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Study of the mechanism by which thiazolidiones improve fatty liver
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While TZDs improve fatty liver in human, TZDs aggravate it in mice. To
explore the mechanism for this species difference, we analyzed leptin deficient obese models, ob/ob
mice and Lepmkyo/Lepmkyo rats and generalized lipodystrophy models, A-ZIP/F-1 mice and seipin KO
(SKO) rats. All four animal models showed severe fatty liver. However, hepatic PPARy mRNA
expression was upregulated only in mouse models. We treated with TZDs for 4 weeks. Fatty liver in
ob/ob and A-ZIP/F-1 was aggravated while it was improved in Lepmkyo/Lepmkyo. Surprisingly, fatty
liver in SKO was unchanged. At this time, TZDs increased a PPARy target gene in the liver in mouse

models but not in rat models. In WAT, TZDs increased Fsp27 expression in both ob/ob and
Lepmkyo/Lepmkyo. Furthermore, TZDs improved insulin sensitivity in ob/ob, A-ZIP/F-1 and
Lepmkyo/Lepmkyo but not in SKO. These results clearly revealed that effects of TZDs on fatty liver
and insulin sensitivity require WAT in rats and might be in humans.



X C—19, F—19—1,7Z—19, CK—19 (Jtm
1. BRSO T &

ek, DREDOIFREL C TR &0 A VAR KE S 2 5D TWens, TFETIEEY
A NVAPEDIEFARHML TRV . ZDZ% IFHET v a—AMWENIITFR (NASH) 72 & OREIITIC
RONDIIEICHRNTHEZLEN TN D,

Bl 2014 LI, CRUATRIZXIT D direct—acting antiviral agent (DAA) 23EIE L, AFWE%T
RIZFIT D NASH & DV IET v = — PEREIITR S (NAFLD) O EZEMERE L T 5,
HAENTIIEVIFEESIHE 1 THOAE LS, 010 A1 ABREVIFEZFELTND
HEICR D,

BT AR R PERE A 23 8RS R D IR B ORI T, B S 2R B2 22 WO AR F 23
NAFLD Cd» %, NAFLD (ZRIECHRMEIL 2 £ O IENF R 2 2 L7726 D% NASH L RS, A X R U >
v Ra— L0l HERIER ENNAFLD DY 27 77 7 24 —Th b, Lo T, A
TESOTEENR 1LY NAFLD O 72 R0 L 700 . BUFEMEST U 7= 38T FE L7,

JT4FE, peroxisome proliferator-activated receptor gamma (PPARy) 7 F =R N THDHT T
VU Y UFHERDY NAFLD 2% L TR R 26T 56 2 ERHE I TS (N Engl J Med.
355:2297-307, 2006)

LIP LR F 7Y 2 BERIC LD IEIITUGE A B = X D2 OW TR E A T2
WORBURTH D, ZORKE LT, BUERAHEHROMAETEIHEA SN IBMETH L~ Y
ATRFTTY VP UFEERICK VBN YGES S E A0 ET 52 LT ons (J
Clin Invest. 106:1221-8,2000) .

—J., 7y bTlEE FERERICT T YU O UBERIC K VBN SGET S Z E s ST
W3 (J Endocrinol Invest. 34:775-80, 2011, J Gastroenterol Hepatol. 23:102-9, 2008) .

2. 3o B 1Y

AT T~ T ADHL BT T v SORFET VERWCTT 7YY ¥ U iFERIC L D IR
WEANN=ALERAL, 7770 PUBEROIBFGERLE L TOEREHALNIT S,
FT NV UHERIC K DR U E A = X A OB IX. NAFLD OFFHE A B = X LA DfRHIZ
LENDLFHREMENH 0 . H LWIETITFREIEORBIC L EN D AREER H 5,

3. PR 571k

FxZINFE CICHE R FCHEINESTHEDNA X7 J —=2 7 ETH D MuT-POWER & HER
TT =B A 706 OMEEETTEH (ICST) & AV 2 ENU R 2 — & ¥ = R U A K DR R 14
BTy MERL AT AERAWT, BEOEERET VT v hOBRICHED > TE T,

ZOIBPWET VT b LTREVTFUBBFICT B AEREGT D Lep™/Lep™”
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