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ABSTRACT Objective: To study the changes of hepatic fibrosis, liver function and Th1/Th2 cytokine levels in patients with chronic
hepatitis B virus (HBYV) infection, and to analyze the effect of entecavir intervention on related indexes of patients with chronic HBV.
Methods: 120 case of patients with chronic HBV infective who were admitted to our hospital from April 2016 to January 2018 were
selected as the objects, among them 50 mild cases, 24 moderate cases, 21 severe cases and 25 cirrhosis cases. And then 50 cases of
healthy persons who were admitted to hospital for physical examination at the same time were selected as the healthy control group.
The liver fibrosis indexes [hyaluronidase (HA), collagen type IV (IV C), laminin (LN) and procollagen peptide type II(PC III)] , liver func-
tion indexes [alanine aminotransferase (ALT) and aspartate transferase (AST)] and Th1/Th2 cytokines [interferon-y(IFN-y), interleukin-2
(IL-2), IL-4 and IL-6] in the serum were analyzed among patients with different conditions of chronic HBV infection. Then the patients
were divided into observation group and control group according to random number table method. The control group was treated with
routine liver protection therapy such as reduced glutathione and compound glycyrrhizin, and the observation group was treated with ente-
cavir dispersible tablets on the basis of the control group. The changes of all indexes between two groups before and after treatment were
compared. Results: The indexes of hepatic fibrosis indexes, liver function indexes, Th1/Th2 cytokines IL-4 and IL-6 in patients with HBV
infective were significantly higher than those in the healthy control group, and gradually increased with the severity, while the levels of
IFN-vy and IL-2 were lower than those of the healthy control group, and gradually decreased with the aggravation of the disease (P<O0.
05). After treatment, the levels of serum hepatic fibrosis indexes (HA, IVC, LN and PC III)), the liver function indexes (ALT and AST),
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IL-4 and IL-6 in the two groups were significantly lower than those before treatment, and those in the observation group were all lower
than those in the control group (P<0.05). After treatment, the levels of IFN-y and IL-2 in the two groups were higher than before treatment,
and those in the observation group were higher than those in the control group (P<0.05). Conclusion: The patients with chronic HBV
infection have elevated levels of liver fibrosis, impaired liver function and imbalance of Th1/Th2 cells. Entecavir combined with conven-

tional liver protection treatment could effectively correct imbalance of Th1/Th2 cells of the patients, they can alleviate liver fibrosis and

improve liver function.
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1.1 FR5EATE

BEPE 2016 4F 4 F ~2018 4F 1 A L BeliA g 120 498
HBV &Y B E R4, AR HE : (DFFG 2015 EHfERE
2E S A 4 AT A 1 2 T B TG 48 B ) EIrh 56 T8 HBV
YRS MR ; (2) 4RI AE 18~70 % 2 Ji) 5 (3) I PR BT} 588 5
(X Tr G ARG %, RN 228 R 15 . HEBRPRE: (1)
G IF AR R BT B4 S8 3 5 (2) oMl BT B 3
OXTRT 259t il s (A RSO BB B 5 (5) T RGu
R s (6) HAT T EL il B A I 5 R R R
(DI IASEA TR B B S e T AT 1Y 2B 3 s ()M FL R 4T
YRR 5 (O )Mk e s o I8 M LR R 50 451
24 {4 B 21 6] PR 25 B, R R A BEARAE Y 50
B R X IR, i — D4R IR ML - 2Rk F 120 4]
12k HBV By B 43 A ANt B2, 2408 60 9, PR ALAE
AR PRI R R T E R B S AR R I A, E R T
Gl L(P>0.05), A AT otk W3R 1, AT LA B B
AWM
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Table 1 Comparison of general data between the two groups

Groups Gender Age(years Disease course HBV condition
(Male/Female) old) (years) Light Moderate Severe Cirrhosis
Observation group(n=60) 37/23 59.41% 6.93 1391+ 3.74 26 13 10 11
Control group(n=60) 32/28 60.87+ 6.15 14.18+ 3.81 24 11 11 14
t/x? 0.853 -1.136 -0.310 0.654
P 0.356 0.258 0.757 0.884
12 SafFRE ORI, 1/ H o LA ZERTRAL AT AT 153 4 T B e

fTA e HBV IR 3 A Bt J5 BB EMNAR IR . HIRIRE
S5, X R BB 2 SRR A M RN 52 ) H R S R
JHEBTT B JFEIAHEH AR 0.6~1.2 g % T 250~500 mL 5%/ 4
PR P R AR K b B KR L 1 O/ H s B H R AT
TSR 40~100 mL ¥ T 250 mL 5%5%, 10% 825 584 4,

TR (AR5« vh 35 i it B 2 i 257 BRAS /), R 2 -
H20052237, 4% :0.5 mg) HiRIAYT, 1 Ik / H,0.5 mg/ ¥k, P4
SRR 6 A H .
1.3 WRE2IEHR

SRAE (g A (A S M8t HBV I IR T RS 1



- 1974 .

DREYESSHE  biomed.cnjournals.com Progress in Modern Biomedicine Vol21 NO.10 MAY.2021

SRS IEE KN 5 mL, 3500 r/min .0 15 min, B FIEW, U
FETF 20 CUKFE Y o A A5 58 6 G2 03 h A I 4 Ak I D te
$645 S Th1/Th2 BAMREEFIKFo (1) FFLF AL Febn a4 i
17 B Ji 1% (Hyaluronidase ,HA ) . IV )i ( Type IV collagen, IV
C).JZ Kk % 5 A (Laminin, LN ) A1 TIT % 7if % J5 BK (precollagen
pepride IIT, PC TIN5 , 2R AT SR e e AT A , e i) &
FH RN 26 A FIHR AL, T4 Fe MR U0 B S AR Bk A T 5 (2) 3
BETE F 0 5 TN & 182 %% 24 1t ( Alanine transaminase, ALT ) F1 K £&
F R #o Ty (Aspartate transferase, AST), fir Il {45 4> A
AT, R G R B IR AR 4Rt 5 (3)Th1/Th2 4i i+
AR T E -y (Interferon—y,IFN-y), H4+Z -2(Interleukin-2,
IL-2) A& -4(Interleukin-4 , IL-4 ) F1 4/ Z& -6 (Interleukin-6,
IL-6 ) , ¥R FH it Bk £ 2 W {25 ( Enzyme - linked immunosorbent
assay , ELISA) #4740 , BT AR €00 - Abcam A F],

L4 Gt FHE

SPSS22.0 HF I T A T Kt 1y B L5 7 A T Bk
PERRE PR (xt s) R, A LLBAT IO REAS i, 24
AR B P R 5 22504 +LSD-t A3 5 THB0ER AR (%)
ML 2 KRB Fisher KEHAME K4 . 21 P<0.05 {2274
guiteeE e

2 #HR
2.1 1214 HBV Bt EBE AT B f{E R & (N B AT ST 4E (L Fn AT
hEEk F L

181 HBV JEt 8 5 ) AT LT 4E AL A AT DI REFE bk SE 44 2
fR TR HR A, FLBEE W 1% RN 23l LI 251
HG 245 X (P<0.05), W2,
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Table 2 Comparison of liver fibrosis and liver function in each group(xt s)

Groups n HA(ug/mL) IVC(ng/L) LN(pg/ml) PC II(pug/ml) ALT(U/L) AST(U/L)
Healthy control group 50 68.11+ 19.71 56.11+ 10.85 72.41+ 12.88 82.51+ 12.52 31.08+ 17.29 36.52+ 12.54
Mild group 50 105.62+ 29.01*  91.85+ 13.20° 102.51+ 13.05*° 102.42+ 12.93*  62.52+ 20.85° 56.27+ 13.14°
Moderate group 24 152.41 42,10 113.67¢ 13.52® 140.09+ 13.54® 143.81% 13.09* 101.55+ 21.37* 72.61+ 12.95®
Severe group 21 204.05+ 52.47% 164.58+ 14.52™ 166.22+ 14.93" 179.92+ 14.57% 151.20+ 21.88* 90.21+ 13.20%
Cirthosis group »s 34422+ 209.63% 209.99+ 213.52+% 199.42+ 126.28+
53.48b 15.85% 15.16% 15720 22.07%4 13,1400
F 219.614 1109.129 517.042 524.891 360.922 226.927
P 0.000 0.000 0.000 0.000 0.000 0.000

Note: compared with healthy control group, *P<0.05; compared with mild group, °P<0.05; compared with moderate group, °P<0.05; compared with severe

group, ‘P<0.05.

2.2 1214 HBV BB H BT RITERE B Thl/Th2 4k
& FkF Lz
2 P HBV Jgk i 3 1 Th1/Th2 40 g8 7 IL-4 \IL-6 %545

FRoK - 58 25w T R R, BLRE R  17 0 in 2 2 38 b T
B T IFN-y il IL-2 KTt B XS AR A, 156 5995 17 1A I 2 17T o
WA, 22 9 it 24 L (P<0.05), W3k 3,

% 3 &% Thl/Th2 BB EFKFELLE(xt 5,pg/mL)
Table 3 Comparison of Thl / Th2 cytokine levels in each group(xt s, pg/mL )

Groups n IFN-vy IL-2 IL-4 IL-6
Healthy control group 50 220.11% 19.33 26.41% 3.99 23.52% 7.05 24.16% 3.05
Mild group 50 186.52+ 18.61° 25.12+ 3.29* 35.11% 9.57 25.77+ 2.96°
Moderate group 24 153.20+ 16.52* 24.06% 3.04* 52.07+ 11.09* 27.14% 3.10®
Severe group 21 121.08+ 15.29% 23.11% 3.16™ 69.87% 14.11% 29.05+ 3.37%
Cirrhosis group 25 100.82+ 14.95%4 22.40% 3.05™4 91.94% 14.54%4 32.01£ 3.59d

F 269.846 7.423 128.734 29.863

P 0.000 0.000 0.000 0.000

Note: compared with healthy control group, *P<0.05; compared with mild group, "P<0.05; compared with moderate group, °P<0.05; compared with severe

group, ‘P<0.05.

2.3 SBTRT R HIBT A 4L BRI R
VRITHT, B4l HA . IVC LN 1 PC T /K SE-AH LE , W TE 41t
F25 (P>0.05), JGIT IS WA AT L etk Febn il W28 TI697

i, EOULER AR T X IR AL, 25 5 B A e 12 78 L (P<0.05) .
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Table 4 Comparison of liver fibrosis indexes before and after treatment(xt s)

HA(g/mL) IVC(ng/L) LN(pg/mL) PC III(pug/mL)
Groups n Before After Before After Before After Before After
treatment treatment treatment treatment treatment treatment treatment treatment

192.64+ 91.20% 131.81% 76.51% 14217 95.98+ 145.46 115.82+¢
Control group 60

46.52 21.51° 13.20 12.04* 12.95 13.55° 13.11 13.45°

. 187.85¢ 73.20% 135.15¢ 62.05% 144.96x 76.52+ 149.35¢ 93.16%
Observation group 60

46.67 15.10° 12.92 11.20° 13.27 12.81° 14.20 12.71°

t 0.564 2.303 -1.401 6.811 1.166 8.084 -1.559 9.485

P 0.574 0.023 0.164 0.000 0.246 0.000 0.122 0.000

Note: compared with before treatment, *P<0.05.

24 BITHIRRFIREIEIR L
T, PIALITIIRER R ALT B AST AKFH L, 29 K65
VRS (P20.05), YT RTALITHIREISHF B 15 T007

i, R AUR T X IR, 22 3 A e 2 L (P<0.05) . L
%50

R 5 RITRTEAT I AEREAR LR (X2 5, UL)

Table 5 Comparison of liver function indexes before and after treatment( x+ s, U/L)

ALT AST
Groups n
Before treatment After treatment Before treatment After treatment
Control group 60 112.62+ 19.93 63.50% 17.98* 79.01+ 13.77 45.08+ 12.92¢
Observation group 60 116.11£ 20.07 38.96x 10.10° 81.12+ 14.25 38.29+ 9.19*
t -0.956 -6.700 -0.825 -2.849
P 0.341 0.000 0411 0.005

Note: compared with before treatment, *P<0.05.

2.5 4¥FBIfE Thl/Th2 4B E F7k FE b4
YBYFTT, Widl HBV H% 19 IFN-y IL-2 IL-4 F1 IL-6 7K
AL, YRG5 7 (P>0.05), J877 5 B4 IFN-y Al IL-2 7k

S TFIRYT AT, HOULEEA i T IR 5 1 IL-4 A IL-6 7KSF-1
R TFIRITD, EE R TR, 2 R FE R E S
(P<0.05), W& 6,

% 6 JAYTHI/E Th1/Th2 A FKF L& (xt 5,pg/mL)
Table 6 Comparison of Th1 / Th2 cytokine levels before and after treatment(xt s, pg/mL )

IFN-y 1L-2 1L-4 IL-6
Groups n Before After Before After Before After Before After
treatment treatment treatment treatment treatment treatment treatment treatment
149.19¢ 183.66% 55.60% 24.29+
Control group 60 24.12+ 3.11 2525+ 3.08 2748+ 3.54 2529+ 3.70*
16.21 17.90* 13.56 13.19*
151.91% 204.95+ 57.25% 18.78+
Observation group 60 23.86 3.52 26.52+ 3.41°* 2836+ 3.41 24.01% 3.03°
17.93 19.44* 13.94 12.92*
t 0.872 6.241 -0.429 2.141 0.657 -5.248 1.387 -2.073
P 0.385 0.000 0.669 0.034 0.512 0.000 0.168 0.040

Note: compared with before treatment, *P<0.05.

3 Wig

RE N fEERE, HEY ST A BRI R G, 2
JFF B M S B AL LA N B 23 i T B 2% 6 4, 1 L
S BRI A A R B AR SR SR PR A, AR
A8 20 JFF I R 2 %6 S AE T 3, FR I R A 2 3 04 )

I e CRT R R E T AN R AE RS AR AT B A 8%
(RIRTT P B R T S ITRE AL, XoF £ 35 18 I ) B T AN Tl 30645
Yio HFEFHEAC AR L LT R N T RE AL I A6 22 B B, X2 Y]
BT RIS K6, R AT B TG P HBV B EH il
AR T , TR AL O BE TR0, WP B, T er 4ifb 5
18 1k HBV JRL i) 5 A ke AT A — RE A SRR, (AR ] A 1
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P HBV BF ot e 4k . JFThAE R Th1/Th2 404 A FHk
AR A MRS, AP WA RS HBV i
FH UL =Rk, BEERITIX = 25585 A HBV &
JRRBREERICHR,

HA [ IVC LN F1 PCIIL ¥ 24 ] Wi FrF £ 4 AL J3 00 2 B 1Y)
ATEEFEAR , LRI PR ITEF 4EA0 i F 12 TR & S s 3 i Tt
R ) VZ s R Ehfiete b AST ALT 2l PR i F#se ) i A
I 240 ML 457 £ A8 B 19 A A8 AR, Th1/Th2 AR 5 2 6L
HBV Ji§ i RN EE S 5K E, 7 gt HBV B BF 1)
HIERAS, Th R A0 LA 433 IL-2 IFN-y A1 TNF-o 254012
HFAE, KRR R ; Th2 Sk 20 DL 43k
IL-4 IL-5 IL-6 ZF UM 78 3, L4305 B 400 . 40 Thi
FAE N VRN, IR T , Thl/Th2 41D fgst F3h
TR, SLFIAER A IE B 0 AR S AR S Ze Digens
ARRBFFTEE R BR8P HBV B & M35 IR 4R 4k 4k T
Titig o IL-4 IL-6 454545 K3 i T B xs i 4H , B FfiF HBV
S I A I S bR EA s T TFN=y i1 IL-2 1% T B X R
20, B TR B9 I0 EE T 2 AR (P<0.05) . W18 HBV Jgégs
B T T RIS eI, S T RERR A, SR
LR AEAl KO R o, AR SR AFPOF SRS 18 LT IR
F T Qa8 4 ST DI Re H AR 2 IEAHDC . B AERY
WS R IR, 18 1 HBV Bt 1y Thl  Th2  Th1/ Th2 FI IL-1B,
IL-2 IL-6 7K A5 4k, 518 1 HBV JRYe 3 114 450 407 15 s %5 W1 AR
Koo FORIX =HAabrv] F T HIWMEE HBV B BH iR 1R 12
B 48 ST Al ST AL A - B2 WA T B8R T . HE
RN HBV @YY AT 308 5 I A R AE B 5 , R TR 4%
SEFIE T BT I I TS T g, M IR A TR T 1% 5
HBV e N IFFEEE ], AT B HURGIZE RE MG RRDIEE , IT
TG SRR BN, T 35 G 8 200 M PR T 1 ST A O 0 5 1 B 1Y)
HBYV %A ] 55 B R 40 M 9 5 AL Fn B4 5, DA ikt JFF 448
() 356 Jo 8 RN (0 ) i, ek B ORR T A B ) , 75 5 4T 4
I AN 2 e,

H RIS 18 1 2 B 8 BTR YT B 2R P T B iE
WBITHERNF, IFABETE S BHEHR 7 09 & i F1 R IE R AR 1 &
TR WO EIOR I BRI . AR R 2GR HF i S
PURTELY) , N —JRBE R S A U, B W
FIHT HBV I 1 S (4 it 5242 AR TS sk B 3 st it , T
JE A 22 B S 3 JHBV mRNA 336 5% 5% 47 55 i T8 B S H:
TEEE G R, A BIHUR R E MR R, SR 2l B
BRI AT LA B E DU AL rER, Niidn HBV B3
P i R ), AR IRBIFIR 45 R R I BT R 20 HBY 3 BT
“F4ifbdgtr (HA, IVC.LN 1 PCI) ., fFZhfedsss (ALT F1
AST) FIA A F IL-4 \IL-6 /K- P33R Fi6 Y7 0T, BSR4 IR T
Xof BRZH 5 7t IFN=y 1 IL-2 7K TIRY7 A, H WS4 & 1% 1
ZH(P<0.05), VLI -RFXERE M HBV B & AT &F
AEACFN R MR E R R e A e T D se AR —
IPAR HAIFEIESE , B R 35 nT A 8 BN 1 HBV SRRy B 5 1
)94 7 (TGF-B1 ,hs-CRP 1 TNF-0 ) /K-, Btst £ 4Efbotk
AHIFDIREIE AR, AT R, EZ (1) BERFTHIH
HBV J55 52 5 il , 9805 50 38 S AE 301407 5 (2) Wl 40 st JH Ok ¥ 46 1

A, 00 A T B DR 2 TS D D AR A TS 1, DA
BIGCHFEAAL RO PR 205 (3) B 3 vl dd i B AR LA
HBV i 2 Y 7 2, el b Hook e SR GE AR, Jad i R J4m
Tl PEER 5 B7-H1 AR5k, 1855 (M S e i 5 VR AT, 9 —
A ARG SR T HUA R R BRAE ), it AR PR, 4] 1E HBV
TG B B R A

2k bpnid A8 1 HBV B U AP 7T LF 4 Ak BT+ T
IhREsZAh S Th1/Th2 ARk A, U R HRG 5 RLP G 7 Al
ARANER A B Thl/Th2 ZRMIRAT, IR TRl , i
HH PR
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