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The effect of SIRT1 and related factors on human hepatocytes induced by anti-tuberculosis drugs”
ZHANG Yiyang ,LI Yingshu,LI Jinfeng ,LI Biao ,CHONG Yingzhi,
ZHENG Guoying  SUN Shu feng s FENG Fumin®
(School of Public Health , North China University of Science and Technology/Hebei Province Key
Laboratory of Occupational Health and Safety for Coal Industry,Tangshan,Hebei 063000, China)

[ Abstract ] Objective To investigate the effect of silent information regulator 1 (SIRT1) and related
factors on liver injury induced by anti-tuberculosis drugs. Methods Human hepatocytes HL-7702 cells were
divided into 4 groups:the control group (group A),the isoniazid+rifampicin group (group B) , the isoniazid +
rifampicin + SIRT1 agonist group (group C),SIRT1 agonist group (group D). The content of alanine amin-
otransferase (ALT), aspartate aminotransferase (AST) were determined. The mRNA expression of SIRT1
and nuclear factor-kappa B p65 (NF-kB p65) were analyzed by real-time quantitative PCR (RT-PCR). The
protein concentrations of SIRT1,NF-xkB p65,interleukin-6 (IL-6) and tumor necrosis factor-a (TNF-a) were
detected by ELISA. Results Compared with group A,the mRNA and protein expression of SIRT1 in group B
decreased (P<C0.01). The expression of mRNA and protein levels of NF-xkB p65 increased,and the expression
of 1L.-6 and TNF-¢ increased (P<C0.01). The mRNA and protein expression of SIRT1 in group C was higher
than that in group B (P<C0. 01),the mRNA and protein expression of NF-¢kB p65 decreased (P<C0. 01),and
the expression of 1L.-6 and TNF-¢ decreased (P<C0. 01). There was no significant difference in the expression
of inflammatory factors between group D and A. Conclusion The stimulation of anti-tuberculosis drugs could
cause hepatocellular inflammatory injury,activation of SIRT1 could reduce the occurrence of hepatocellular in-
jury by reducing the expression of NF-xB p65.

[Key words | silent information regulator 1;NF-xB p65;antitubercular agents;liver injury

SER e 2 O AT R SR B — Bl g AL S (isoniazid, INHD #1 A 45 - (rifampicin, REP) iy K H
PEBAG - I AE St F 32 WAT . MR EE RO K R (LSRR R A P BB L P I A T R T B S 1R
FIRFEAR B Y X . FRT IR DA BUCWTONE 5T 45 4% 25 9 ¥ T 451 £ Canti-tuberclosis drug-in-
7 I PR b DT 25 R0 1 — AT T R AE S duced liver injury, ADLD J& H e 32 5 H 5 ™ 5 /Y A

* BB . WAtA B ARSI E (H2016209300) .  EHEE M-k — 4 (1992 =), fE A L P2 A4 E BN FAE Yl B B w52

#{51E& ., E-mail: fm_feng@sina. com,



3966

Rz —" . H AT Ak B4 4 25 9 AR 51k i %
JiE 2N AR 45405 1) & A 3k R o e o PR L 9 AT BB
i ADLI By 36 i) | B 80 5, 4 & (& 2 B Ak
(histone deacetylase, HDAC)/E AL O 4155 [ F
B AR A L SR F Y IR S T AR IR 4R
YA S5 A AR R R L A 9 E B R 3% 3k 45 O T
RIFHEBEEDRE . VB B H T 1(SIRTD
S — TP A SO Tt i it B2 e — A% 1 IR (NAD) 1Y (I 2R 4
B R CTACE 5 40 M 0 % A Ak N 0] R AE
e AR S Z Mo feim sh g kY . o
KA T kB(nuclear factor kB, NF-«B) 7E i I 4
FESE 10 POl B B AR T S SIRT1-NF-«B {5
53 T AR RN A T RS M LG . R, B
NE-«B j& SIRT1 {4 #8 43 F. HCHE U 76 Bt 25 4% 25 ) 30
JHFAR 15 3 72 R NEF-eB A 5 19 42 R I S 1 38 56k i v
Ae 5 SIRTI WKL A K. ANEIEE L4 2
00 S5 IR R0 A T 106 A SRR I R A B, O 4 A
ST 4N M5 3 A v SIRT1 S Af 56 R F i 235254k
I3 1 A SIRT (3 3h %) SRT1720 2 SIRT1
FEIE W 58 LT T e R GE BT R 52 m . DT 45 3
SIRTI FAH ¢ H 78 T 45 ¥ 245 90 BN I 4 it 4 495 v
(VR S ADLI B 19057 F0 45 42 9 58 35 1) v BRI 36
7 W 58 P LR R

1 #HEE5FZE

1.1 RKF 5 NIE® P4tk HL-7702 5] H =
T BB 40 I T s SR BE (LS . YSMXE-OMD) | — H
AP [ (dimethyl sulfoxide, DMSO) #lt 5 : W3OKK-
MIJilg H HA TCI A vl §H R 5% R (Ht5:
16346781 [ 1% & BI /2] ;0. 25 % i 5 (A B (5 -
25200-072) M H 2 [ GIBCO /2 w5 SIRT1 # 3h #
SRT1720(#it 5. S112906) Wy A 3% [ Selleck 23 #;
90% Roswell Park Memorial Institute (RPMI) 1640
(L5 :24916002) g [ 35 [ CORNING 2 # ; 10 % fi
A M3 (i 5. JC50166) 1 A 36 [ CLARK 2\ Al ; Pri-
meScript™ RT Master Mix 5] & (3t 5 : AK4601) .
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