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2. B &y WS T BERRIRT A SRR (SAMe) AP RS 1t 9% (ALD ) #:3% Janusti i 2/f5 5 975 5 Sl ke s R 1
3(JAK2/STAT3 ) it i B HFEFAEALHIRE A, 7 ik ARG e B FE BH T 55— A R BEBE20234E9 H—20244F9 A W i& 1Y
96BIALDEE A ExT 5, BB AT, i R B R L A I A B2, 49204801,
TR S H 26T  IRER S AMelik & H L2 IR IT , LU BB 16 T THERIT LR BT 80R G
5B 1 RIITAK2/STAT3 8 (A ZBKR T RAEFRFR BRI RRR  FEFAELIabR, 16T fRBE UG 145, LA AW
JFDIRERE L. A HTIAK2/STAT3IE IS & I SIRRTE ARG, 4R 167 )G BRI IITAK2  STAT3 %A
AT AL (P<0.05) . IRERALH) 140 3R -6 (IL-6) , I 4Hff A 2R-1B (IL-1B) . Tif M4 (ROS) ik K P-4
T H AL, A EH K (GSH) R K T m T AL (P<0.05) R4S ) TR i S U Rk vtk (PTOINP)  TVAY
IR (C-1V) B IRRE (HA) JZRE R A (LN) KRR FECTHA (P<0.05) . B BE UGS R, RIS 4
B ENE (ALT) B R (AST) BB ZLER (TBIl) B AR FEET H AL (P<0.05) . JAK2  STAT343 ] 5
IL-6,IL-13,ROS,PIINP, C-IV HA LN IEAR, SGSHE fifl % (P<0.05), 48 SAMen[JREFALDEFH R
e L S SR A LI , R RE G2 AT A AL R S AR BEITF Dy Pk &2 39 BB v, AR AL T RE S HITAK 2/
STAT3 % % DIFHG
Bl RS PERTN T AR 5 R 5 Janus T2/ 5k S B o s BTG DR 1 P ET k4L
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Effect of ademetionine on JAK2/STAT3 pathway and liver fibrosis in patients with alcoholic liver disease
WANG Yue, XU Wenhui, QI Ran

(Hepatobiliary Disease Diagnosis and Treatment Center Surgical Ward, The First People's Hospital of Nanyang, Nanyang, Henan, 473000, China)
Abstract : Objective To investigate the effect of S-adenosylmethionine (SAMe) on Janus kinase 2/ signal transducer
and activator of transcription 3 (JAK2/STAT3) pathway and liver fibrosis in patients with alcoholic liver disease (ALD).
Methods A total of 96 ALD patients admitted to Nanyang First People's Hospital from September 2023 to September 2024
were prospectively selected as the research objects, and a randomized controlled trial was designed. They were divided into

the routine group and the experimental group by the simple random number table method, with 48 cases in each group.
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The conventional group was treated with conventional drug therapy, and the experimental group was treated with SAMe
combined with conventional drug therapy. The expression levels of JAK2/STAT3 protein, inflammatory indicators, oxidative
stress indicators, and liver fibrosis indicators of the two groups were compared 1 day before and 1 day after treatment.
The patients were followed up for one year after treatment, and the recovery of liver function was compared between the
two groups. The correlation between JAK2/STAT3 pathway proteins and clinical indicators was analyzed. Results After
treatment, the expression levels of JAK2 and STAT3 in the experimental group were lower than those in the conventional
group (P<0.05). The expression levels of interleukin-6 (IL-6), interleukin-1 (IL-1B) and reactive oxygen species (ROS) in
the experimental group were lower than those in the conventional group, and the expression level of glutathione (GSH) was
higher than that in the conventional group (P<<0.05). The experimental group had significantly lower expression levels of
procollagen type 1 amino terminal peptide (PIIINP), collagen type IV (C-1V), hyaluronic acid (HA), and laminin (LN) than
the conventional group (P<<0.05). At the end of follow-up, the expression levels of alanine aminotransferase (ALT), aspartate
aminotransferase (AST), and total bilirubin (TBil) in the experimental group were lower than those in the conventional group
(P<0.05). JAK2 and STAT3 were positively correlated with IL-6, IL-1B, ROS, PIINP, C-IV, HA, LN, respectively, and
negatively correlated with GSH (P<0.05). Conclusion SAMe can reduce inflammatory response and oxidative stress injury
in patients with ALD, and has a positive effect on delaying the process of liver fibrosis and promoting the recovery of liver
function. Its mechanism may be closely related to the inhibition of JAK2/STAT3 pathway.
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TR R B R 18 S i AR5 , ¥ 9 T TALD
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4E9 AU iR 96 BIALD S A FERT 5 , BETHBRALGT HA
B, B TR B BE AL T R PR A A IR A g A
TEERASHI, AAFRYE: (1) AHLEB & TS NALD,; (2) A
Bl #5Child-Pughs} 23 ABE , C™ s (3) Tkil s =547
(4) ABet B isiE 2 M PE 47, nT A R A BT oE. HE
BRARIE - (1) 5 H AT & 5 (2) PR LA
B OIREA S 5 (3) A B R sl H & AR SRR # 5
(4) 2 5ARMFEHT TR 2 HABIRTT 5 5 (5) PERS phEEns sk
IR, RPN T PR B 2501, Lok R B 23491, AF4R%
50~70% , F-#1(60.23+1.66) % , IR 55020 ~ 26 kg'm?,
F-31(23.15+0.33) kg -m”™, IRIEAER B 10~ 304E, °F
5(2022+1.36) 4F, ALDFFE A1 ~ AR, P45 (3224046 4,
APl Child-Pughfy4 : 356IBY 1361 ACHK s ik 3
P 5k S B 24, Atk R 24, AR 51 ~ 6947,
T3(60.31+1.52) %, KRIEEHA21 ~25 kg-m?,
F1(23.2940.45) kg - m”, AR IEAE IR A 11 ~ 294F , F- 3
(20.35+1.27) 4, ALDJRFE A2 ~ 44, -1 (3.31£0.25) 4,
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APBehtChild-Pugh’y2 : BE3815 . C4: 1061, 240 % — ik
BORHLAR , 22 RG22 L (P>0.05) . ARRBFFEEAR
FRERBEAR BEZE B2t (305 :2023-06-NY0341) , )
B A RE,
12 Fik

WL S B2 PR T < R R R R L 1Y
hFEE LR KA R IRFFL AR KA B IFE Y
JHEZ 3 I10 mL 2 % B IRMEAR Bk 144K (SANOFI
AVENTIS, S.A., 2455120100167, ¥k : S mL 232.5 mg)
BIA250 mL 5 Yot i i e , Lok o, 45 Uik 1
Bf [ =30 min, <60 min, & H A1 K, RE4RA
SAMelk & H M MIGIT 1.0 giESHHSAMe (V5 H
DELPHARM SAINT REMY,, [E £ 7HI20171084 , HiA%
0.5 g) IA250 mLif i 40.9 Y% BRER R R RR I , 2o ik
TTE, B H 425 LR RIAT, A H 25 W 6T 16 e [v] 3 0
YL 241K T I R IAY AL 16T IR B UG 148, 428 A 1R
BRI, i S AR A PG T e R 1 0L
1.3 MEAHEHR
13.1 JAK2/STAT3:i@ %% ¢ S mUW#RkilL , 44
3 000 r-min” PA210 emB03 mini , WG A
M HIAK2, STAT3 % [ &Kk &= , A% & S T-960Rtbr
1 (_EHERHESEES RS A BRI E20192220291)
S RITFIETT THERTLR 6T 45 R 5 S8 LRGN,
1.3.2 XKz, AR %4547 X 4 F-6
(interleukin-6,1L-6) , 40/~ 3-1p (interleukin-18, IL-1B) .
AWEH K (glutathione, GSH) FEA TS T, A8: T 75 45 . i %)
JAK2/STAT3:# % 8 1 s i F AL22 R e ki P48 (reactive
oxygen species, ROS) #EFTAG I, 46 1% 25 A1CIA6004: H 3y
A2 B AL (YLD B A P AR PR 2 7], D54
20182400565) , 6 WA A K A T [ [a]_E
133 AFefspfedidr DG S 0 R iR I o AR
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sk (procollagen I N-terminal peptide, PIINP) | IV A i J5
(collagen type IV, C-1V) . i& B 5t i (hyaluronic acid, HA) . J2
% 2 1 (laminin, LN) REF TSI , 48 T3 25 9 ST-O60RE A7
(B[] _E) A AR B A I ][] _E-
1.3.4 Moy aedadr D0 S0 TR AR A R R
(alanine aminotransferase, ALT) . 4+ Sk Z i (aspartate
aminotransferase, AST) , i IH£L 3 (total bilirubin, TBil) 217
R, A8 15 25 A S T-960REARL (B[R] |) , A MAEA ]
b RS ] A G ARG RT LR | BTG E5 A
14 S%it¥ sk
BARIEIR FISPSS 24. 08K HALER, THECBURELAn (%)
FoR, RS, TR SPRHT & A, HE&
FEF AL, UL (7+5) R, LI LA I ST REA
%, 2H PN LA I EC R REAS A8 55, P<O.0S M S 58
RS, it Pearsontf R REUSIIAK2, STAT3 S5
I B i b O AF G 1, il d T B, BT A B0 35 i
Bonferronif2: #1724 B LLAL,
2 H#R
21 248 %H HIAKYSTAT3 @ 4% & Ak K-Frodk
BTG IR T AK2  STAT3 5 4 B AR EBMET
HHILH (P<0.05), WK1,

A1 248%% H)JAK2/STAT3:8 3% 6 A L AK-FIHud (7+5)
JAK2 (ng'mL") STAT3 (ng'mL")

I
WO 48 3824073 245£057  4.59+0.74  2.79:0.61
EHAL 48 3.89+0.81  3.06£0.55°  4.65:0.79  3.35+0.58

¢ 0.445 5336 0384 4,609
P 0.658 < 0.001 0.702 <0.001

# R G A, P<005,
22 2% H WX g RACR B AR AR PO

BIT G, IR IIL-6, 1L-1B, ROSFEK B AKEAME T4
A, GSHE T e (P<0.05) , W2,

A2 2 EH R E AR RAERR AR TR (7+5)

- IL-6 (pgrmL") IL-1p (pg'mL™) ROS (%) GSH (pmol-L")
HITHI BT RITHI BT BITH BT BITH BT
MR 48 805441022 4529+1037°  25.444539 102342.88°  70.23+1033  40.23+£10.35" 5.25+1.36 12414328
B4 48 81.19£1045  5049£1022°  26.13+5.25 12444319° 71191025 45.11£10.39° 544129 10.5542.92°
t 0.308 2474 0.635 3.563 0457 2.305 0.702 2934
P 0.759 0.015 0.527 0.001 0.649 0.023 0.484 0.004

. 5 R mis AT, P<0.05,
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T (P<0.05) , W3,

A3 288K K R AAGHF A X AT (7os,ngmL)

anl PIINP C-Iv HA LN
i EEigi] BT HEEigi] BT GE RITHI B E R EEig
RESA 48 1702542039 1103122052 185.44+20.62  13045+20.52°  160.24420.55  105.62+20.44° 178.25+20.45  120.44+20.39’
WU 48 1713582044 1241242039 186.32+20.57  14339+2048°  161.39+20.46 1184542037 179.66+2037  133.46+20.51°
t 0.264 3.308 0.209 0.275 3.080 0.338 3.119
P 0.792 0.001 0.835 0.784 0.003 0.736 0.002
. 5 R w7 aTieas, P<0.05,
24 24 %F I i IAR R AR -F s
RV SR, IR I ALT , AST, TBILZFK LK WIETH I (P<0.05) , W34,
k4 288 E T ARIBIFRERKFRE(7+s5)
. it ALT (U-L") AST (U-L") TBiL (umol-L")
- HITHI Wi 1 45 67 H iR YT Wi 1 45
R 48 75.45+10.22 40.33+10.29° 70.35+10.27 35.48+5.46" 50.44+10.37 16.62+3.33°
A 48 76.13+10.38 4527+10.36° 71.19£10.32 38.42+5.37 51.1810.24 23554421
t 0.323 2344 0.400 2.660 0.352 8.945
P 0.747 0.021 0.690 0.009 0.726 < 0.001

i 5Rumia AT, P<0.0s5,

2.5 JAK2/STAT3##% @ 56 KA 4R 6940 X 547
ZPearsonfl Pk 2EUE T, 167 JHHUTAK2  STAT3
¥I5IL-6.1L-1p.ROS . PIINP,C-IV . HA . LNIEAHX%, ¥ 5
GSHfAH (P<0.05) , %5,
A5 JAK2/STAT3@ 8% G bl K iEAr 6948 X o4

. JAK2 STAT3

70 > . 7
IL-6 0.855 0.022 0.796 0.019
IL-1p 0.824 0.025 0.802 0.020
ROS 0.809 0.019 0.814 0.025
GSH —0.822 0.020 —0.809 0.014
PIIINP 0.837 0.026 0.815 0.016
C-IV 0.861 0.027 0.796 0.017

HA 0.847 0.024 0.803 0.023

LN 0.823 0.028 0.798 0.021

3 3t

ALDZ AR 8 I SO LSS 48 DI REZ )= 5 |
EEH— RIUFFAEBR , iR | RS s W™ =
HRAEZ —, Wt 5 EEFTRE AL S 2 PR D RE 3 it A B 5
R Z —  ALDIE ¥ 2 IIPURS PR ARG T 1225 R S o itk
PERT 98 AT HE AL L 2 IR PR REAL , 25 R B k101, &
F I — e R KU, FUWALDER# 2 W
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Je TGP B3 3R B = IR AR5 %5 , 24 K S
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P R B TAK2/STAT3 3 7o — e (R B .
JAK2/STAT3FRERG A 2 — A RIS 5 R L, -5 2
ATl R SR AL AR 517 S AMe s — s 4 i
Ty RE B EE 2 5T, R = RS B T I FES AM e 41
HA ISP , SAM ey 5 B ATCRE 5 Wi HE F L AL T R
HALDEBE N FEIMEES AMefig i — & BB & 1A
HIBALRR ), B P 5 R T i e AR — PR L4+
STAT3ZhfERE , HW S T AR AR " . SAMe R B
BRI AK2/STAT3 8 8% , Wi & 1 ik i 35 F R AL T, 2
TETE RS AT SO 3L, RIEAMRIJAK2/STAT3 & 1 . [T,
SAMeR[{RfEGSHA B, £ —EFLE EREIEROS/KT-, A
MR ALDRY SRR G . LA, SAMeRy 3 KPR
AEAE 8 T R IR O ST B 240 e i s 38 , 326 it 44 i)
Tl R I, A B PR UR . Pk, iR
HIJAE SR PLBARPRSCE ORI T A, A,
R IATT SR IPIINP, C-IV . HA . LN¥EFH A, 8
% RE VTS5 A, XA ) D RE R BRI AIC T 0 A, 4
RSAMeXfREZ ALD 5 - 4EAL BEFR T IRk R %
JRDIREVR S A B, BRI AT 4t
A AL DY 1 1 Je i) MRV RRAIE , 388 5 2 S A TR 4B M T
Ja 5 12 , SAMey™ H: Iy S BUH LA AN F AT 2 I GSHK 1
FH IR PROSH: B, 18 i [l B2 R # ) AK2/S TAT3 H:-Fa e i
AR D fE AT — s R L 0D S AR L , Tl I PR 5 A1
JFF A Ny i R Ao L A e A O 7 e AL i J , 30 v
IR, R B IF T Re M R, AP geimat
Pearsontf STk ZEAS T TJAK2 STAT3 5l TEARAIH
KM, R B 5 SOE RSB AARAR B AR AL R bR
LRI IEASE, SHUA LR AR R L G SE  FRITAK2,
STAT38 "] IR ALD 54 | S AL RL IR %5 I RE 5% I £F 4
1t M SAMesl Al i it (Rl NI AK2/STAT3 i #% A 3 |
WIBITHEY,

25 LTk, SAMeRE IR ALD 535 1y 48 5 J b M S8AL
PR , R RE SR 1635 TR A5 A8 T 2 I D RE S A
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