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Ao wel v Fel mx= G
o} X 112} 3}

AA st o) st FEAETAE Y A1 Qo] Wjdste] th
FAGATTT O R T 2044 354 Atele] 7Fl7] o] 308 o
Aoz sto] YEn|a ool e 4mgQ] rosiglitazoneS 671€ 3 F

of Witk BE o Sabs A91H9 AF A o] EE £F Zeo
=20
j

A= 7)1 o] el &

1
Al

subcutaneous liposuction method)= A] 3 WEETE. adiponectin} leptin> A}
™9 =AM (radioimmunoassay, RIA)S. 2 TNF-a9} IL-6&= &4 o]8WHIZ
3™ (enzyme-linked immunosorbent assay, ELISA)C.2 A8} o, A|uf
Z2]9] PPAR-v, adiponectin, TNF-a, leptin®] & A%+ Northern blot
analysisZ ©]-&3ate] =A&}Iry. SPSS T &1 (SPSS/11.0)S o]-&&to,

ol

Students paired & unpaired t-test, ANOVA test, Pearson linear correlation <

multiple regression analysisE &3l 43}

A olA 30 ol A 20 0] 67fETEe] oFE HE8 W ZHALES o]3)s)
Fdom Zdk 370 Fof 59, Tk 370 Fof 5Ho] g o g 9y

npx] 2] X3kl th rosiglitazone 670) X85 $-o] A|F (1.0kg, 2.1%), BMI
(0.7 kg/m’, 2.2%), A2 (0.5ke, 5.1%) 2L APEdE Frlstgdon, &
4 ¢l=d, HOMA-IR score 2 FE|AHAES X5 370 Fof onu|A
228t ek (ZH2E 7.4 vs. 5.5uU/mL, p<0.05, 1.6 vs. 1.2, p<0.05, 595.38 vs.
394.58 meq/L, p<0.05). B=3F, X5 370¥ Fo &% adiponectin (6.7 vs. 15.1
ug/mL, p<0.01)¥} AWz= 2] PPAR-y gene (0.4 vs. 0.7, p<0.05)2] 1&o]
Au| A A S7FFA T rosiglitazone A5 Hat 2.670€ (77.4Y) Sl 214
(70%)] S=pellA] 47 35S #@d 5= gglom, A5 3709 $o &
A AR AFFZEY (364 vs. 42.4nmol/L, p<0.01)2] =71t 671€
Zo] fFElHAE2HE (22 vs. 1.7pgmL, p<0.05)2] 727} A8 9]
ol & H AT} rosiglitazone 6712 F° ¥ HOMA-IR score”} 50% ©]7d 7+

-2 -



1S3 50% "9k 7+A3%F o (IR) Q.2 F-E3e] IS E5F (100%)°

S IEER o, IRTAAE 53%5e] €7 38 A2AS B,

rosiglitazone 3719 Fo] —? HOMA-IR®] 742} SHBGE S7F= 29n|d

= ded A A o]Fd e7lE A FEEIAELRHE] ou|3lE
il

o
o
o Rl

G 27E wol DPIERADFRGE A& AZHo] TIYURFT
To ARHQ WP AT 5 Aok eHAe] A& A A

Ao wet 7 ISy RS2 73 A3 A HOMA-IR score (-63.57,
38.99%, p<0.05), A SHBG (72.73, 11.88%, p<0.01), A free T (-63.79, 9.90%,
p<0.0D)ol A &H] Q= Zfol& RTE A, RS €74 3|5 ofFo] m
ob Altete] e/fExte] Wstes wEe Ay FEATlA 8]E A
HOMA- IR®] 7l41¥} APPAR-v gene®] & 74 % ASHBGS #a 427
S Holal o] o4y} thE HOMA-IR scored] thallA Htl= SHBG
shgell thek T F3]ARA S Aldte], AW 2] A PPAR-Y gene T3
o] W3HB1=0.31, p<0.05)<} ¥l AFddAl, B Aadiponectn ¥ 3H(B,=0.30,
p<0.05)¢} kol @A L A leptin®] WIHBi= -0.50, p<0.01)9}=
=9 dHAHAE 7 7 AATh

Adad AP /d Ardd wE F o (IS IRT) 7ol adipocytokines

WSS ou| gl XfolE HolA| 9o}, Z; Ik} WEkeF 7ho] At
HAE AZ3A S W, adiponectin> 671€ 79| rosiglitazone Fo] o 1
SE7F YEA Frrek e, A8 d ske AAYE sdEd %
HOMA-IR score®} 9] Zg¥a7|, SHBGS o] JaaAls Holtrl,
rosiglitazone 7] o] el 1 #ATE A= 671 WshEFe A A=
A3t %o A A FEAG W3t %ol Fo Ay, w8 AR Wst %et
=9 AHdAE BYen, 93|e IRl =2 F

el

2|
o

O

S5 kAol A adiponectin®] AL QlEHAA A 2HAo] <
A AAHA Be T Uee ekl B whE-o] HEtolA o]
e = AT IL-6 6719€ 9] rosiglitazone %5 $o 1 F%27F A4
e AES HolFlon, X A Tt U Adxele] ongliEs A



& sk FeAt g AN
glAgake] el whet IL-67F 7k S7hE IL-6+= ware] e it
3 T T AT

2 f s, ARE ] T FE deS
=

A5 A GFH BHL RGeS W Asd APl 2 AREA
)

=
tow, A adiponectin (4.83, 7.31 ug/mL, p<0.05)2 F7}H o] glo] £
] Syl A= Rk S thd A dATSa 3R}

oA ool thek vkgo] "ol ow, IRl €A 3|&E o Fo

wole] 9ol &R e oA AFE A ADFA| T GA

g O™, PPAR-Y gene o] =& ¢S HIA
Rosiglitazones 555 H[RFIO Al HAg 370 FofstHA HOMA-IR

score?] it 10% o] A A7} SHBGE| Hit 40% o] 71 &79)

H4d &S d5cte AR ol §F F e & 5

T dou, F o iR A4F dasllow, vivkelA] g2 vhd Ay

AT gk Wl e e 5 o thbEQl Ao e sl

=z, =

N

—

-

AN EHE T tp A F ST (polycystic ovary syndrome; PCOS), thia-
zolidinedione (TZDs), rosiglitazone, A & 2+ ZA3t= 2 52 (sex hormone binding
globulin: SHBG), PPAR-v (peroxisome proliferator-activated receptor gamma)

gene, adiponectin, IL-6, leptin.
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AFrAES T oy Aol

5 A HaEo] Sl des e, 9l
edo 93 F FEes HEE Wi EX5kE JdEd FEAE Fo)
o] inositolphosphoglycan second messenger systemo| <]&f 2=
o] Zrbdnk! o1& 8 AT Fol e theca cellol Al cyto-
chrome P450c 17aE A}=-5}¢] 17a-hydroxylase, 17, 20-lyaseS S 7FA]A
androstenedione®] A o] A=% 3l ©o]i= 17B-reductase®l] 2]3l testosterone
o7 AFP” =G Jdede A FAINT=E] Y NEE F
7FAA cytochrome P450c 1705 &/d3tAA (HHA 0= TFAo] ==
S AEFLS 3, QlEle 7oA
binding globulin: SHBG)& #AAA dF FEHEELHEY 525 5
ZEAZ1a, AE JdedFAdAx A A (insulin-like growth factor-
binding protein 1: IGFBP-1)2] 7+A49} 7 A& A4 21 (insulin- like
growth factor-1: IGF-1)& Z7MAA WAao] etmzal AALS Z7kA ZIth P
o|FA FHE =R VAR o] FAHSA 7] Lo ~ERA
S A Ho] e s Akl HAds GRS EHIkE F
=&t woh'e
3 dasaod Fo 98-S ot v deEdAIAES A A
YA E3keh Abdol] ¥R AARIA}F nuclear hormone receptor family <!
PPAR-v9] synthetic ligand= thiazolidinedione®] & A4S 7143k
A2 o] AFAZ TEEA, ofT] el S =2 cytokines
= WEn 7| s sk A AEZE dded AR o
sle] FEakAl &t gk W PPAR-vO| ligand 2 thiazolidinedione
(TZDs)7} 42.H, troglitazone, rosiglitazone, pioglitazone©] ©]ef &gic}, 24
Skl PPAR-v= 3 AUAE E3besyt E3td AAEe] o
geneS s thalE 7)1%%S ZHXNA =" adiponecting 71417
3, el A4 TNF-a, 1L-6, leptin, resistins = #HAA|A, g4 = <l

L
= A NAATIE 9SS T o2 7dEth adiponectin dominant

ok
2
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negative PPAR-v¥ o] Zxfoll Al 5u A= o] glowA, Ag dad A7
dS Ko adiponectin®] PPAR-y &3} A& & F e AE

AA)E Bl Fa 2l 530ugmle] w2 D 5 el 0.01%

& AABHE collagen fAF EHlow &EdS AT AAAZE B
olyel, & sWAs} & 95 & uYgd 9Ts ste ZoeE R
ATF? L6 oF 30%7F AWEA oA 7]dat, iAW B A
oA & o @ol &nEa, dujAket A uiabel BEskal =, 3F
oMol FAAF FAAe] BHE F7MAZIH? INF-ae dEd &8
Ao AR5 QAks A ofye}, AW 2 E Fxlste] Sled 4l
T Ag AAE LelTd = Ak leptine adipostatic signal = | X] W=}
Hlgeb, 2418 oA A=

a9 73 QukE frelA ke 1AHe)
3.
[}

AMPK (AMP-activated kinase)E &4d3}ste] ACC (acetyl-CoA  carboxylase) S
a2 AL AbstE FXeka, AW AT EA THA
Fol A AEAG Faa7)a, e FAAS AstE AR
19943 Velazquez 5= 26 <] H|WHSH PCOS 3ALE U= 315 15¢g
o] metformine 877+ Fofdtal, A5 M 9 whg-& Hrietd=d], <
¢ T Fg-dPo] =@ Hlo A A A 7l HAEEAH
B 2% A on, A4S REdS 23% S8k o, o
5 2699 gk T 3ol ApE gale] JFeEtd S-S wHsel e
1996'3  Nestler2} Jakubowiczi= 24™8°] H|1Fs PCOS x&5 dlfo=
metformin 500 mgS SHF 33] H 91oFS 487K Fof Fof FEA9

FEEIAIY] QEHFETF B AASIH o™, WA 9] cytochrome P450c 17a
L



o] aate AN AT PCOSAIME JAATES? dA AwtE= Adts
AoJA], HoleHorg MFHoR AFTS =2 FAENA metformins
FolalolE metformin® F52< FHE A=A ZATAL HFF BMI

39kg/m’> ©]4-¢] PCOS 34t Al metformin®] &7} $dtP's Rus=z
o St mel =go] A= S G STl thiazolidinedione Al 2 &] ¢k
A=z A Wdse PCOS FHAFoll A troglitazones 3H7 300 mg? 4-85
Fo| = e&d L, 58 HAEXAHZE LH %71 7443k SHBG

g4 Z2A2HE w22 FJUhsk A g 9%l A rt

= PCOS ¥}l A troglitazoneS o3}
, el HE2EXHE s27F 748kl SHBG 5 =7F
Hswel Mehfrele d&e] AeS Bustgdrh? 1999

7

20019 3}

it}
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off
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troglitazone-> 2|21 1+ & 15
T rosiglitazone 4 mgS PCOS $HAfol| Al 5713t Fofsto] Qlad
ol W EF el HEEZHE s&29 #Ae 4739 35S S
Baakglon 20029 3072 PCOS $AE oo w 1253 4
9] rosiglitazone 4 mg £ Fo] 5 J&d F%, HOMA IRe| #4~, LH,
e HZEZEHE, 2 AHY Yo 7 S
o] 2, wiEEY 1S Rausa,” 20039 2592 PCOS AE o
oz 297 dd 4mgo] rosiglitazone= F]3}4] colmiphene - =
ZApEA wjgo] Frtsldet], ol SHBG S7He §@ <ladl A2
=2 ARZT] AXNEE Baustgleh®

7% A AT AdelA ded A i dsEte] wWshet
ol MAS aFS 5 Ao, 1 Asadade AAu 71-oel

ML o 2 do of
ek
o\
0,

(o]
N
8

Wk S =Rl At v A2 AAolth o]l & AelM= Tt
4719 e FATTT FAE UGS E rosiglitazones 671 €1 FoI st
dA A8 A3 AR N 5, e/ Y AlA ASH, TANE, e
g AdAS Vel E AEEF adipocytokine?] IF 1E]al A|WEZ
Mol vt s ZAsto] ey Ao AN Aol wal wiH <k

gl PAE G AR J1Ae] Wel A Soln izt 5
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2. A Wy

A dLASTSwoz HAdd e AMdiga oasr st
289 JEH W o] Wdste] 3F 4mg® rosiglitazones 671€7F
o] gkt et sk A9 AQl AT A Ao e s ZE
Te Al skt 1Y HAC R o WEd winioh $xo] 4l
A, g 21 2 AT EAYE SAste] wjst 3] &l gk Hut
S Aldstd o, okgo] ol v MFE Hrtete ¢&EE H7Fe
o A5 A3 A5 37hE F D e Foll 1043 o] 5AE el
A o]lF oAl X-A &4 (DEXA: dual-energy X-ray absorptiometer, Lunar

DPX, Madison, Wisconsin, USA)¥} AU 7|43 =25 (BIA: bioelectrical
impedance analyzer, Biodynamics Model 400, Bellevue, WA, 12.0 VDC, 0.5A)=
ol gate] A FAYFS FAsIom, AW FBAH TR

AY 7 (mini-subcutaneous liposuction method)= A] 3 3}31 T,



7F BoiAkel led Mgt vk oFde] AskehA AUt

e g A= AR A 3L 671YE Foll 10417 oA T3 A
Bl A xdete] AAZE7E ol&dte] S EEste] -70Ted B
stk 8 g9, A&, cpeptide, AN, FEUAEHE, FAA

W, HDL-Zd|~H &, LDL-Z# 2 H &, HbA,, LH, FSH, E2, progesterone,
testosterone, free testosterone, SHBG (IRMA-count SHBG, EURO/DPC, United
Kingdom)E A3t <l&d AEAHS UEhd= HOMA RS 354 <l
€dF % (WU/mL) X 35&9 (mmol/L)22.5% A4HsEA

. &% adipocytokine®] =74

Adiponectin (Linco Research Inc., St. Charles, MO, USA)¥} Ieptin (Linco
Research Inc., St. Charles, MO, USA)-> radioimmunoassay (RIA)= TNF-a
(Quantikine HS ELISA, R&D systems Europe Ltd., Abingdon, UK)<} IL-6
(Quantikine HS ELISA, R&D systems Europe Ltd., Abingdon, UK)+ enzyme-
linked immunosorbent assay (ELISA)Z 54 3}

3

o} ARk 2]o| A 9] adipocytokine®] Wd H%

AN

y] &} A "2=2] 2§ 7] (mini-subcutaneous liposuction method)S &3Fe] L&
Az 2e Baste] vtz dstd bo] FA] B $o 70T Ward
3}tk PPAR-v, adiponectin, TNF-a, leptin®] mRNA *3d A %=%& Northern
blot WHS o]-&3sto] A3t Trisol Reagent (Gibco BRL, New York,
USA)E o|&3to] A|uF 294 total RNAE w2]st3 o, 2|3t total
RNA 20ugs formaldehydeE >3+ agarose geloll A 7195315
RNAE nytran membrane® transferdt ¢, UV-crosslinking©. =2 317 A] 7] 3L
hybridizationS A] 33153t =] Northern blot W< Schleicher & Schuell
BIAb A Algshs WHE wWEith ARS-§ probeE+= PPAR, adiponectin,
leptin, TNF-a©]™, o] klenow polymeraseE A}83F random priming %9
S =2 isotope labeling®ll+= 50 Ci[32-P] deoxycytidine 5'-triphosphate (6,000 Ci/

_10_



mmol)2} 100ng cDNA”} AF&-%| 1t} Northern blote] probe® AF&-3F cDNA
= PCO 3hx}e] EX2|wolA 2|3 total RNAS ©]-&3F9] RT-PCRS 4-3)
st A5 7 UAUTE Northen Z 7= BAS-1000 image analyzer (Fuji, Japan)
£ o|&3sto] #<lsk3

3. A5 24 R A AT

FAIA A2 SPSS for windows =13 (SPSS/11.0; SPSS Inc., Chicago,
IL, USA)= ol&ston, BeE Ads Bugticsoxt= FAAT

A5 A7 30 5 6o7lE 39 H]jﬂ Students paired t-testE ©]-83}%1
om, e A Mdn vigk Fdel wel EFske] Zh 1ike] H]
1= unpaired t-test 2 ANOVA testE, JX}#7 ko] A= Pearson lin
correlation?} multiple regression analysisE &3l A TE ol T2 p<
0.05% 3}

n. 2 %

Rosiglitazone 6709 X5 Fof X5 3} H|wsto] A5 (1.00+£0.781 kg,
2.12+1.18%), BMI (0.67+1.17 kg/m®, 2.20+1.25%), DEXAE o]&3lo] =
e AA L (0.50£0.69 kg, 5.08+3.48%), e =2 (0.01+0.69 cm, 0.13
10.96%)9] S7F 2dE Bow, X5 3709 Fo A8 A3} vt
A BMIx= P UQAl S7FFATH (A2 59.46+2.55 vs. 60.52+2.43 kg,
p<0.05, 23.03+0.88 vs. 23.44+0.80 kg/m’, p<0.05) (£ 1, L& 1).

_11_



¥ 1. Rosiglitazone X5 3 67§19 7+o] A4 AlZX] 2 Ax|Fake] W3}

basal 3 month 6 month

Patients(n) 30 25 20
Age(years) 26.72+0.76

BMI(kg/mz) 23.03+0.88 23.44+0.80" 24.27+0.91
Weight(kg) 59.46+2.55 60.5242.43" 62.34+2.81
TBF(%) by BIA 31.20+1.10 31.36x1.21 33.57+1.09
TBF(%) by DEXA  31.07+1.25 33.00+1.45
Waist circumf{cm) 72.68+2.51 72.96+2.17 74.45+2.64

*P<0.05 basal vs. 3 month.
¥ P<0.05 basal vs. 6 month.
Values are means:=SEM.

40

W basal o3mM O6M
351

307

251

207

BMI(kg/m2) TBF(%) by BIA

' P<0.05 basal vs. 3 month.

1% 1. Rosiglitazone |5 5 670 7] AA A 2 A A H=Fe] W3l

_12_



L P = P = B B P S et

2k l&=d ¥ HOMA-IR score= 67E X5 30 7FAsh= S H

Rom, Ag 370d Foll oA FHAasAT (ZH 7.36£1.19 vs. 545+
0.61 uU/mL, p<0.05, 1.64+0.29 vs. 1.23+0.16, p<0.05). T3+ A A=
6/ A= Sl WA FHASFAT(595.38+45.64 vs. 443.9+54.51 meg/L,
p<0.05) (3£ 2, 719 2, 71§ 3).

¥ 2. Rosiglitazone X5 3 670 7Fe] & thal 2 %12 tjrle] w3}

basal 3 month 6 month

Patients(n) 30 25 20

Fasting glucose(mg/dL) 88.53+£1.43 85.59+1.22 84.68+1.37°
Fasting insulin(uU/mL) 7.36£1.19 5.45+0.61" 5.88+0.47
HOMA-IR score 1.64+0.29 1.2340.16' 1.24+0.11
Total cholesterol(mg/dL) 179.88+5.76 184.67+8.82 195.35+7.55
LDL-cholesterol(mg/dL)  104.22+5.62 109.17+5.39 116.8+7.22
HDL-cholesterol(mg/dL)  58.92+2.18 67.46£1.91" 63.10+2.917
Triglyceride(mg/dL) 88.88+14.85 83.71+£9.52 76.65+6.63

¥

free fatty acid(meq/L) 595.38445.64  394.58+41.52 443.9+54.51°

! p<0.05 basal vs. 3 month.
* p<0.05 basal vs. 6 month.
Values are means+SEM.
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M basal O3M O6M

insulin (WU/mL) HOMA-IR
+
P<0.05 basal vs. 3 month.

1% 2. Rosiglitazone A& 5 671 7Fe] Foijrle] W3}

700
M basal O3M Oo6eM
600
500 1
i
T

400
300 A
200 1
100 'ﬁ T i

T. chol HDL-C TG (mg/d) FFA (meq/L)

(mg/dL) (mg/dL)

' P<0.05 basal vs. 3 month.
¥ P<0.05 basal vs. 6 month.

1% 3. Rosiglitazone X5 F 6709 3+e] 2@ ojrle] w3}
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okl B A =] Wt

Rosiglitazone X&m et 2.58+0.32701€ (77.49.6%) ol 219 (70%)<]
oA A7 3 Hs #EE F AU AR oY Fol B Hs=EE
FF2EY (36.40+2.86 vs. 43.38+3.99 nmol/L, p<0.01)2] F7}e} 2]l
EAHE (2194024 vs. 1.67+0.24 pg/mL, p<0.05)¢] 727} SA A
o5 H oM, LH/FSH ratiot 7H4 A7& HIYUH (R 3, 19 4).

Lo [ ruﬁ rﬂ

¥ 3. Rosiglitazone A5 F 6719 7] njgh 9 =22 W}

basal 3 month 6 month
Patients(n) 30 25 20
LH/FSH ratio 2.49+0.42 2.04+0.25
estradiol(pg/mL) 62.50+11.43 61.64+5.26 72.73+£14.93
progesterone(ng/mL) 0.75+0.10 2.85+2.01 3.3442.45
SHBG(nmol/L) 36.40+2.86 4238329 43.38+3.99"
free testosterone(pg/mL) 2.19+0.24 1.98+0.19 1.67+0.24

' P<0.05 basal vs. 3 month. i P<0.05 basal vs. 6 month.
Values are means+=SEM.

j:_ W basal O3M o6 M

40 i t

351

30 A

25

20 1

15 1

10 1

> 1

ol B T T ] B

LH/FSH pregesterone SHBG free T (pg/mL)

(ng/mL) (nmoVL)

" p<0.05 basal vs. 3 month. ¥ p<0.05 basal vs. 6 month.
1p<0.05 3 month vs. 6 month

1% 4. Rosiglitazone A& F 671]¢€ 7Fe] o229 W3l
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2}, Adipocytokines®] 3}

Rosiglitazone |5 37H¥ 78 &7 adiponectin® &7 U A F7}3}3
31 (6.69+0.73 vs. 15.1442.00 ug/mL, p<0.01), %5 6719 o TNF-qa, IL-6

+ Fashe AE, leptine St S Hol FAT(R 4, 19 5).

¥ 4. Rosiglitazone #| 5 ¥ 671¢ 7F2] adipocytokines®] T3}

basal 3 month 6 month

Patients(n) 30 25 20
adiponectin(ug/mL) 6.69+0.73  15.14+2.00" 15.01+2.35"
IL-6(pg/mL) 2.73+0.40 2.40+0.30
TNF-a(pg/mL) 1.80+0.10 1.61+0.09
leptin(ng/mL) 7.56£1.07  6.47+1.02 9.22+1.33"
! p<0.05 basal vs. 3 month. '”p<0.05 3 month vs. 6 month
i p<0.05 basal vs. 6 month. Values are means+=SEM.

16

T Ebasal O3M o6 M

14 - ik

12 1

10 1 _1]

8 4

) i 1IN sl

adiponectin IL-6 (pg/mL) TNF-a (pg/mL) leptin (ng/mL)
(ug/mL)

! p<0.05 basal vs. 3 month. f p<0.05 basal vs. 6 month.
'p<0.05 3 month vs. 6 month

9 5. Rosiglitazone #| 5 § 67]€ 7Fe] adipocytokines®] ¥ 3},
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ul, xRk of| A adipocytokines®] W 3}

A 22 ] o] ofEFo R Qlste] 8] AW Aol A% northern
blot assayS A13E 4= UAh A5 370E ol AHF% 9] PPAR-v gene
(0.4140.10 vs. 0.70+1.14, p<0.05)2] Wrdo] ou A Z7}alglch(F 5, 1
2 6 A, B).

¥ 5. Rosiglitazone X5 5 6709 7Fe] X|WF Z 2 of| Madipocytokinese] W3}

n=8 basal 3 month 6 month
ts-PPAR-Y 0.41+0.10 0.70+1.14" 0.37+0.09"
ts-adiponectin 0.47+0.21 0.93+0.41 0.57+0.25
ts-leptin 0.74+0.24 1.39+0.55 0.65+0.32
ts-TNF-a 14.03+1.88 18.45+3.33 14.42+1.887

! p<0.05 basal vs. 3 month.

N p<0.05 basal vs. 6 month
1P<0.05 3 month vs. 6 month
Values are meanstSEM.
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200 0l00 %00 8500 00
Pre 3M 6M Pre 3M 6M Pre 3M 6M Pre 3M 6M Pre 3M 6M

Adiponectin ﬁ’: ‘:'; # g Q * = fl{b % ﬁ h‘; m ?
PPARy f e -
Leptin
TNFa
GAPDH

;T Re——— L il

B. 00 £l00 €00
Pre 3M 6M Pre 3M 6M Pre M 6M

Adiponectin |

Leptin

™Fo '.“.....

GAPDH

36B4 -------ﬂm
Ak 22 0] ] o] o g o7 Qlete] 87 o] AW 22 o A RE PPAR-y,
adiponectin, TNF-a, leptin®] mRNAR& A =5 Northern blot "WHS

o] &-3to] A3kt
% 6. Rosiglitizone X5 3 6719 7] xM}Zz2]04 2] adipocytokines] W3},
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2. ded AZAY Aol mE e/ e d3H, AL W3
H| I

2 AFE v 209 PCOS AT Sled Ao 7/d AFxo
we}, X8 670Y $o] X2 H3 Hlwste] HOMA-IR score”} 50% o]
7

ZHesk T (1AS)F 50%v1 R gk o (IR) .2 H-F3lo], IS 53l
AR 3R 2. 1(100%), IRT-oNA= 8ol dAHS F&eda

o
o
o
)

= 3 &shA] Zeldvh A5 3 wlalste] 6714 $-9]
WSS %= YERgo] Qlad AL /I Arel w7 7 (1S, IR)S
2 EF3 23, A HOMA-IR score (-63.57+5.13, 38.99+21.21%, p<0.05),
A SHBG (72.73+11.88, 11.88£6.11%, p<0.01), A free T (-63.79+5.8, 9.90+
18.99%, p<0.01)°14 27| Q= Ao]E B o™ (F 6, 1 7), adiponectin,
IL-6, TNF-q, leptin> 27| & zFo]E Holx] gkt (29 8). HOMA-IR
score”b 50% W|RE 7FAEE oF (IR)A] 97 35 of Fof uwe), IR-¥7 3
79 R-FE4TC2 MES 23, A PPAR-Y gene & (39.66+16.50,
-29.40+21.18%, p<0.05)3} A BMI (0.19+2.09, 6.29+1.85%, p<0.05)°14 ¢
n Qe zbolE BT stz #Ee] TAIHSRE Q1ste] 8 A
AyE FE3 $ o, 498 R-¥74 3 492 IR-FLAE 0|
o IR-EA 3 503 RFEE7e Fit BMI= ZH2F 24.7+1.9, 21.0+1.26
kg/m’ o] Atk
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£ 6 e AFA TNl wE 67id be] WEtke] wa

A [6M-basal](%) ISH >50%)  IR(H <50%) p-value
Patients(n) 5 15

A BMI -0.34+1.00 3.04+1.58 0.25

A total body fat(kg) by DEXA -1.83+4.37 7.5444.34 0.25

A HOMA-IR score -63.57+5.13 38.99+21.21  0.00%**
A Total cholesterol -7.19+£5.26 11.95+4.39 0.03*
A free fatty acid -11.48+15.63  -21.37+12.22  0.68

A LH/FSH ratio 22.18+23.80 -6.14+15.21  0.40

A SHBG 72.73£11.88 11.88+6.11 0.00%**
A free testosterone -63.79+£5.89 9.90+18.99  0.002**
A adiponectin 78.65£30.22  137.98+24.10 0.21

A IL-6 12.45+16.80 -9.57421.27  0.55

A TNF-a -7.24+13.65 -4.21+8.90 0.86

A leptin 4.42+24.77 21.66+16.80  0.58

*p<0.05, **p<0.01, Values are means+SEM.
IS; HOMA score >50% reduction, IR; HOMA score <50% reduction

80

60

**
40

20 A *|*x
0 P=0.25 | : :
BMI HOMA-IR SHBG free T

=20

-40

-60

OIS (H>50%) @IR (H< 50%)

-80
Aw A3 vl 6719 o) MHE 2 tehho] A4d A4l AN el wel F 7
o7 73 A3 A HOMA-IR score (-63.57, 38.99%, p<0.05), A SHBG (72.73, 11.88%,
p<0.01), A free T (-63.79, 9.90%, p<0.0D)olA <" Q= ZFo]E HATE. *p<0.05,
#%p<0.01,Values are means = SEM.
IS; HOMA score >50% reduction during 6M.
IR; HOMA score <50% reduction during 6M.

a9 7. " A iAol mhE e7hE ko] dskekel Mlal
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160

140 - OIS (H>50%) IR (H< 50%)

120 A
100 A
P=0.21
80
60

40
P=0.58
P=0.55

N e ’_l
0

adiponectin IL-6 TNF-a lep tin

-20
*p<0.05, **p<0.01
s W HIWSHH 68 T2 HIE %2 LIEHWN /&l Hatygel i
0 et & 225 58t Z2 1, adiponectin, IL-6, TNF- , leptin2 2| 0| L
= X0IE E0IX| LULH.
Values are means * SEM.
IS; HOMA score >50% reduction during 6M.
IR; HOMA score <50% reduction during 6M.

8. Jd=d AP M wE 671 7He] adipocytokines®] W 3}

o] BlaL,

3. SHBG "R = 94F £4

o

AE
g

o]l
AR -

A48

gene

l&

e
24

Y I ARE ol & 4 U= SHBGY w=9be] A
¢lo} ¥ 312} Pearson linear correlations 2 A|3}e], BMI, A A4
=dle 9v] Ade 5o FBAAE Bom, adiponectin?t=
%ol HHIAE HATH(E 7). SHBGS| 670 W3}dof wx& <l
ol 7] 9ste] oI AEAS HAAlste] AW 22 A PPAR-Y
e o] Wsk(B,=0.31, p<0.05)¢} o] AdAA, @7 A adiponectn H

Wl e

Lo
=

3} B= 030, p<0.05)$} o] FuaA D A A leptin®] W3} (Bi= -0.50,
pOODSHE o] FHBAE TT 5 AT (E 8).
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¥ 7. €% SHBG®}9]

SHBG basal SHBG 3M SHBG 6M

Patients(n) 30 25 20
BMI(kg/m’) -0.354% -0.445%* 0411
TBF(%) by BIA -0.353* -0.528** -0.424
waist circumf.(cm) -0.542%+* -0.649** -0.533*
HOMA score -0.330 -0.112 -0.341
adiponectin(ug/mL) 0.452%* 0.497* 0.439
free T(pg/mL) -0.510%** -0.674** -0.716**
leptin(ng/mL) -0.214 -0.325 -0.263
IL-6(pg/mL) -0.220 -0.247
TNF-a(pg/mL) 0.038 0.452
Pearson correlation coefficient, *p<0.05, **p<0.01
E 8. €% SHBGY| 6719 Wsldo] wx= G &

n=8 p-value
A PPAR-y gene 031* 0.023
A adiponectin 0.30%* 0.014

-0.50%* 0.007

A leptin

*p<0.05, **p<0.01

ASHBG = -22.34+0.31 A PPAR-Y gene + 0.30 A adiponectin + (-0.50) A leptin
(r=1.00, B;=0.31, p<0.05, B,=0.30, p<0.05, Bs= -0.50, p<0.01)

4. Adipocytokines®] W3}y YAA, ALA <l xlele] #A)

7). Adiponectin®] W53} 7} qlxhshe] #

%5 71 adiponectin®]

v AAYH (=-0.359, p<0.05), 312 = (=

-0.595, p<0.05) = HOMA-IR score(r=-0.476, p<0.05)2} &Jn] Q1= -9 A
AIE, SHBG (1=0.452, p<0.05)¢} &7+ Fo] AHAAE AT (G 9).
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¥ 9. A5 A adiponectin T} 7 QIxfete] T

n=20 Adiponectin basal p-value
BMI(kg/m’) -0.359 0.120
TBF(%) by DEXA -0.459* 0.048
Waist circumf.(cm) -0.595* 0.012
HOMA-IR score -0.476* 0.039
Free fatty acid(meq/L) 0.126 0.598
SHBG(nmol/L) 0.452%* 0.046
free T(pg/mL) -0.147 0.562
IL-6(pg/mL) 0.195 0.438
TNF-a(pg/mL) -0.088 0.713
Leptin(ng/mL) -0.270 0.264

Pearson correlation coefficient, *p<0.05, **p<0.01

Rosiglitazone *| & ¥ adiponectin®] 67]€3F W3} %=
(r=0.491, p<0.05)2} AAY=F M3} % (=0.481, p<0.05)<t
FrE] A A W3 9o (7=-0.449, p<0.05)2t= <] AHIA

A A 22| 4=
[e) A

3 10. Adiponectin®] ®stFat A2, AL 1A} WistEFate] B

A [6M-basal](%) A adiponectin p-value
A BMI 0.491* 0.028
A TBF(%) by DEXA 0.481%* 0.037
A HOMA-IR score 0.355 0.136
A free fatty acid -0.449* 0.047
A SHBG -0.145 0.552
A free T 0.046 0.855
A IL-6 0.083 0.342
A TNF-a 0.181 0.445
A leptin 0.197 0.448

Pearson correlation coefficient, *p<0.05, **p<0.01
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L IL-62] W3lFyte) ¥

Rosiglitazone X5 - IL-69] 6703t ¥} %+ HOMA-IR scoreH3} %
(r=-0.497, p<0.05)2} AW W3} % (=-0.516, p<0.05)2t= =2 A
ABAE BAY (L 11).

F 11 IL-69] W3k} 42, oAby 1A wshakate] a7

A [6M-basal](%) A IL-6 p-value
A BMI 0.058 0.820
A TBF(%) by DEXA -0.164 0.528
A HOMA-IR score -0.497* 0.043
A free fatty acid -0.516%* 0.028
A SHBG -0.016 0.951
A free T -0.134 0.608
A adiponectin 0.083 0.342
A TNF-a 0.051 0.841
A leptin 0.169 0.531

Pearson correlation coefficient, *p<0.05, **p<0.01

th. TNF-a % leptin®] W s}eF}o] 37

TNF-a Walabe 2t xbsl ojmls 18 HolA Sl leptins)
e AT Wk % (=0.565, p<0.05)% elvigle Fel ARAE B
o]
AA

o frelAwate] waatel v

Rosiglitazone *| & & XA 671€ 3 W3l % F2lH B2
2 W3l % (=0.586, p<0.05)2} o] HAAE, adiponectin F 3} % (=
-0.449, p<0.05)2} IL-6W3} % (= -0.516, p<0.05)9+= &2 AAAAZS W
of FAH (& 12).
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F 12, Ak ek} A, AP dxp wskaate] ¥

A [6M-basal](%) A FFA p-value
A BMI -0.338 0.415
A TBF(%) by DEXA -0.077 0.754
A HOMA-IR score 0.212 0.383
A SHBG 0.154 0.529
A free T 0.586* 0.011
A adiponectin -0.449* 0.047
A 1L-6 -0.516* 0.028
A TNF-a 0.293 0.210
A leptin -0.107 0.652

Pearson correlation coefficient, *p<0.05, **p<0.01

AW

5. PCOS 3AT 9 rosiglitazone X5 A U3 54 v

&

ol&d AgA o] A Axo] wg} HOMA-IR score’} 50% ©] A
T (1S)F 50% w|wF A F(IR)C.E 533 Ay, A5 A 93 &
© BMI (26.62+1.04, 22.62+1.19 kg/m’, p<0.05), A2k (35.60+0.80, 30.69
+1.76%, p<0.05), 318] =l (82444231, 76.94+ 4.76, 70.88+2.64cm, p<0.05),
HOMA-IR score (2.69+0.31, 1.20+£0.15, p<0.05), HbAIC (4.52£0.41, 4.98+
0.40%, p<0.05), ¥* adiponectin (4.83+0.47, 7.31+0.91 ug/mL, p<0.05) =
&3 leptin (13.27+2.54, 5.83+1.08 ng/mL, p<0.05)°14 2w 2o]ES H
Rom (3 13, 219 9), SHBG, e H=E2HE, IL-6 2 TNF-at& 9|v|
AE AolE Holx| AT (FE 13). IRTAA €7 3]E ofFo g} A

woto] o] 3 EHA B2 oM AR A AdFEAGIF e Ad=
o
o

o,

™ (24.65+1.87, 21.0+1.26 kg/m’, p=0.13), PPAR-r gene '*F3lo] =&
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F 13. JdedAPA Jidd mE Am A ddH SA Bl

IS(H >50%) IR(H <50%) p-value
Patients(n) 5 15
BMI(kg/m’) 26.62+1.04 22.62+1.19 0.023*
TBF(%) by DEXA 35.60+0.80 30.69+1.76 0.020*
Waist circumf.(cm) 82.44+2.31 70.88+2.64 0.019*
HOMA-IR score 2.69+0.31 1.20+0.15 0.006**
HbA1C(%) 4.52+0.41 4.984+0.40 0.037*
T. chol(mg/dL) 192.20+16.51 179.88+6.95 0.432
Free fatty acid(meq/L) 601.0+83.10 576.1+45.19 0.792
SHBG(nmol/L) 29.4244.67 35.88+3.65 0.373
free T(pg/mL) 2.68+0.70 2.1240.29 0.398
Adiponectin(ug/mL) 4.83+0.47 7.31£0.91 0.026*
IL-6(pg/mL) 2.92+0.66 2.65+0.51 0.778
TNF-a(pg/mL) 1.99+0.19 1.7320.11 0.256
Leptin(ng/mL) 13.2742.54 5.83+1.08 0.006**

p<0.05, **p<0.01

Values are means:=SEM.

IS; HOMA score >50% reduction, IR; HOMA score <50% reduction

80 1 OIS (H>50%) EIR (H< 50%)
70 1
o
40
301 _*
20 H_‘ *%
10 4 * % * *
0 T T = T T
ﬁ) o @ \Q' e\e\ \) \)
TS RN SO
RN SN AN

#p<0.05, **p<0.01 Values are means £ SEM.
IS; HOMA score >50% reduction during 6M.
IR; HOMA score <50% reduction during 6M.

a9 9. ded AP A wE s d A
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z
ki
e

Thd A P55 (polycystic ovary syndrome; PCOS) 93| &34 21
Ao 7 ofA7A = 1 Wle] thste] w=dko] Wol i gtk i A
oAl 6712 2] rosiglitazone *|& ol A5 X BMIZ7} S7FeltR AR, &%
2l H 3} HOMA-IR score®] oW+ 7349} adiponectin®] 2]V l+= 57}
= Ho dded AP Vi, 2% HdsEE AgEEEdY S
FHHAEAHEY A9 Bukste] Wi 258709 (77.49) Tl 70%2)
gl M 47 I Es A & AT

ded A Jida dA3 R deaade AAS 1 de

Solr 7] 9]5t] rosiglitazone 671 € Fo ¥ HOMA-IR score”} 50% ©]7d
i

2% T (AS)H 50% v A% o (IR)C.&2 FE3e] IST B (100%)
oA €74 IES o, IRTAE 53%%e] €7 3)E A4S Ho

E Ao E thdddassae] Heow A&y Aol Tage”
= H3OH, rosiglitazone 370 Fo] § HOMA-IR® 749 SHBGY
SR guglE dsd AT AL o]l ole A fElHsELEHE
A& Aol

chdAdAS e AAHQl Mgl Helstdth(E 2, ¥ 3). A4d
g o

= =
AGA A Ame] wE F o (IS IRT) 7Holl 9mglE zo]= HQl
A= A HAEE 222 EAY FYE2EXHE] 7Yzt W3
ol

Hof uwe} AEste] 6/ Ezte] WatEs o

Zel Axp Fd7datoll A 93] HOMA-IRS| 743} PPAR-r gene®] U

g 7 AL Hola Qo] o3 tFE HOMA-IR score

Wl ok thi RS Algske], A &=

Z]A PPAR-y gene & 2] W3KP,=0.31£0.01, p<0.05)9} o] AaiaiA, &

ZF A adiponectn W 3H(pB,=0.30+0.01, p<0.05)2} o] A#A#AA =L HAF A

leptin®] W3} (Bi= -0.50£0.01, p<0.01)9}= 22 FAAAESE T 5 AU
oh gk ISvd IR HlaLe] lojA = SHBGZF ISwtollA] €72l

O:
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T7hE ads B
SHBG®] {HgA o2 7beghe Bw3
oAl AF7} HFo] Fojof & F g
59 (sex hormone-binding globulin: SHBG= ©]3} °Fgh 7
ol x4 AV|Ee Ewks Ml sk o

QB grETA FZEZE, 74

&
r o
e
ry
2
o
ox,
5
o
ox
ot
87
o @
e
K-
=
il
N
=]

©

= A
ZF 7HQF MIET (Hep G2)©] SHBG A4S insulin®] Aoz oJAgHE
®Hgk v Akt H Jayagopal 5 PCOS ZAfolA <<
< YERl= 1A ®olet SHBGY Wel& Hlaste] SHBGo] 7HQ]
Hol7p grol ¢lad A3 HEtlle ARE F&H 2d F U=

aatdom,? Cibula TS HIWslAl @& 4199 mwakA ok PCO

!

.

H
2SS 2 euglycemic hyperinsulinemic clamp testE A|3jsle] Q&
d s dS3el 2ol SHBGel YPde QA S Ho F3la, &
A=Y s ABdo] 98-S B1Etea,® ReineeckeS S H 7 T o Ao A]
=+ PHEE QxS multivariate logistic regressions  ©]-8-3}¢]
SHBG®| insulin, dyslipidemia®} S H 4 o2 A@Adol 9SS B ushyieh*
Adad A3 A Aol e F o (IS IR 7l adipocytokines
o WMaleEe ou|Ql= AfolE HolX| gFol, Zb dAte] wishEhe] A
AE #2519 S i, adiponectin} IL-67F SH| 28 A3E Ho] FQoh
Adiponectin AMPK (AMP-activated kinase)S &4 3}5}o] ACC (acetyl-
CoA carboxylase)E FFAAIFI S EM IHol|A Wil AbstE Fxlekal, 1h
ol A o] GalPS Aol lgdl AL MAAZL F gl bRt
Aol 1 FE7F Faso] Q¥ AT i o]F Frrt FUES B
et om® A2d Fe ol Al 671Y7E rosiglitazone Fo] ol adi
ponectin 5 %7} 2] F7Fell oS Kusgul? B A thdAdd
2T AP A 6718 7] rosiglitazoneF©] $-°l adiponecting =7} 2]
A 7kt en, X5 d sEe AAWE sgEdl 2 HOMA-IR
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score?} &9 F¥aAl, SHBGSF o] AdAAE Ho|al Sl=tl, rosiglita-

zone T o]%Fof= 2 #AA7} G| adiponectin®] X&E & 671]¥ W3}
=

HAE B omw, @33 IR (HOMA-IR score <50% reduction group)©ll A]
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Abstract

Effects of rosiglitazone
on SHBG, PPAR-v gene, adiponectin & IL-6
in polycystic ovary syndrome
to the degree of improvement of insulin resistance

Kim Kyung-Wook

Department of Medical Science,
The Graduate School, Yonsei University

(Directed by Professor Kim Kyung-Rae)

Characterized by chronic anovulation and hyperandrogenism, Polycystic
Ovary Syndrome (PCOS) is a common endocrine disorder, affecting 6% to
10% of women of reproductive age. At least 50% of women with PCOS are
obese. Insulin resistance and compensatory hyperinsulinemia are intrinsic
features of the disorder. PCOS is also associated with an increased risk for
type 2 DM, hypertension, dyslipidemia and cardiovascular disease. The etiology
of PCO is complex and incompletely understood. Accumulating data conclude
that hyperinsulinemia and hyperandrogenemia are hormonal abnormalities,
which disturb ovarian function. Contrary to the classical target tissues (muscles,
liver, adipose tissues) of insulin action that have become resistant to insulin,
the ovaries remain responsive to insulin throughout the interaction of its own
receptor. So, excess insulin is capable of stimulating steroidgenesis and
excessive androgen from the theca cell system. Reduction of hepatic sex
hormone binding globulin (SHBG) production by insulin and the increase of

unbound fraction of testosterone constitutes an important additional mechanism.
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This excess of androgens substrate leads to prematurely hyperestrogenic
milieu in the developing follicle. It brings about inappropriate advancement of
granulosa cell differentiation causing arrest of the follicle growth. Reduction
of hyperinsulinemia appears of to be the key factor for the treatment of
PCO. So, the use of insulin sensitizing drug seems reasonable. However, the
study on the molecular pathogenesis between insulin resistance and ovulatory
performance is few, the present study was thus undertaken to evaluate the
effects of rosiglitazone on adipocytokines, PPAR-Y gene expression, SHBG
and hyperandrogenism in polycystic ovary syndrome to the degree of impro
vement of insulin resistance.

Thirty women between ages of 20 and 35 yr, diagnosed PCOS, were
recruited from the outpatient clinics of the Yonsei University Hospital, Korea.
Each subject took a 4 mg tablet rosiglitazone daily for 6 months. Subjects
were put on a weight-maintaining diet and were allowed ad libitum activity
without new exercise program. Body weight, height, waist circumference,
menstrual pattern and side-effects were measured at each monthly out-patient
visit. Blood sampling and abdominal subcutaneous adipose tissue biopsy
through percutaneous mini-liposuction method were taken every 3 month. The
expressions of PPAR-v gene and adipocytokines of adipose tissue were
measured by Northern blot analysis. The SPSS package was used for statistical
analyses.

Twenty subjects completed the protocol. Ten subjects (5 during early 3
months & 5 during later 3 months) declined to participate because they didn't
comply with the test procedures. The mean weight (1.0 kg, 2.1%), BMI (0.7
kg/mz, 2.2%), total body fat(0.5kg, 5.1%) and waist circumference of
subjects, who were treated with 6 months-rosiglitazone, tended to increase
comparing the values at baseline. During 3 month treatment, there were a
significant decrease in insulin, HOMA score (1.6 vs. 1.3, p<0.05), and free
fatty acid (595.38 vs. 394.58 meq/L, p< 0.05) and a significant increase in
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adiponectin (6.7 vs. 15.1 ug/mL, p<0.01) and PPAR-v gene expression (0.4 vs.
0.7 p<0.05). Regular menstration was resumed after mean 2.6 month (77.4
days) rosiglitazone treatment in 21 subjects (70%). At the end of the study,
there were significant changes in SHBG (36.4 vs. 43.4 nmol/L, p<0.01) and free
testoterone (2.2 vs. 1.7 pg/mL p<0.05). Women were classified HOMA >50%
reduction to baseline group (IS, n=5) and HOMA <50% reduction to baseline
group (IR, n=15) during 6 months. Regular menstration was resumed in 5
subjects (100%) of IS group and 8 subjects (53%) in IR group. There were
the significant decrease of free testosterone at 6 month and significant
changes of HOMA and SHBG from 3 month. This showed insulin resistance
was a primary role in this study rather than hyperandrogenemia. By unpaired
t-test, % changes of parameters between 6 month and basal level were
compared in 2 groups (IS: IR). There were significant differences in A HOMA
IR (-63.57, 38.99%, p<0.05), A SHBG (72.73, 11.88%, p<0.01) and A free T
(-63.79, 9.90%, p<0.01). Furthermore classifying IR group into IR-MR
(menstraion resumed) and IR-MNR (menstraion not resumed), AHOMA-IR
score, APPAR gene expression and ASHBG decreased more in IR-MNR group.
AHOMA-IR decrease means improvement of insulin resistance. The number of
available samples is not enough to prove the effect of APPAR gene
expression. Thus ASHBG was a meaningful marker of insulin resistance and
ovulatory performance in IR group. SHBG was negatively correlated with
BMI, total body fat % and waist circumference and positively correlated with
adiponectin. By multiple regression analysis, the following equation were
extracted.

ASHBG= -22.34+0.31 APPAR-v gene+0.30 Aadiponectin+ (-0.50) Aleptin

(r=1.00, B;=0.31, p< 0.05, ,=0.30, p<0.05, Bs= -0.50, p<0.01).

There were no significant differences in adipocytokines (adipnectin, IL-6,

TNF-q, leptin) between IS and IR group. So correlations in changes between

6 month and basal concentration of parameters were observed. There was a
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significant increase in adiponectin after 6months rosiglitazone treatment. Basal
adiponectin concentration was negatively correlated with total body fat, waist
circumference and HOMA-IR score and positively correlated with SHBG.
Inversely, Aadiponectin  concentration during rosiglitazone treatment was
positively correlated with Atotal body fat and ABMI and negatively correlated
with Afree fatty acid. Rather, Aadiponectin concentration tended to be higher
in IR group. In the control of adiponectin levels in PCOS women, insulin
sensitivity per se is unlikely to play a pivotal role. The levels of adiponectin
might be the expression of a counter-regulatory or compensatory response.
There was a decreasing tendency in IL-6 after 6M rosiglitazone treatment.
Rather, AIL-6 concentration was negatively correlated with AHOMA-IR and A
free fatty acid. IL-6 appears to increase energy expenditure at both the level
of the CNS and periphery and are involved in follicular development as
proinflammatory cytokines. As free fatty acid decreases, IL-6 increases. So the
increase of AIL-6 might be involved in immune reaction of follicular
development.

To determine which factors are predictive of response to treatment, basal
characteristics between IS:IR group were compared. Patients in IR group were
less obese (BMI: 26.6, 22.6 kg/mz, total body fat %: 35.6, 30.7%, leptin: 13.3,
5.8 ng/mL, p<0.05) and had higher adiponectin levels (4.83, 7.31 ug/mL, p<0.05)
than IS group. Further study will be needed in the pathophysiology of non
obese PCO patients.

In summary, rosiglitazone therapy resulted in improvements in insulin sen-
sitivity and ovulation in PCOS women. These changes occurred with minimal
weight gain. The changes of adipose tissue PPAR-v gene expression, plasma
adiponectin, free fatty acid, IL-6, SHBG, and free testosterone may be the
metabolic mediator of these results. A more complete understanding of the
pathophysiology of PCOS will await direct studies of the effects of exogenous
adiponectin and IL-6 on the reproductive axis of women, including those of
PCOS.
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