BHEFE5IEK 202245 9 A% 19 %% 17 % Lab Med Clin, September 2022, Vol. 19, No. 17 e 2325 -

- Z .  DOI:10.3969/j. issn. 1672-9455. 2022. 17. 006
B ZCBERXREBEETMERTHEENNFIHAR

SR AR & < AL N IRELE
LohAXFLARFd 25001052 0 & F T4 L ERABA, L AFd 250014;
3L AS —EAKF S — WA ERERA. L EFd 250014

M E:HN KA CEARKXATHATH) EF FTHREAAFN)IE T AR SR BHAZEG L 2, AR
MR IFN &7 CHF R BRW 5 Fh4 5 X rmel TH X4, AF JAEMBEAIE—FaE L, 83 Lkbh
&0 i F RIS EHE , 233 RevMan S AF4E B 247 . 5 AT e A= IEN 6 77 THF ARG X &, £ IR 2017 —
2021 - Fizle AT IFN B 7 69 THF & 91 ) A 1 R xF &, AR B AR T 2 45 8 (BMD S 3t 4 4 xF B 40 (BMI<<25
kg/m”,61 4) F= e Bk 20 (BMIZ=>28 kg/m”,30 #), 3% IFN /457 48 JA , AR M A 5 A8 AL # 4 8 (ALT) 4=
LI & @ 3R (HBsAg) KT, k% RE IR REAZ B 64 4k e &k ABE f 3, 5 % A(BMI<<25 kg/m’) .B(BMI=28
kg/m”) # 28, 4% B i X m B Rt K % 2m i B [ & ge Ae A~ & (IL)-2.10L-4 . 1L-6 ,1L-10 . 1L-12p70 . IL-17 . i 55 3%
B F (TNF)-a JEN-Y ] K F, FHRABHATEFARTFELG K E@MBR T, Kb RFBETHEEA
HBV & B 28465 HepG 2.2.15 286, IFNa2b 5 ik h 69 2 Fam e B F 2 KBS A, KEmBITR LF &,
# i HBsAg, TR £ e 3R (HBeAg) . HBV-DNA K -F,f# @ IFN 13 5 4 $ i@ % JAK-STAT ##m 5%&
& IFITM1.MX1.0AS1.PKR K-F, &R S@as, ek ALT,.HBsAg A+ & (P<<0.05), B4
IL-2.1L-6 JL-10. IL-17 K-FAZ&H T A4, ZF A%+ F &L (P<0.05, IFNa2b & # 5 IL EA4EA
TLJAKI.STAT1.STAT2 & £ R RARE BB, JAK-STAT 12 5 18 %408 &, 3 1L-6.11L-10 B4k JAKI-
STAT ey A2 LA 2, IFN £ 4F R T, 4% & & @ IFITM1 ,MX1,0AS1 .PKR &K -FF & .5 1.6,
IL-10 BEAAEA T, Lk 3547 K- FHZH 2wl 2 (P<0.05), %8 JEHBAKTHF &% IFN & 57 690k i, 2
AEMHFARE IL-2,1L-6 1L-10,11-17 K FH ZH A A X, 1L-2.1L-6.1L-10,1L-17 T A LA K F & a 1F-
ITM1.,MX1,0AS1,PKR & F,

EgW e, CAME; FHhE; amii i

REESES:R512.6 MHkFRERD A XEHES:1672-9455(2022)17-2325-06

The mechanism of obesity reducing the sensitivity of interferon therapy in hepatitis B patients”
ZHANG Bingyang'* LU Sumei®* ,MA Wanshan'**"
1. Shandong University . Jinan ,Shandong 250010,China; 2. Department of Clinical Laboratory ,
Shandong Provincial Qianfoshan Hospital , Jinan ,Shandong 250014 ,China ;
3. Department of Clinical Laboratory sthe First Affiliated Hospital of Shandong
First Medical University »]Jinan ,Shandong 250014 ,China

Abstract: Objective To investigate the relationship between the effect of interferon (IFN) treatment and
the degree of obesity in patients with chronic hepatitis B, as well as the relationship between the molecular
mechanism of obesity-induced insensitivity to IFN therapy and inflammatory cytokines. Methods Taking obe-
sity as the only influencing factor, through literature search, screened and extracted literature data,and ana-
lyzed the relationship between obesity and IFN treatment susceptibility to hepatitis B through RevMan soft-
ware. A total of 91 hepatitis B patients who received IFN therapy in this hospital from 2017 to 2021 were se-
lected as the research objects,and they were divided into control group (BMI<{25 kg/m”,61 cases)and obesity
group (BMI=>28 kg/m’,30 cases)according to body mass index (BMID). The IFN treatment was followed up

for 48 weeks,and the levels of glutamate aminotransferase (ALT)and hepatitis B surface antigen (HBsAg)
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were compared between the two groups. The plasma of healthy people with different degrees of obesity was
collected and divided into two groups: A group(BMI<C25 kg/m*,61 cases) and B group (BMI=28 kg/m’).
Flow cytometry was used to detect inflammatory cytokines [ interleukin(I1L)-2,1L-4,1L-6,1L-10,1L-12p70,1L-
17 ,tumor necrosis factor (TNF)-a, IFN-Y | levels, the inflammatory cytokines with statistically significant
differences between groups A and B were searched. HepG 2. 2. 15 cells stably transfected with human HBV
genome were cultured in vitro,and IFNa2b interacted with the selected differential cytokines alone or in com-
bination. Cell culture supernatants were collected, the levels of HBsAg, hepatitis Be antigen( HBeAg) , HBV-
DNA,IFN signal transduction pathway JAK-STAT and antiviral proteins IFITM1, MX1, OAS1, and PKR
were detected. Results Compared with the control group,the levels of ALT and HBsAg in the obese group
were increased(P<C0. 05). The levels of 1.-2,1L-6,11.-10 and I1.-17 in group B were significantly higher than
those in group A,and the differences were statistically significant (P <C0. 05). Under the action of IFN«2b a-
lone or in combination with IL,JAK1,STATI1,and STAT2 were phosphorylated to different degrees,and the
JAK-STAT signaling pathway was activated. Among them,IL-6 and IL-10 significantly reduced the phospho-
rylation of JAKI-STAT. The levels of antiviral proteins IFITM1, MX1, OASI,and PKR increased under the
action of IFN alone,and the levels of the above indexes increased more significantly under the combined action
of 1L.-6,11.-10 (P<C0. 05). Conclusion Obesity reduces the sensitivity of IFN therapy in hepatitis B patients,
but the mechanism is not directly related to the elevated levels of 1L-2,11.-6,11.-10,and 1L.-17. IL.-2,11.-6 , IL-10

and I1.-17 can up-regulate the levels of antiviral proteins IFITM1,MX1,0OAS]1 and PKR.
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