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Abstract

Hepatic fat accumulation, a common phenom-
enon in nonalcoholic fatty liver disease (NAFLD)
and alcoholic liver disease (ALD), is associated
with liver inflammation development and dis-
ease progression. Besides, hepatic fat accumula-
tion is also seen in HCV-infected patients, which
influences the response to anti-HCV therapy.
Although the causes of fatty accumulation in
the above three diseases are different, heredi-
tary factors causing fatty accumulation have
attracted more and more attention. PNPLA3, a
member of patatin-like phospholipase family,
has the activity of triglyceride hydrolase and can
influence the liver fatty metabolism. In recent
years, PNPLA3 polymorphism has become a hot
topic in research of NAFLD, ALD, and HCV, and
important results have been achieved. This article
describes the expression of PNPLA3 in human
tissues and review recent progress in understand-
ing the role of PNPLA3 polymorphism in the
pathogenesis of the above three liver diseases.
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PNPLA3(patatin-like phospholipase domain
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Hrs738409(C>G) 48 5 5 WL AR . dE
RS PEIET iT(nonalcoholic fatty liver disease,
NAFLD). Bk AFi(alcoholic liver disease,
ALD). WA 2899 5 (hepatitis V virus, HCV)
IR YL S I Bk JEAH OC, A AF RAE [H A )™
WS, AHE AR WAHSCHF TR IE, R H R AR
BRZ SRR M. R E bR AT, A
PNPLA37> AL 50 A 35 J Hors 7384094 4]
2 APEAE I R IH P BT SR — 554

1 PNPLASHI D FHRFE R ELRIR B

PNPLA3JE 481N LR 20 i A 3 s vk
A, XHF ANadiponectin, J& TpatatinFEBE RN
M. PNPLA3GE 5 A48 25 7 MMt 1) ol i i
A2(PNPLA2YHEL, HAT -4 5 1) I i e i /K A
B PERY . RSN S2E0IE SEPNPLASH = B H ik
il T 50 4 I 5 T R il e, H A A
W RIE A0 T R — 45 iR

PNPLA3JE R T-225 Je(f{4(22q13.31)".
H AT, PNPLA3KE K 2 &S W90 i 2 Flim R r
FErs738409 C>GAV A1, ZAT Mg PNPLA3E
(114807 A IE R, C>GHE il 5 o R e 1k
NERAR, BRI ILEY S 4 204 S
PE 4707 22 IR 1, A Ak 3Lk 2k g 1 Tk 3
KR EPESL R, PNPLA3I148MiE i BH (k- H
T B T G 0 = BRI B AL AN
rs6006460. 152294918, rs2281135% 4 /4, 10
PNPLA 3rs738409(1148M)7A% 5 55 I i 115 4<
. NAFLD. ALD. HCVEYL & A
.

NAERPNPLA3 B IATEJIE, ok JeJik
AR 4LZ37. PNPLA3 2R th IR i 4123 KT
AR R 3052 A4 H RTRF S, PNPLA3RIA
ZLUF R ZE M (1)K & PNPLA3 mRNAZESS
JERRZS FARAE, ME & moR i &9 )5 1 BTt
AHOGSEIR A, 2 AR I £ T LUK PNPLA3
mRNAFIE AL 2 7k 191731, PerttilaZs!" i
Tk e B AR G R TE RV R IPNPLA3 S 8)) 71X
AEAERR KA S W) [ Y. TG F(ChRE, carbohydrate
response element), % MBI Z T/ 455 H A
(ChREBP)E44 57K T PNPLA3 )3 1k; (2)
1R iR #(body mass index, BMI)FIAE B
PNPLA3 mRNAZE I 5% 5 BMIFE
SV g 7 8 1 A OGH 21 (3) e iy 2 A 2
Bl 2 SR DU D7 ZH 2L P PNPL A3 &
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1s738409GE5EA 3L K 5N AFLD M 4 e AT 1
HKFPNPLA3A K, RIZAL A8 v 5 3L
FIAImMRNARIE R RN, HREEHC VIR YL
H R ZfEPNPLA3HEST, IMPNPLA3 rs7384093&
IR 5845 5 H R IEAEH C VI G o TR AN A7 AE A
e,

2 PNPLA3 rs738409ERBDIENSLBLAAE . FF
sl

(OB 0T 9 40 M AR OB WiF 9 e AV e A7 4
o SRR TR T LR, PNPLA3 rs738409
SR I H I = T AE A0 B P B B AR R
KA S HF I R HPNPLA3 rs738409584%
e Mapo-BIR &R 11940 Wk, HiZ 58 A% il i A
WA P RE & 1 (very low-density lipoprotein,
VLDL)f 4 = 40 i A i et (2) B A i
HEZKSF: KrarupZEl'Ot1 357404 8 15 55 14
ERHEAT 2 M7 & Blrs 738409 G257 JE [K 55 R F& 1)
2 AL H v = 8 R I R IE ] K 3
A2, Palmer%! 1 % Blrs 738409 G457 3 A 1)
IR B 2 HA SRR I I3 i = AR K B)X
LY MR I 38 B By 3R AU R IR S i 22 BRI 9
KW rs738409GEEAL HE PRI I A B A1 Jl e i %5
PR U™ rs7384093E A 58 AE 5 I i
JBE K 3% . B SR AR R ROBH IR R AN A 2,
{HPalmerZ ST HPNPLA3 1148551
FACPUAIDE. Wan g 53T (A 5 4108 P
AR R I, (4)0FHE 157 40 B N g
CCRYUBHHILL, GG b 5 I 4 s /s (5)
XF T JUE T 27 () 5 ) 22 T 9 1) R BHPNPL A3
rs738409 3k K 548 ] 5|t Hm A A
FEUL R0 BRI 24 45 N B & ¥ (alanine
aminotransferase, ALT). RAZ RSN
(aspartate aminotransferase, AST)H my, [HLi% 3k
A S S F A5 405 10 5 i M) L3 IR B0 O 461, Li
2 1532451 88 PG BFREARIEAT KREA . BEMLXT
IEHTSL K ILPNPLA3 rs7384097% 5 5 ALT B %
G AT, SASTHAHK, AR5
WEIKH L.
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2180 8 5 P BT 4 (non-alcoholic steatohepatitis, ‘B E(OR = 2.79), 7EALTF & 1R P T 48 I;f;;&ifp%j;
NASH) & AR (1)PNPLA3 15738409%¢ A T B THEI(OR = 2.33), IXKMPNPLA3  15738409G% {2 &
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i i TCCRUR 2. 705, AR PER.  PEATR. WORSPEATRE(LAE G P A A B R HCV
BMI. BEJRAG. WORBEARIFIAF A, 3.3 PNPLA3 S A SHCVAREHm £ 4 (1) E5 7 &L

PNPL A3 5 55 I 7 7 52 AR G PR AR A
H P ST WIPNPL A3 HE K& T A
Ui A (R A 6 DR 22, A 1 R T 1) B 7 5
FAUSL o, AR Y6 2 BIPNPLA3 rs738409
RAZE NIRRT B T RRE S ERRAR T ASAR G,
W 0 P9 IR I R (2) 5N AFLDIF) B
PEAI S Z TR WIPNPLA3 rs73840958 48 14
JINAFLDF 5 JEHEP24, (3)PNPLA3 rs738409
S ENAFLD B UG O &7 584 ]
SENAFLDEH M5 ALTT 022343 AST
T kA, PNPLA3 rs738409 GGHEA A
NAFLDEEWMHAHL NI KA. 21
Hett. M-D/IMAEHIC, B A SR 105 R R S
I kAR G727 1 6 529N AFLD 1932
914kt 5 Xof S PR T AR A AT 4 J5E DR 201 G 1 3,
Kawaguchi®P W57 & BIPNPLA3 157384094 71
5NAFLDE A (A M i@ = 1.4 10™), JFH.
5 MatteoniZ5 & t IRINAFLDZH 24540 5 43 4%
I AR, 1ZHTIT R WIPNPLA3 157384093k [K 5848
LNAFLD™H M I NASHBEE SR FIFHOC. 5 — T
WU R W rs738409G 517 ik K N A SHI) 5 %
PEL PEENE AL I R AEAR S (4)PNPLA3
rs73840953748 1] it N AFL DI 15 AH 5% #F5T
WoRrs738409SNPHIZE B iR . HbAle. A
PO P, =335 AN AFLD T AH S I
PR¥EAR; (S)PNPLA3KE K 545 b5 2 JIH [ 2 I%
25 P R B 1 KO i 2 A P T e A L]
B s e R R

3.2 PNPLA3 % &5 ALD# # 4 20104F, Tian
I R TPNPLA3 rs738409% &Mk
TPORS 1 3 2 TB) (R A DG M i iR AR 5 i
S R AR TR 2 JFF 3 B W R 2 T A A AH
K. B fE, ARZRERE S AT TR
WF5T. Trépo 5™ xt3306| ALD B #EATHI 7T &
IL: PNPLA3 rs738409GZ v 3L K S ALDE#H K
G L N R AN R TR TE DA ES
IIHT BN %L Ry AL D B & A AR AL 1
R ST fE B R 2. Sticke 125 %1 0476 ALD
R S 37645 v FE T A A R A AT BT
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PNPLA3 rs738409G55 A7 3 KN 5 HC V& 4L i
G AR Je F e LA 55, ValentiZ Uk
Mrs7384095 4L S MMHCV B # NE WAL g, 48
SHTOT2HIHC V-1 RPN, ClarkZ Y RILT
PNPL A3 & B 55 A7 38 KRN B S %) i s A2 (B 4
JRLAG 7 5>5%) 7™ H R 5 A2 FF 4H A 7 %
H>32%)Z A IAH S E; (2)PNPLA3 rs738409G
SRR S HCV G A 4k i e A7 0%, Valenti
FTrépoZel™* il i /3 M7 WO KFEARHC VIR,
20114 1 IRIRIE T rs738409GE5 A7 JE R AN 5
HC VI G5 21 SR 0 F IR IR i A2 0%, ik
5o Atk e KO REAE A DG (3)PNPLA3SE
R AR HLHC VIATT 2R I Valenti%s*
JURAEHCV-1RTHC V-474 & 35 h R BIPNPLA3
1s738409G 5547 LR 5 HTHCVIATT FUR A %, GG
BEPR R R 2 95 75 MY 2 (sustained virologic
response, SVR)%10%, CG/CCHEHFSVRHK
36%(P = 0.02), RM{EIT A IEFAHCVEZ ok
KIPNPLA3 rs738409% K548 5 SVRZE 2 |1
AFAEAE DG, 59— T b 3 R AR R W kA
TFJE B X 602 BIHC V i 2 HEAT 0 52 453 3] 7]
FE4E18: PNPLA3 rs738409GGHE K7 5jPeglFNo,
AR BB PTHC VIRIT IS VRE Z [H]HL >
AT, 1 5 HCV-1/HC V-4 74 [ % 5 £ 4 Ak 1
JHAAK B 5 () SVRFN L 5 #5527 WV % (early viro-
logical response, EVR)AHEM!. {H & TrépofEfiiAl]
HIFEA TP R B T B ValentiFIWTF 5T 45 5. HZ4 %
ClarkZ I ValentiZ=0F 57 1111 5002 451 36 4 gk
T HT K IIPNPLA3 N 2 &M X PegIFNIEL &
I ARIATT FISVRAFAR D 5l 7 5% M.

3.4 PNPLA3 S SMHE5FBEAAdAMXE
PNPLA3 rs738409G55 A7 1 DA 14 hin JE JHE N A
A T AN Mg AR ). AT S R PN PL A3
rs738409G Gk DA I W RS R A A4, 26 2 2B I
FE M fE R R 25, 55 158 A E, S K 2E OR
4 416.8°". CorradiniZ " [ 7T K HPNPLA3
rs738409G G i 3 K A= 40 Mo i 11 M %6 o vy
% DN 25 0 AT R 5K s 7R s 738409 G G AL A Y 2
HCCKR AR fa i M 22, HOR{H #492.235Y,

KAHEEE5SVR
R ALPY %P
. EHF R T
PNPLA3 rs738409
EFTHSE R
HCV /7 &A%, 12
RIFHVCH %
AR HSE., 4
AR . ALK
R ERENT
vy, B A oL Feat
HCV & % & # it
AT B 40 Bt
—FHFR, VAR A
ZAL 5 RHCV
U SIS
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[R5 S A5 R R ()3 . PNPLA3 rs738409(C>G)
A S ] 5| NHE L R R R R
(NAFLD. ALD. HCVIE4L i) 1 Ik il 2
(ALT. AST)HE""%) %47 55 (R 578 15 11 PR T
JWINAFLD. ALD. HCVEYLEE )R LM 5K
PEV BEIGIDTAR o WA 5 2 21 o Al ik Je A G
PNPLA3EEK 2 M HHHCVIRT T R Z 0] (1) 2%
AWARMSHAE 450, HibE BB} — P %
JITHIEGE. BRAb, B G0 R AT AR 5 e e
NBE. ALDIEE RA s i fa ke 25, (HAH
AP FEERRD, HFG T ARG TP 1R IE.
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