 T 100.0 %  0.14 [ -0.05, 0.32 ]
Heterogeneity: Chit = &59,df = 7 (P = 047); £ =0.0%

Test for overall effect: 7 = | 47 (P =0.14)
Test for subgroup differences Ch? =093, 4F = | (P =034), P =00%

A i L ’l
=l o5 0 Qs |
Favaurs metiormin Favours control
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Ovulasyon VKI < 30

Study or subgrmoup MF+ comifene clemifene {Odds Ratio Weight Odds Ratio
N N M-H Fored 95% CI M-H Fied95% O
| BMI <30 kgfm2
en Ayed 2009 1016 &llé T 08 % 278 [ 066 1162 ]
Boudhraa 2010 (7/32 (073} i T 1.8 % 238 [ 85, 663 ]
El-Siely 200 35045 29/45 ™ 24 % 193 [ 076,490 ]
Hwa 2005 | 7140 /40 — (Y- 517 168, 1598 ]
Malkawi 2002 116 312 — G4 % 660 [ 1.23,3544 |
Mell 2006 B4/14| 98/168 * 133 % 105 [ Ce7, |66 ]
Ng 200 A9 | /S T 2% £40 [ 055, 7489 |
|
PCOSMIC 2010 (1) 27735 23036 T 9% 191 [ &7, 541 ]
Subtotal (95% CI) 334 357 ® 21.8 % 1.75 [ 1.27, 2.39 ]
lotal events 205 (MF+ damifens), 175 (domifens)
Heteropeneity: Chit = 12,62, af = 7 (P = 008}, I =45%
Test for ovesall effect Z = 347 (P = 0.00052)
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Ovulasyon VKI = 30

2 BM| = 30kg/mZ

latasbowicz 200 26128 228 —— 06% 3155 [ 045, (937
Khorram 2006 71é /5 —— e (G891 .14, 10298 ]
Legro 2007 5821964 46294 5 66 % |58 132,120 ]
Nestler 1998 972 225 —— 0l% 09.25 [ 1404, 85032 ]

Sahin 2004 285 3755 ™ 3% |81 [ Q79,4157

Sebert 2009 34/52 36755 B 45% 1.00 [ 845, 221 ]
Sturmock 2002 5712 Af14 T 08% .79 [€35,913]
Vandermalen 2001 912 415 - 3% 8351 1.45, 4686 |
Zain 2009 /4| 24/41 — 06% 8971237.3391]

Subtotal (95% CI) 1197 1190 ¢ 78.2 % 1.78 [ 1.51, 2.10 ]
Total events 758 (MF+ damitene), 589 (clamifene)
Heterogeneity: Chi* = 30.87, df = 8 (P = 0.00015); B =74%

lest for ovierall effect: Z = &84 (P < 0.00001)
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KS v Met - Klinik gebelik

Study or subgroup metformin clomifens Cidds Ratio Weight Odds Ratio
nfN N M-H,Foed 95% Cl M-H Fleed 25% CI

| Participants with BMI < :“:ll:’ri fmd or < 31“";&’!!1.'"

Karimzadeh 2010 | 7/88 1790 - 9% |72 075, 392

Palomba 2008 3| /50 | 6/50 - 7463 % 3471 152,790

PCOSMIC 2010 (1) | 4138 14735 —— 105 {040, 271
Subtoral (95% CI) 173 176 -

100.0 % 1.94 [ 1.19, 3.16 |

Total events: 62 (metformin), 41 (domifenz)
Heterogeneity, Chit = 360, df =2 (P =017 I =44%
Test for overall eflect Z = 765 (P = Q.0061)

2 Participants with BM| = 30kg/m?2

|Legro 2007 25/208 621209 E 895 % 0227019, 054 ]
Zain 2009 4742 7141 —-—— 105 % 051 0,14, 1590 ]

Subroral (95% CI) 250 250 - 100.0 % 0.34 [ 0.21, 0.55 |

Total events; 29 (metformin), 89 (domifenz)

Heterogeneity, Chi? = 040, df = | (P =053} I =0.0%

Test for overall affect: Z = 439 (P = Q00001 1)

1 1 1 1
Qo7
Fours camiphens Favours mesiorma
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KS v Met - Ovulasyon

Study or subgroup Metiormin Clomifens Oads Ratio Weight Odds Ratio
n/N N M-H Fixed95% Ci M-H Fad 85% CI
Palomba 2005 | 29205 | 48722 | .‘ B72% 084 Q56 125
PCOSMIC 2010 (1) 23135 23136 ' [28% (08 | 041, 287 ]
Subtotal (95% CI) 240 257 * 100.0 % 0.87 [ 0.60, 1.26 ]
Total events: 152 (Metformin), 171 (Clomifens)
Heterogeneity: CThit =023, df = | (P=043) P =00%
Test for overall effect: Z = 075 (P = (45)
2 Participants with BMI = 30kg/m?
Legro 2007 29¢/1019 4621942 . 982 % 0431035 Q51 ]
Zain 2002 4/47 Ti4) R 8% 0511014, 190
Subtotal (95% CI) 1061 983 100.0 % 0.43 [ 0.36, 0.51 |
Total events: 300 (Metformin), 469 (Clomifens)
Heterogeneity: Chi* =007, df = | (P=079), F =00%

Test for averall effec: Z = 9,06 (P < G00001)
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PKOS, KS direncli

Smgx5g 25mgx10¢g

Short letrozole Long letrozole P

group (n = 110) group (n = 108) t value
Number of ovulating patients 68 (61.8%) 71 (65.7%) 232 1
Total number of follicles 39404 6.7 03 8.0 01°
Number of follicles >14 mm 21+04 3.7+03 92 .03"
Number of follicles >18 mm 1.8+ 0.1 3.0+04 6.3 .03*
Pretreatment endometrial thickness (mm) 48104 45+086 0.64 A2
Endometrial thickness at hCG (mm) 10.4 + 0.6 11.2 + 06 0.90 11
Serum E2 (pg/mL) 315.5 4+ 60.2 338 +70.3 2.0 .08
Serum progesterone (ng/mL) 9.0+ 0.8 10.3 £ 1.0 1.5 n:
Pragnancy/eycle | 98/005 (12.4%)  38/219 (17.4%)  X° — 4.37 @
'M%rr_:acg'e'praﬁnt 5/28 (17.9%) 7/38 (18.4%) =012 o4

Fertility and Sterility® Vaol. 92, No. 1, July 2009



KS direncli PKOS — Al vs Met+KS

2.5 mg 1500 mg 2 ay ve sonral50 mg
Group A Group B
(letrozole group) (combined metformin-CC group)

(n = 123) n = 127) t x° P value
Total no. of faoliicles 44 £04 6.8 103 4.3 042°
No. of follicles >14 mm 21403 3.74105 8.13 .008*
Na. of follicles >18 mm 23+01 31408 5.03 .0o3®
Pretreatment engometrial thickness 55+ 058 531086 131 22
Endometrial thickness at hCG (mm) 9.5 £ 0.2 9.1+01 1.44 53
Serum Ey (pg/ml) 258 + 62.2 386 1+ 88.3 4.12 022"
Serum P (ng/mL) 73108 1MM&ax£12 B6.33 .024*
Duration of stimulation (d) 122+ 1.3 8.1+28 4.0 036"
Qvulation/cycle 185/285 {64.9%) 207/297 (69.6%) 1.63 .
Prre_mancy%ie 42/285 (14.7%) 43/207 (14.4%) 1.32

scarrage/patiant 4(10.2%) 4 (9.5%) 1.73 =

Fertility and Sterility® Vol. 94, No. 4, September 2010



PKOS- KS vs Al

Letrozole (n = 32) CC(n = 32)
Parameters Mean = SD Range Mean + SD Range P value
Follicular development by day 18.84 = 3.17 14-23 16.19 + 3.47 12-22 <.001
16 (mm)
Serum E; onday of hCG (pg/mL) 444,03 = 8542 310-650 817.75+ 286.70 55-1,232 <.001
Endometlrial development by 10.37 = 1.2 8-12 9.03 + 0.89 7-14 <.001
day 16 (mm)
Serum P on day 21 (na/mL) 19.09 = 10.47 3-37 13.90 + 12 2-35 <.05

7.5mg 150 mg

Letrozole CC
(n = 32) (n = 32

Parameters No. % No. % P value

20/32 62.50 12/32 37.50 <.05%
13/32 40.62 6/32 1875 >.05°
13/20 65 6/12 50 >.05°

ovulatory
patients

Fertility and Sterility® Vol. 92, No. 3, September 2009
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Pioglit Metformi e
!
o lugeard
Study® Methodological quality Participants Intervention
Randomization  Blinding  Concealment ITT  Country Baseline Withdrawal Age experiment/ Duration Pioglitazone/metformin
comparable control group (month)

Naka, 2011% Yes Not used NR NR  Greece Yes 2 B6+51/22+386 8 30 mg daily/850 mg 2 times daily
Ortega-Gonzalez, 2004 Yes Yes Yes NR  Mexico Yes 23 252+48/29+45 8 30 mg daily/850 mg 3 times daily
Cho, 2009% Yes Not used NR NR  England Yes 0 264+15 3 45 mg daily/500 mg 3 times dally
Ortega-Gonzalez, 2005°° Yes Yes Yes NR  Mexico Yes 17 28.8+09/29.0+08 6 30 mg daily/850 mg 3 times daily
Zhang, 2008% Yes Yes Yes NR China Yes 0 27431301 3 15 mg daily/500 mg 3 times daily
Lu, 2011°® Yes Yes Yes NR  China Yes 0 29+31/30+28 3 30 mg daily/850 mg 3 times daily

Current Medical Research & Opinion Vol. 28, No. 5, 2012, 723—-730



Hiperinsulinemi

Pioglitazone v  Metformin

Katerina K. Naka (2011)%> * -0.34(-1.07, 0.39) 10.53
C. Ontega-Gorzalez (2004)2% - -0.54(-1.23, 0.14) 12.07
L.W. Gho (2009)°° . -0.77(-1.69, 0.14) 6.82
C. Ortega-Gonzalez (2005)2° ' 0.01(-0.65, 0.67) 12.91
Zhang Na (.2008)%7 — -0.54(-0.95, -0.12) 32.36
Lu Shan (:2011)2> gt -0.18(-0.65, 0.30) 25.32
Overall (-squared= 0.0%, p=0.621) <_| > 1037 (-0.67, -0.13) 100.00
. :
1.7 0 1.7

Current Medical Research & Opinion Vol. 28, No. 5, 2012, 723—-730



insulin direncinde iyilesme

Pioglitazone v  Metformin

C. Ortega-Gonzalez (2004)°4 . -0.46(-1.14, 0.23) 13.64
L. W. Gho (2008)°° — -0.76(-1.67, 0.15) 7.63
C. Ortega-Gonzalez (2005)-C . 0.06(-0.60, 0.72) 14.41
Zhang Na (2008)°" —iL -0.58(-1.00, -0.16) 35.92
LU Shan (2011)22 i — 0.01(-0.46, 0.49) 28.39
Overall (I-squared=30.0%, p=0.221) < > -0.32(-0.57, -0.06) 100.00
;
-1.7 0 17

Current Medical Research & Opinion Vol. 28, No. 5, 2012, 723-730



aclik kan sekerinde dusme

Pioglitazone v  Metformin

Katerina K. Naka (2011)>> - -0.18(-0.91, 0.55) 11.35
C. Ontega-Gornzalez (2004)°* — - 0.17(-0.50, 0.85) 13.33
C. Ortega-Gorzalez (2005)°° . 0.07(-0.59, 0.73) 13.76
Zhang Na (2008)>" e -0.20(-0.62, 0.21) 35.60
Lu Shan (2011)%8 —— -0.59(-1.07, -0.11) 25.96
A
Overall (I-squared=6.9%, p=0.367) <\/> -0.21(-0.486, 0.03) 100.00
] 1
17 0 17

Current Medical Research & Opinion Vol. 28, No. 5, 2012, 723-730



VKI

Pioglitazone v  Metformin

Katerina K. Naka (201 1)23
C. Ortega-Gorzalez (200427

LW Gho (2009)°>
C. Ortega-Gonzalez (.22005)‘?6

- 0.23(-050, 0.97) 10.50

1 i 0.64 (-005, 1.33) 11.78

— 0.39(-0.50, 1.28) 7.15

- 0.51(-0.17, 1.18) 12.35
——— 0.18(-0.23, 0.59) 33.06

Zhang Na (2008)27 ;
Lu Shan (2011 )28 —<>—— 0.00(-0.47, 0.48) 25.15
Overall (I-squared=0.0%, p=0.698) <> 0.25(0.01, 0.49) 100.00
] 1
1.7 0 17

Current Medical Research & Opinion Vol. 28, No. 5, 2012, 723—-730



testosteron seviyesinde dusme

Pioglitazone v  Metformin

Katerina K. Naka (2011)>° - 0.28(-0.46, 1.01) 12.96
. 26
C. Ortega-Gonzilez (2005) —- 0.18{-0.49, 0.84) 15.74
Zhang Na (2008)°” i -0.31(-0.73, 0.10) 40.58
Lu Shan (2011)°° - -0.32(-0.79, 0.16) 30.73
,/A\w‘
Overall (Fsquared=8.5%, p=0.351) <P -0.16 (-0.42. 0.10) 100.C
| |
17 0 17

Current Medical Research & Opinion Vol. 28, No. 5, 2012, 723-730



Ferriman Gallwey skorunda azalma

Pioglitazone v  Metformin

Katerina K. Naka (2011)2°
C. Ortega-Gonzalez (2004)°*

. 26
C. Ortega-Gonzalez (2005)
Zhang Na (2008)°

Overall (I-squared=0.0%, p=0.928)

- -0.17 (-0.80, 0.56) 15.30

- 0.08(-0.58, 0.77) 18.01

> 0.10(-0.57, 0.76) 18.52
-0.07(-0.49, 0.34) 48.17

L~ -0.03(-0.31, 0.26) 100.00

Current Medical Research & Opinion Vol. 28, No. 5, 2012, 723-730



Met + yasam degisiklikleri

Pasquall, 2000
(Pasquall
et al, 2000)

Vanky, 2004
(Vanky etol,
2004)

Gambinen,
W6

(Garrbinen
ctal., 2006)

Targ, 2006
(Targ etal,
2006)

Setting

Outpatiert dinic
(endocrine and

gastroenterology)

Oupatient chinic
(gymaecology and
infertility)

University
medical centre,
endocnne
dmision

Inferulity tlinic

Sample
size

LS + MF:
10
LS+ P8

LS + MF:
17
LS+ P2l

LS + MF;

LIS+ P19

LS + MF:

LS+ P&

PCOS
diagnostic
criteria

Rotrerdam
oriteria

Roterdam
criteria

Rowerdam
onena

Rotterdam
oritena

Inclusion
criteria

BMI > 28 kg/m"
and waist w hip
ratio >08

Diagnosis of PCOS
before pregrancy,
age |B-40,
gestauon 5~ 12
weeks, singleton
fetus by US

Reproductive age
(18-45),

8M| = 28 kg/m’.
waist
crcumigrence
>88cm

BMI = 30 kg/ ',
18-39 years old
and a desire
conceive Presence
of atleastone
patent Fallopian
tube, normal semen
analysis, normal
PRL, thyroid, renal
and liver function,
haematological
indices induding
BI2, negative Bheg

Exclusion
criteria

DM2,
cardiovascular,
renal or liver
dysfuncdon, diet or
medication 3
monghs prior to
study

Known liver disease,
er > 130 mmal/l,
known alcobhol
abuse, DM,

FBGL > 5.6, onoml
gucocorticoids or
anry drug known to
Interfare with MF
Use of any
medcations,
sgnificant
modfication in
waight within
previous 3 m,
denng

Concurrent
harmone therapy
within the previous
bweeks, any chronic
dis thaz could
interfere with
abseorption,
dstbution,
memabolism or
excrevion of
medormin, renal or
liver dis. Sig systemic

dsor OM2, rregudar

menses dueto
pathology of genal
Tact

Primary
outcomes

Bady
compasition, fat
distnbution,
androgens,
insulin, glucose

Androgens

Androgens

Menstrual cycle,
anthropometric
measurements,
endocrine
parameters,
maulin
sensitvity, lipids

Mean
age
(years)

LS 4+ MF
308
(7.4).

LS 4P
323(5.0)

LS + MF;
289
(4.8).
1S4
283(3.7)

LS 4+ MF:
28(8)
LS + P
26(5)

LS 4+ MF:
29.7
(3.7),
1S+ P
298(38)

Mean
BMI
(baseline)

LS 4+ MF
398(79),
LS4+ P:396
69)

LS+ MF.
320(63).
1S4+ P94
(82)

LS+ MF 35
(4)

LS+ P37
(5)

LS+ MF:
38.1 (508)
LS+ P379
(65)

Lifestyle modification

2372 studios tif

2841 of studies excluded |

through h
19 excluded
Ressons for exclission

31 of full test articles 30 Purticipants had both L & WP

wivenied for sligibility 3 Participants took other drugs
{ orlstst, OCF)
1 1 noa-FCOS panticipants

12 of studies included S full tant were not available

In qualitative synthetis (conferenion abstracts & poster)

12 of studies included in
quantitative synthesis

(mets-enalyus)

Metformin
dose

12001400 keal/day. 50% 850 mgbd

CHO, 20% protein, 30% fat

Verbal and written diet and 850 mg/day

lifestyle counselling at inclusion  for first week

and after GDM diagnosis followed by
850 mgbd

500 kcal defiar, final 850 mg bd

compoution ranged 1200

1400 kcal/ day

Verbal and written advice, B50 mg bd

500 keal/day deficie, S0%

CHO, 10% faz, encouraged to

adhere to regime at monthly

viats. Encouraged to increase

dally exercise by |5 min buznot

formally assessed.

Duration

6 months

from week
5-120f
pregnancy
ull post-

12 months

6 months

Human Reproduction Update
doi:10.1093/humupd/dmv025



2841 of studies excluded |

19 excluded

Bearon: for exciusion
10 Participants had both LM & MF
3 Participants took other drugs

31 of full-test articles
aiventad for sligibility
uded

otlatat, OCF)
1 noa-FCOS panticipants
S full tant were not available

Met + yasam degisiklikleri

Hoeger, 2008

(Hoegeraral,
2008)

Haoeger, 2004
(Hoegeretol,
1004)

Karimzadeh,
2010
(Karimizadeh
ard Javedani.
2010)

Ladson, 2011
(adolescares)
(Ladson et al,,
201 1a)

Setting

Community or
local phynician
referral

Durect
advertisement,
referral from
physicians,
reproductive
endocrinology
clinic

Infertility dinic

Sample PCOS
size diagnostic
criteria

MF:6 NiH criterta
S8

LS + MF  NIH criera

LS 4 Pl
M9

LS + MF  Rotterdam
50 criteria
LS: 75

LS + MF  NIH criwra
1
LS4 Pl

Inclusion
criteria

Age12-18.
BM| > 95t
percengle,
postmenarchal

BMI > 28 kg/m',
norrmal TSH, PRL
FSH and metabolic
profite, DHEAS, 17
O progest=rone
and 24 h UFC.
negative Bheg

Age |9-35, Bl
25-299 kg/m’
with primary
Infertility, normal
thyrowd, fiver and
lodney funcoon,
PRL. negative hCG,
spouse with spem
concentration

=20 mithon /rml,
motility > 50%,
morphology = 30%
age 13-18.8M
>27 kg/m'.
otherwise healthy

Exclusion
criteria

Any hormonal
therspy or insufin
mgitizens in
previous 2 months

Ay hormonal
medication within
the last 2 moniths
before emtry, not
dieung atthe sme of
entry

ahing MFin
previous 8 weeks

Use of any
confoundng
medicatons
{hormonal
contraceptives.,

medications)

Primary Mean Mcan Lifestyle modification
outcomes age BMI
(years) (baseline)

Androgens, MF: 16 MF: 350 500 keal/day deficit. 30 min/
lipndls (LB 83 day of mod to incense actmty,

e b & poster)

12 of studies included in
quuentitative synthesis
(mets-enalyus)

Metformin  Duration
dose

850 mg ba & months
(szarted with

154(1.2) L5360 Clised group format with 5-6 425 mgand

(62) subjects par group (165255100
core cumiculum) hards on
kitchen training, behwvioural

was increased
wradually)

support including peer support.

electrone

communications + structured

Rroup exrcse weekly
Owdaton LS ¢ MF, LS4 MF Modified from Disbetes
recrulment, 304 (54) 417(62) Prevenvon Trial aim for7 -
dropout and [S:27.1 LS 40(74) |0% weighw loss, 500~

850 mg bd 48 weeks

comphancawith (4.3), MF:37.) 1000 kca!/ day deficr, S0%
a long-temm MFE295 (49) CHO, 25% protein, 25% fat,
Idestyle (64) weeldy Interactive group
Inzerventon in sdducation and monitonng (2
PCOS groups of 10 individuals) and 24

woeks maintenance (Diweskly

progress monitoring and goup

support meetings)
mammal cycle, LS+ MF LS+ MF SO0 kal/day deficic 50-60% 500 mg/dyy 6 months
waist 27.33 747 (1,73) CHO, |5-20% protain, 25—  gradually
drcumference,  (234) L& 2792 30% fatand 35 trmes a week  increased to
lipids. endocrine  LS:27.84 (1.05) exercisa of 20~ 60 min both 1.5 g/day
parameers (269) aerobic and sTengh traning

Androgens LS4+ MF LS+ MF 3d food log, 500 kel /day

S00mg/day 6 months

r| 371 (58)  deficn SSNCHO, | 5% protein, gradually
(1.5}, LS4 P-359 30% fat goalof > 7% weight  increased to
LS4+ P (66) loss. monithly review biya 2 g/ day every
154(1.2) dietian and a persoral trainar. 5 days

150 min/week acrobic

exercise including an
oppornity to attend >2
sessions per week 3 fitness
facility

Human Reproduction Update
doi:10.1093/humupd/dmv025




2172 %ot 2841 of studies exchuded |

through h
19 weluded
Bearon: for exciusion
[ 31 of full-test articles 10 Purticipants had both LM & MF
Atyeriad for ol 3 Participants took other drugs
{ ¢ otlatat, OCP|

Met + yasam degisiklikleri e

12 of studie: included in

quantitative synthesis
(mets-enalyus)
ladsen, 2011 Twoademic LS+ MR NiH oiteria  Age21-39, Use of any Owuiaton, LS +MF: LS+ MF: 500 kcal/day deficit. goalof 500 mg/day  6months
(adults) medial centres 22 otherwise healthy, confounding meds  androgens 29(45), 380(78) >7% weightloss, |50 min/ gradually
(Ladson et al., LS 4+ P16 any BMI (hormanal LS4+ P LS+ P:38.3 week aerobic exercise with an  increased to
201 1b) CONLracepives, 288 (4.6) (BO) opporuinity 1o attand > 2 2 g/day every
dabetic sessions per week a fitness 5 days
medications) facility, a daily physical activity
log once per month and
monthly st of aerobic capacity
Edahanian,  Endocrine dinic  MF: |7 Rotterdam  Age20-30, DM2, smoking, CRP. insulin MF-21.9 MF: 311 Dietitian review for 5-10% 500 mg bd, 12 weeks
2012 1513 critena BMI = 27kg/m®  alcoholuse, taking  resistance (93).18 (33) waeight loss; frequent contacts  gradually buile
(Esfabanian sex steroids ordrugs (die£):20 LS 34 {phone, email and visit) weekly to | pbd
etal,2013) ferown to affect (4.6) (54) o support diet programme
lipids and weight
dunngtheprecading
3m
Ona. 2010 Endocrinedinic LS4 MF: NIH aitena  Age20-34, Cushing, thyroid.  Endocrineand LS + MF: LS 4+ MF: 1500 keal/day diet. 50% CHO, 500 mg/day 4 months
(Ozaeral, 14 negative Bhcg any  late CAH, DM, high mebolic 25.47 324(67)  20% protein, 30% fat, minimum week |,
2010) LS+ P15 8Ml kg/m’ PRL, parameters (4.82), LS+ P:35.6 of 40 min daily briskwall, 4 Increased to
androgen-secreting LS4+ P (498) times/week. monthly visits 500 mgbd at
wmours, Hepaticor 247 week 2 and
renal dysfuncdon, (3.46) 750 mg bd
severe infections, weelk 3
CVD, nomedsforat
least 3 m prior o
study
Cuni, 2012 Obswetricsand  MF: 15 Rotmrdam  Age |8-34, Cushing, thyroid. Menstrual MF:246 MR 314 500 keal defiar. 50% CHO, 850 mg bd & months
(Curietal, gynaecology LS: 12 critenia BMI >25kg/m’,  late CAH, DM, high patem (L3),1S: (14) 20% prozein, 30% fat. 30 min
2012) clinic) sedentary lifestyle  PRL, 263(14) LS 318 walk and 3 self-welght
(presentaton for androgen-secreting (1.6} regstance exercse (1otal
hirsutism or wmours, HTN, Gl 40 min). record of food intake
menstrual hepatic or renal and physical activity on a dally
disturbances) dysfuncdon, card, monthly review by
hormonal or other dietitian
medications
interfering with
weight in the
eceding 6 months
Em ,rf,d, Human Reproduction Update

doi:10.1093/humupd/dmv025



VKI

Metformin plus lifestyio Placebo plus lifestyle Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SO Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gambiner 2008 33 5 20 a5 5 19 17% -200[-5.14,114] v
Hoeger 2004 41.72 g.18 5 4063 7.98 8 02% 1.09[-8.67,10.85) »
Hoeger 2004 0 0 0 0 0 0 Not estimable
Karimzadeh 2010 2747 173 80 2792  1.05 75 91.0% -0.75[-1.18.-0.32) )
Ladson (adolescent) 2011 371 58 11 359 6.6 11 06% 1.20[-3.99, 6.39]
Ladson (adult) 2011 38 7.8 55 383 B 59 20% -0,30[-3.20, 260
Pasquali 2000 364 74 10 38 6.2 8  04% -1.60[-7.88, 4568
Tang 2006 37.1 5.04 56 374 63 66 4.1% -0.301-231,171]
Vanky 2004 0 0 0 0 0 0 Not estimabla
Total (95% CI) 247 246 100.0% -0.73[1.14, -0.32) &
Heterogeneity: Chi* = 1.63, df = 6 (P = 0.95); I’ = 0% ¢_10 _¢5 0 5 104

Test for overall effect: Z = 3.50 (P = 0.0005)

Insulin AUC

Favours [Metfiormin+L5]  Favours |Placebot LS|

Lifestyle+meatformin Lifestyle+/-placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SO Total Mean SD_ Total Waight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gambiner| 2006 15,150 11,4514 20 12,612 7.052 M 327% 0.26 [0.37, 0.B9] =
Hoeger 2004 3060975 229338 6 2001384 1203546 8 11.0% 058 [-0.57, 1.67] <
Ladaon indolescent) 2011 1419278 16,632 562 9 907143 3.0036 7 13.0% 0.38 [-0.62, 1.38] ¥
Ladson (adult) 2011 804526 531289 19 8,669 509402 1B 283% 012 [-0.79, 0.55] -
Pasquall 2000 16,730 14,425 10 15,120 6,861 i 15.0% 0.13 [-0.80, 1,06] &
Total (85% CI) 64 57 100.0% 0.18 ‘-0.1 8, 0.55]
Hoterogenedy: Chi* = 1.48, af =4 (P = 0 83). F=0% 20 5 ) H 10

Test for overall sftect: Z = 1,00 (P = 0.31)

Favours [LS=metformin] - Favours [LS+"-placebo]

Human Reproduction Update
doi:10.1093/humupd/dmv025



Aclik kan sekeri

Metformin plus lifestyle Placebo plus lifestyle Mean Difference Mean Difference
Study or Subgroup Meon S0 Total  Mean SD _ Total Weight IV, Fixed, 85% Ci IV, Fixed, 95% CI
Gambineri 2008 91 g 20 89 10 19 318% 2.00[-3.98, 7.98)
Hoeger 2004 81.24 10.3 6 9883 65.52 8 128% -7.59[-16.99, 1.61] =T
Ladson (adolescent) 2011 82.22 8.0¢8 9 B83.38 5.65 8 251% -1.16(-7.86,5.54] .
Lagson (adult) 2011 84.52 10.61 21 805 1049 16 24.0% -498[-11.84, 1.88] =
Pasquall 2000 0 17 10 85 " 8 6.7% -5.00[-18.00, 8.00) €
Total (85% Cl) 66 53 100.0% -2.16 |-5.51, 1.20' q
Heterogeneity: Chi* = 4.06, df =4 (P = 0.40), ¥ = 1% H oo =0 0 & 100
Test for overall effect: Z= 1.26 (P =0.21) Favours [Metformin+LS| Favours |Placebo+.S|

Human Reproduction Update
doi:10.1093/humupd/dmv025



Subkutan yag dokusu

Matformin plus lifestyle Placebo plus lifestyle Mean Diffarance Mean Difforence
Study or Subgroup Mean SO Total Mean SD _ Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gambinen 2006 402 135 20 496 138 19 69.8% -94.00[-179.74, -8.26) 2
Pasquali 2000 485 170 10 574 111 8 302% -89.00[-21945, 41 45) =T
Total (85% CI) 30 27 100.0% -<92.49 [-164.14, -20.84)] L 2
A ? =1 = “P= F 4 + 4
Heterogeneity, Chi? =0.00, df =1 (P =095), F=0% 000 -500 5 500 1000

Tes! for overgll effect. Z=2.53 (P =0.01)

Favours [MefformintLS] Favours [PlacebotLS]

Mensturasyon

Metformin plus lifastyle Placebo plus lifestyle Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean sSD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gambineri 2006 4.3 15 20 3.2 1.2 19 79.6% 1.10[0.25, 1.95] =
Hoeger 2004 24 2.68 6 213 2.1 8 68% 027264, 318)
FPasquali 2000 AT 21 10 8.6 23 8 13.6% 1.20[-0.88, 3.26] S (T
Total (95% Cl) as 35 100.0% 1.06 [0.30, 1.82] g

o t= = = e i ¥ t 4
Heterogeneity: Chi* = 0 31, df =2 (P = 0.86), ¥ = 0% 10 5 0 i 10

Tesl for overall effect: Z=2.73 (P = 0.008)

Favours [Placebo+LS] Favours [Metformin+LS]

Human Reproduction Update
doi:10.1093/humupd/dmv025



Metformin v Plasebo + fiziksel aktivite

Glucose (mg/dl)
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Statinler- VKI

Mean Mean
Study or subgroup Statin Control Difference Weight Difference
N Mean(SD) N Mean(SD) IV,Fixed,95% Cl IVFixed,95% ClI
| Statin vs placebo
Raja-Khan 201 | 9 382 (84) I 35.8 (10.8) 33% 240[-6.02,10.82]
Sathyapalan 2009 19 33.16 (6.1) 18 3392 (594) — & 154 % 076 [-4.64,3.12]
Subtotal (95% CI) 28 29 —— 18.6 % -0.21 [ -3.73, 3.32 ]
Heterogeneity: Chi> = 045, df = | (P = 0.50); I* =0.0%
Test for overall effect: Z=0.11 (P =091)
2 Statin versus statin with oral contraceptive pill
Duleba 2006 24 21.8 (2.45) 24 229 (343) - 81.4 % -1.10[-2.79,059 ]
Subtotal (95% CI) 24 24 - 81.4% -1.10[-2.79,0.59 ]

Heterogeneity: not applicable

Test for overall effect: Z = 1.28 (P = 0.20)
Total (95% CI) 52 53 - 100.0 %  -0.93 [ -2.45, 0.59 ]
Heterogeneity: ChiZ = 0.65, df = 2 (P = 0.72); I =0.0%

Test for overall effect: Z = 1.20 (P = 0.23)

Test for subgroup differences: Chi2 = 0.20, df = | (P = 0.65), 1> =0.0%

Favours Statin Favours Control

Statins for women with polycystic ovary syndrome not actively trying to conceive (Review)
2011 The Cochrane Collaboration



Bel cevresi

Mean Mean
Study or subgroup Statin Control Difference Weight Difference
N Mean(SD) N Mean(SD) IV,Fixed,95% ClI IV,Fixed,95% Cl
| Statin versus placebo
Sathyapalan 2009 19 989 (9.59) 18 98.7 (891) 100.0 % 020 [-5.76,6.16]
Total (95% CI) 19 18 100.0 % 0.20 [ -5.76, 6.16 ]
Heterogeneity: not applicable
Test for overall effect: Z = 0.07 (P = 0.95)
Test for subgroup differences: Not applicable
-10 -5 0 5 10
Favours Statin Favours Contro

Statins for women with polycystic ovary syndrome not actively trying to conceive (Review)
2011 The Cochrane Collaboration



Testosteron

Mean Mean
Study or subgroup Statin Control Difference Weight Difference
N Mean(SD) N Mean(SD) IV,Fixed,95% ClI IV,Fixed,95% Cl

|_Statin versus placebo
Raja-Khan 201 | 9 1.63 (0.74) Il 262 (151 — = 78 % -0.99 [-2.00,0.02]
Sathyapalan 2009 19 29 (0.44) 18 4.3 (0.85) —— 413% -140 [-1.84,-096 ]
Subtotal (95% CI) 28 29 - 49.1% -1.34[-1.74,-0.93 ]

Heterogeneity: Chiz = 0.53, df = | (P = 0.47); 2 =0.0%
Test for overall effect: Z = 649 (P < 0.00001)

2 Statin versus statin with oral contraceptive pill

Duleba 2006 24 1.76 (0.7) 24 224 (0.7) —- 509 % -0.48 [ -0.88, -0.08 ]
- 50.9%  -0.48 [ -0.88, -0.08 |

Subtotal (95% CI) 24 24
Heterogeneity: not applicable

Test for overall effect: Z = 2.38 (P = 0.018)

Total (95% CI) 52 53 - 100.0 % -0.90 [ -1.18,-0.62 ]
Heterogeneity: Chi? = 932, df = 2 (P = 0.01); 1> =79%

Test for overall effect: Z = 6.24 (P < 0.00001)

Test for subgroup differences: Chi2 = 8.79, df = | (P = 0.00), I* =89%

Favours Statin Favours Control

Statins for women with polycystic ovary syndrome not actively trying to conceive (Review)
2011 The Cochrane Collaboration



Total kolesterol

Mean Mean
Study or subgroup Statin Control Difference Weight Difference
N Mean(SD) N Mean(SD) IV,Fixed,95% Cl IV,Fixed,95% ClI

| Statin versus placebo
Raja-Khan 201 | 9 343 (051) [ 499 (0.87) —&- 294 % -1.56 [-2.17,-095]
Sathyapalan 2009 19 34 (0.87) 18 4.6 (0.85) L 359 % -120[-1.75,-0.65 ]
Subtotal (95% CI) 28 29 > 65.2% -1.36 [ -1.77,-0.95 ]

Heterogeneity: Chi> = 0.73, df = | (P = 0.39); I* =0.0%
Test for overall effect: Z = 649 (P < 0.00001)
2 Statin versus statin with oral contraceptive pill

Duleba 2006 24 4.5 (0.89) 24 525 (1.09)

Subtotal (95% CI) 24 24
Heterogeneity: not applicable

Test for overall effect: Z = 2.61 (P = 0.0090)

Total (95% CI) 52 53 - 100.0 %  -1.15 [ -1.48, -0.82 ]
Heterogeneity: ChiZ = 3.69, df = 2 (P = 0.16); 2 =46%

Test for overall effect: Z = 6.79 (P < 0.00001)

Test for subgroup differences: Chi? = 2.96, df = | (P = 0.09), I =66%

+

348 % 075[-131,-0.19]

34.8% -0.75[-1.31,-0.19 ]

'

Favours Statin Favours Control

Statins for women with polycystic ovary syndrome not actively trying to conceive (Review)
2011 The Cochrane Collaboration



LDL Kolesterol

Mean Mean
Study or subgroup Statin Control Difference Weight Difference
N Mean(SD) N Mean(SD) IVFixed 95% Cl IVFixed 25% C|

| Statin versus placebe
Raja-Khan 201 | 9 1.78 (05) Il 309 (07) 281 % -1.31 [-1.84, -078 ]
Sathyapalan 2009 9 I.B (0.87) I8 27 (042 W— 410% 090 [-1.34, -046 ]

Subtotal (95% CI) 28 29 = 69.2% -1.07 [ -1.40, -0.73 |

Heterogeneity: Chi2 = 138, df = | (P = 0.24)  =27%

Test for overall effect Z = 622 (P < 0.00001)
2 Statin versus statin with oral contraceptive pill
Duleba 2006 24 211 (0.89) 24 283 (0.89) —— 308'% 07271-1.22, 022

Subtotal (95% CI) 24 24 — 30.8% -0.72 [-1.22,-0.22 |

Heterogeneity: not applicable

Test for overall effect Z =280 (P = 0.0051)
Total (95% CI) 52 53 = 100.0 %  -0.96 [ -1.24, -0.68 ]

Heterogeneity: Chit = 264, df = 2/(P = 0.27); I* =24%
7

Test for subgroup differences: Chiz = 126, df = | (P =026), # =21%
2 P

Nk O -) l

Favours Statin Favaurs Cantro

Statins for women with polycystic ovary syndrome not actively trying to conceive (Review)
2011 The Cochrane Collaboration



HDL Kolesterol

Mean Mean
Study or subgroup tatin Control Difference Weight Difference
N Mean(SD) N Mean(SD) IV.Fixed 95% Cl ViFixed 35% Cl
| Statin versus placebo
Raja-Khan 201 9 1.24(031) I 1,22 (022) # 367 % 002[-022.026]
Sathyapalan 2009 ] 1.08 (0:44) I8 1.1 (038) —— 304 ¢ -002[-028,024]
Subtotal (95% CI) 28 29 - 67.1 % 0.00 [ -0.18, 0.18 |
Heterogeneity: Chi? = 0.05, df = | (P = 0.83): 12 =0.0%
Test for overall effect Z = 0.02 (P = 038)
|
Duleba 2006 24 |.85 (051) 24 1.7 (0.38) b 329 ¢ 006[-0.19,031]

Subtotal (95% CI) 24 24
Heterogeneity: not applicable

Test for overall effect: Z = 046 (P = 0.64)

Total (95% CI) 52 53
Heterogeneity: Chi* = 0,18, df = 2 (P = 0.91); I =0.0%

Test for overall effect: Z = 028 (P = 0.78)

Test for subgroup differences: Chiz = 0.13, df = | (P=071), * =0.0%

100.0 %

0.06 [ -0.19, 0.31 |

0.02 [ -0.12, 0.17 ]

Favours Statin Favours Costrol

Statins for women with polycystic ovary syndrome not actively trying to conceive (Review)
2011 The Cochrane Collaboration



Trigliserid

Mean Mean
Study or subgroup Statin Control Difference Weight Difference
N Mean(SD) N Mean(SD) IV,Fixed,95% Cl IV,Fixed,95% Cl
| Statin versus placebo
Raja-Khan 201 | 9 0.86 (0.27) I 1.46 (0.5) — & 33.5% -060 [-0.94,-0.26 ]
Sathyapalan 2009 19 1.08 (0.57) 18 169 (1.15) “~——®*—— 1.4 % -061 [-1.20,-0.02 ]
Subtotal (95% CI) 28 29 ——— 44.9%  -0.60 [ -0.90, -0.31 ]
Heterogeneity: Chi* = 0.00, df = | (P = 0.98); I* =0.0%
Test for overall effect: Z = 3.97 (P = 0.000071)
2 Statin versus statin with oral contraceptive pill
Duleba 2006 24 1.01 (0.32) 24 1.3 (0.59) —l— 55.1 % -0.29 [-0.56, -0.02 ]
Subtotal (95% CI) 24 24 —— 55.1 % -0.29 [ -0.56, -0.02 ]

Heterogeneity: not applicable

Test for overall effect: Z = 2.12 (P = 0.034)
Total (95% CI) 52 53 - 100.0 % -0.43 [ -0.63, -0.23 ]
Heterogeneity: Chiz = 2.34, df = 2 (P = 0.31); 1> =15%

Test for overall effect: Z = 4.23 (P = 0.000023)

Test for subgroup differences: Chi2 = 2.34, df = | (P = 0.13), 12 =57%
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HS CRP

Mean Mean
Study or subgroup Statin Placebo Difference Weight Difference
N Mean(SD) N Mean(SD) IV,Fixed,95% Cl IV,Fixed,95% Cl
| Statin versus placebo
Raja-Khan 201 | 9 4.3 (5.4) [ 6(7.3) = 31.8% -1.70 [-7.27,3.87 ]
Sathyapalan 2009 19 34 (4.79) 18 57 (6.79) —i 68.2 % =230 [-6.11, 1.51]
Total (95% CI) 28 29 —— 100.0 %  -2.11[-5.25, 1.03 ]
Heterogeneity: Chi? = 0.03, df = | (P = 0.86); I =0.0%
Test for overall effect: Z = 1.32 (P = 0.19)
Test for subgroup differences: Not applicable
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Aclik insulin

Mean Mean
Study or subgroup Statin Control Difference Weight Difference
N Mean(SD) N Mean(SD) IV,Fixed,95% ClI IV Fixed,95% Cl
| Statin versus placebo
Raja-Khan 201 | 9 21 (11.8) | 159 (6.7) * 89 % 510[-357, 1377]
Sathyapalan 2009 19 124 (7.41) 18 176 (10.18) <~ ®&— 20.1 % -520[-1096, 056 ]
Subtotal (95% CI) 28 29 e 289 %  -2.04[-6.84,2.76 ]
Heterogeneity: Chi2 = 3.76, df = | (P = 0.05); I =73%
Test for overall effect: Z = 0.83 (P = 0.40)
2 Statin versus statin with oral contraceptive pill
Duleba 2006 24 9.7 (49) 24 9.9 (5.88) I 71.1 % -020[-326,286]
Subtotal (95% CI) 24 24 71.1 %  -0.20 [ -3.26, 2.86 ]

Heterogeneity: not applicable

Test for overall effect: Z =0.13 (P = 0.90)
Total (95% CI) 52 53 — 100.0 %  -0.73 [ -3.31, 1.85 ]
Heterogeneity: Chi2 = 4.16, df = 2 (P = 0.12); > =52%

Test for overall effect: Z = 0.56 (P = 0.58)

Test for subgroup differences: Chi? = 040, df = | (P = 0.53), 1> =0.0%
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PKOS'DA YAYGIN OLARAK GORULEN
PSIKOLOJIK SORUNLAR

e Duygusal bozukluklarin PKOS olmayan kadinlara gére
PKOS'lu kadinlarda daha sik oldugu gosterilmistir.
PKOS'lu kadinlardaki depresyon prevalansi, %40
kadar yuksek bulunmustur.

 PKOS'lu kadinlarin %23.9 ve %25.2'sinde, Beck
Depresyon Olcedinde (BDO) klinik olarak anlamli
sirasiyla hafif ile orta agirlikta skorlar elde edilmistir.

 PKOS'lu kadinlarda PKOS olmayan kadinlara gore,
sosyal olarak icine kapanma, yeme bozukluklar ve
anksiyete bozukluklari gérilme olasiligi daha
yuksektir.

Fertil Steril 2010;94:1565—-74



 PKOS'lu obez kadinlarin, PKOS olmayan obez
kontrollere gore depresif bozukluklar gelistirme
acisindan daha buyuk risk altinda oldugu
bulunmustur. (%44 v %7)

* Bu durum yine obezite varligindan bagimsiz olarak
PKOS'lu kadinlarin PKOS olmayan kadinlara gore
depresyon icin daha fazla risk altinda olabilecegini
distundiurmektedir.

Fertil Steril 2010;94:1565—-74



* Depresyon ve kronik stres gibi duygusal bozukluklar,
bagisiklik sistemi aktivitesinde ve proinflamatuar
belirteclerde artis olmasi gibi cesitli fizyolojik
degisikliklerle iliskilidir.

* Bu bozukluklar; sonuc olarak kardiyovaskdler
hastaliklar, diyabet ve kanser gibi hastaliklarin riskini
artirmaktadir.

* Muhtemelen inflamatuvar belirteclerin kronik olarak
yikselmesi sebebiyle, PKOS'lu kadinlarda yorgunluk,
depresif duygudurum, sosyal geri cekilme ve uyku
bozukluklari dahil olmak Gzere bazi hastalik davranisi
belirtileri gérulmektedir. Fertil Steril 2010;94:1565-74



* Proinflamatuvar sitokinler ve diger inflamatuvar
belirteclerdeki artis, PKOS olmayan kadinlar ile
karsilastirildiginda, PKOS'lu kadinlarda yorgunluk
artisi ve daha fazla sayida ve cesitlilikte uyku
bozukluklari dahil olmak Gzere cok cesitli hastalik
davranisi belirtilerinin bildirilmesinin sebebini
acitklamaktadir.

* Kontrol grubu ile kiyaslandiginda, PKOS'lu kadinlarda,
uykuda nefes bozuklugu, daha fazla gtindiz uyku hali
ve yorgunluk ve uykuya dalmada daha fazla zorluk

olmasi cok daha muhtemeldir.
Fertil Steril 2010;94:1565-74



e PKOS'lu kadinlarda uyku bozukluklarinin hafifletmek
sadece uyku kalitesini artirmaz, ayni zamanda
gliindiz yorgunlugunu ve depresif duygudurumunu
hafifletir, bu sayede de genel saglk durumunu
etkiler.

* |nflamatuvar belirteclerdeki artis ile iliskili olmasinin
yani sira, depresyonun anormal (genellikle artmis)
kortisol sekresyonu ile iliskili oldugu bildirilmistir.

 PKOS'lu kadinlarda, duygudurumundan bagimsiz
olarak genellikle kortisol sekresyonu anormallikleri

gorular.
Fertil Steril 2010;94:1565-74



e Kortizol, tum bireylerde stresli uyaranlara yanit
olarak salgilanmakta ve viseral yag ve
inflamasyondaki artisina katkida bulunmaktadir.

 Normal kadinlara gore PKOS'lu kadinlarda daha fazla
viseral yag ve inflamatuvar belirtecler oldugu icin ve
kortisol sekresyonu hiperandrojenizme katkida
bulundugu icin, bu mekanizma bu kadinlarda
dzellikle problemli olabilir.

* Yiksek VKIne sahip zayif kadinlarda, dustik VKI olan
zayIif kadinlara gore, yeni ve bilinen bilissel
laboratuar stresorleri uygulanmasindan sonra daha
fazla kortisol sekresyonu oldugu bildirilnrigitstri 2010,94:1565-74



* Metformin tedavisi stres reaktivitesini
etkilemeyebilecegi icin, stres azaltma girisimleri,
PKOS'lu kadinlarin tedavisi sirasinda 6nemli adjuvan

vaklasimlar

olabilmektedir.

 PKOS'lu kadinlarin cogunlugunda T duzeylerinin artmis
olmasi sebebiyle, PKOS'lu kadinlarin 6fkenin yani sira
inflamasyonu siddetlendirebilen diger negatif

duygulanim

 PKOS'lu kac
kaynaklana

lara abartili bir SSS yaniti vermesi olasidir.

Inlarda psikolojik stresten
nilecek olumsuz fizyolojik degisiklikleri

azaltacak o

an stres yonetimi girisimlerinin dnemi

vurgulanmaktadir Fertil Steril 2010;94:1565-74



Egzersiz

Psikolojik parametrelerle ilgili olarak, dizenli
egzersizin kilo kaybindan bagimsiz olarak viicut
imajini iyilestirdigi gérinmektedir.

Yapilan bir calismada, daha dnceden egzersiz
vapmayan PKOS'lu kadinlarda, baslangictaki vicut
dismorfik semptomatolojileri ile karsilastirildiginda,
kendilerinin bildirdigi 6 aylik diizenli (6rn, haftada 3
glin) ve orta yogunluktaki bir egzersiz program
sonrasinda anlamli olarak daha az miktarda viicut
dismorfik semptomu goruldigu teyit edilmistir.

Fertil Steril 2010;94:1565—-74



* Cocukluk déneminde egzersize yonelme, PKOS'un
semptomlarinin ortaya cikma ihtimalini azaltmada
Ozellikle 6nemli ve etkili olabilmektedir.

 PKOS'lu kadinlarin cocukluk dénemlerinde, PKOS
olmayan kadinlarla karsilastirildiginda, erkeksi
davranislara (6rn, daha erkeksi oyuncaklar ve
oyunlarin tercih edilmesi, diger kizlardan daha yuksek
aktivite dlizeyine sahip olunmasi) ilgi duyma ve
katilma oranlarinin anlamli miktarda daha fazla
oldugu teyit edilmistir .

Fertil Steril 2010;94:1565—-74



Diyet Degisiklikleri

* 16 hafta boyunca dusuk karbonhidratli, yiksek
proteinli bir diyete uymak Uzere rastgele atanan
PKOS'lu kadinlarda, depresyon ve benlik saygisi
acisindan anlamli diizelmeler gortlmustur.

* Yuksek karbonhidrat icerikli bir yemek sonrasinda
PKOS olmayan kadinlara gére PKOS'lu kadinlarda
proinflamatuvar belirtec sekresyonunun daha fazla
olabilecegi gosterilmistir.

* Kontrol grubu ile karsilastirildiginda PKOS'lu kadinlarda
hipergliseminin , inflamasyon acisindan dezavantajli
oldugu gosterilmistir.

Fertil Steril 2010;94:1565—-74



e Diyetin potansiyel olarak inflamasyon araciligiyla
duygudurumunu etkileyebilecegi ortaya
konulmaktadir.

e Yasam tarzi degisiklikleri duygudurumunda pozitif bir
katki saglayabilir.

* Yasam tarzi degisiklikleri ve psikolojik sagligin, bu
bireylerde cift yonli bir iliskiye sahip oldugu
gorinmektedir.

Fertil Steril 2010;94:1565—-74



Stres ve Duygudurumu Yonetimi

 Duygudurumunu iyilestirmesi ve stresi azaltmasinin
yani sira, stres yénetimi miudahalelerinin dahil oldugu
bilissel davranissal yaklasimlarinin, HPA ekseni
regulasyonunu normalize etme ve ayni zamanda SSS
aktivitesini dustirme yetenegine sahip oldugu
gorulmektedir.

e Stresle daha iyi bir sekilde basa cikmaya yonelik
gevseme ve bilissel davranissal terapi gibi teknikler,
PKOS'lu kadinlarda siklikla gorulen kortisol sekresyonu
anormalliklerini gidermek amaciyla kullanilabilir.

Fertil Steril 2010;94:1565—-74



Stres ve Duygudurumu Yonetimi

 PKOS'lu kadinlarda bilissel kognitif davranissal terapi
(BDT) ya da diger psikolojik midahalelerin kullanildigi
az sayida arastirma bulunmaktadir.

 PKOS'lu addlesanlarin dahil edildigi bir pilot calismada,
8 haftalik bir BDT mudahalesi ile, kilo ve depresif
belirtilerde anlamli azalmalar ve adet dizeni ve uyku
ile iliskili solunumda anlamli dizelmeler elde
edilmistir.

* Genel popiilasyonda, BDT muidahaleleri; VKI, yag
yluzdesi, bel cevresi, lipitler ve kalori aliminin
azaltilmasi gibi degisiklilerin elde edilmesinde

Fertil Steril 2010;94:1565-74
birevlere vardimci olmustur.
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PKOS'lu kadinlarda yaygin olarak gorulen fizyolojik ve
psikolojik ozellikler, dikdortgenler ile bunlarin direkt
iligkileri oklarla gosterilmektedir.

Onerilen miidahaleler yuvarlak igine yazilmistir; kesikli
cizgiler, bu mudahalelerin direkt olarak etkileyebildikleri
fizyolojik ve/veya psikolojik anormallikleri gostermektedir Fertil Steril 2010;94:1565-74
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