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[BZE] BBy 5155008 8 Pk e A B R =5 X8 M 2 BT 92 (chronic hepatitis B, CHB) B & B9y % S AE A HLE . 3%
IR O BA T b BE BE 2022 4F 1 7 22 2025 4F 1T IUA 1) 80 i CHB SR e BEAILE 7235 43 41, X HEA (n = 40) B 132 L
BRFIRIT IR (n = 40) B B2 B RHEA AR # BURAYTY IR 7 I 1240 A WA A PUR T2 IRYT
HIANEYT 12 A J5 SUHZEE (total bilirubin, TBIL) K [14 2 MR 24 2 7% 75 i (aspartate aminotransferase , AST) \y—4 2 Ik 4% # i
(gamma—glutamy! transferase , GGT) N 2 M2 2 3L 7% # liff (alanine aminotransferase , ALT) | 141/ & (interleukin, IL) -6 Mg K5
F—a(tumor necrosis factor—a, TNF-a) \IL-8 1% [K F E2 # 5 K F 2 (nuclear factor erythroid 2-related factor 2, Nif2) NiEAE]
-1 (heme oxygenase—1,HO-1) S &L &1 . SR 1HIT)E , R A 2T %8 e HU)5 (hepatitis B e Antigen, HBeAg) # B4 |
Nrf2 \HO=1 /K-35 . 2% 5 T X B8 41 (3 P < 0.05) , HBV-DNA %E # \ TBILAST .GGT \ALT . IL-6 .\ TNF-a . 1L~8 /K- 34 g 2K T X
TR (B P <0.05) , A R E AR A 2 TG B X (P>0.05), 458 AR IR G B R HIGYT CHB YT AUH
Y1, A s 8 T Re , Bk AT HARE AL AT B8 5 45 S8 0E A3 W6 B2 Nef2/HO-1 Hr s Ak i A ¢ .
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Efficacy and mechanism of Yinzhihuang Granule combined with
entecavir in patients with chronic hepatitis B

SUN Hongyun, ZHAO Xiaoying, ZHU Ruirui

(Department of Infectious Diseases, Luoyang Central Hospital, Luoyang 471000, Henan, China)

[ Abstract ] Objective To explore the efficacy and mechanism of Yinzhihuang Granule combined with entecavir in patients
with chronic hepatitis B (CHB). Methods Eighty CHB patients admitted to Luoyang Central Hospital from January 2022 to January
2025 were prospectively selected and randomly assigned using a random number table. The control group (n = 40) received entecavir
treatment, while the study group (n = 40) received entecavir combined with Yinzhihuang Granule, with a treatment period of 12 months.
The antiviral efficacy, total bilirubin (TBIL), aspartate aminotransferase (AST), y-glutamyl transferase (GGT), alanine aminotransferase
(ALT), interleukin (IL)-6, tumor necrosis factor-o (TNF-a), IL-8, nuclear factor erythroid 2-related factor 2 (Nrf2), heme oxygenase-1
(HO-1) before treatment and after 12 months of treatment, and safety were compared between the two groups. Results ~ After treatment,
the hepatitis B e Antigen (HBeAg) seroconversion rate, Nrf2 and HO-1 levels in the study group were significantly higher than those in
the control group (all P <0.05), and the levels of HBV-DNA quantitative, TBIL, AST, GGT, ALT, IL-6, TNF- «, and IL-8 were
significantly lower than those in the control group (all P < 0.05); there was no significant difference in the incidence of adverse reactions
between the two groups (P > 0.05). Conclusion Yinzhihuang Granule combined with entecavir is effective in treating CHB, which can
improve patients’ liver function and has good safety. Its mechanism may be related to regulating the secretion of inflammatory factors and
the Nrf2/HO-1 antioxidant pathway.
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18P 2B R (chronic hepatitis B, CHB) J& 42k
AR I AR (), 3. [E 2945 2 000 J7 ] CHB &,
12 1 2 B I 42 9% B (hepatitis B virus, HBV ) 22 sk e
SRR A 4EAl JHaE AL 7™ 2 B AT R A JHE A
HeLIEE A REAR B B AR A7 T R S E AL A BT
Y, L, X CHB SERt b2y A HEE L.

HH, I RIGYT CHB AFUR #3097 L . 1B
BREBERNE (R R ERLGY Z— 7€ CHBIR IR
BTN TTIZ R R B R AR
I7 JE AT 2 BRI 5% ILAE , 135 HBV-DNA 7% bR 4L
WAL X BT I 2T 4 Ak A Ak 45 s 12F
JR TR AR

H PG B 45 AT IEETE CHB K WA T b HAT R
RO D) FLASHE IR KR & A KU, 2 B 1
b CHB 1297 7 S W B2 )7 [0, 1 4G B JW0kE
M M1 BEAS AR DUk e i 2 (A i Ak, 2
T R AR B BT A R AL, I R 1
i B A 25 55 At 2 0k B o Y 0 5 PO I TG 9
FIRTTROR R THIR R IR 25

AW B FEBE AR BN 5 R R B BA
I RE, 8% HAE AL, A ik CHB Hh v =
SERIRTT T AR BR S
1 #ERERFE
1.1 —fEER

FTBE MR IO BH T 0 B BE 2022 4F 1 A 2 2025
E 1 HWGAR CHB B . W AbRIE . OFF & CHB 2
Wi bR S s QI 18 ~68 % 5 B & BT 4% e P
(hepatitis B e Antigen, HBeAg) FHYE ; @ H &S H45
FAE A @AM T RIGIT S . HERRAR
W DA I+ H AR SV R s @& IS T s 25
YIVEF 405« E S S P IR I, 3 3 4 H %
ZA PO RE TR SR PUAZWIRIT ;B8
E Ay JFE A Ak 2 AR A2 300 98 5 D 4 O s vl L0 £
PE s O MEZE , R REHZ I 4275 i 24 s © &R H Bk
[ B} 2 5 H A 5T 5 O B 4G B W0kE B R i
. WSR3 A CHB B3 116 4.
1.2 HAEMGE

A HbeAg 5% B % b =245 R b, REAS 43
FEA R LB ARAGE 0, = n, = [Z,V(2P(1-P)) + Z,
V(P (1-P) + P,(1-P,) ) ]2/ (P, - P))?, it P=
(P, +P)12,7,001.96,Z,000.84, FUA K (434145 10

), X B BF ST 2H HbeAg %5 B 2843 51 2 40%
70% , A3 H n, = n~24, % 18 20% F 0 % A
TN 30 1], ASAF 53 B 298 A 80 B3], B4 40 1], 45
GREARRTR . HEBRTE O & IF oAb SR 11
1] A IR W AP RS P 9 5 491 LT 34 A ol AR
OB 259 9 1) T RE AL SR AR/ T8 5 191 G Wi/
FLIA 3 ) AR DA 2540 4 25 B s TR A 3 . e
2L 1) 80 5] CHB S & ¥ 52 B 9% T 10 . 2o
Excel ZE BEHLECT R A, 4% 1: 1 B4 s A S 5
e RIG YT 5 BR Ge it B = 5 WF9E A B 58 i BB LS
G A B A 21 43 B, S 4 T B e I DR B il 15 A 3
BIANHIGE 2 58 b ik By o LS Xl
PR A AR EE$5 %0 (body mass index, BMI) — K J&
LA IEAT BB MR B0, A L M) 22 AT G243
W) B BT B AL 204 5 ASBIE 9T 1 e B AL 20 4 )5 LR A8 A
Yofy, AR AT . LS — IR L 2 R
WG E X (B P>0.05), LA HMGEED .

F1 WA—BERIEE[n(%),xts]

o P [n (%) ] AR BMI
415 - _ ,
E © (x£s, %) (x#s, kg/m?)
45t
(ﬁffjoﬂ) 24 (60.00) 16 (40.00) 43.08+11.29  23.47+2.36
X HEZH
27 (67.50) 13 (32.50) 42.70+¢9.85  23.63+2.59
(n=40)
X 0.487 0.160 0.289
P 0.485 0.873 0.774
e BMI: REHEEL,
1.3 Ak

W B E T ULEA R C. B g R BT
SRR ORI 25 69T E SRR 12400 3R
I IR B 25 L WA ke i R R 1 2590
1.3.1 XJhagy

BT RE RO (R 57 B R R 25
W Oy AR A A i HESCS s B2
H20100019; #LA% : 0.5 mg/ ) AR, 4 H 1R, F Ik
0.5 mg, @A (BATEEFE A2 h) kRS m i
EYE R .

1.3.2 W4l

FEXT RRZ LAt 13 A G e s (2B 7 B . e
JERR A BRZS ] s S5« [ 2475 220030028 5 1
¥ 23 g/A9)IRYT K eIk B H 3R Rk 248
1.4 WMEIEHR

KA HB 2 KI5 ml, 250 10 min(3 500 v/
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min, *P 48 15 em) 73 B MG 80K 45 H . QPR 97
RCARTT 120 A e 8 ok TR A 22 TR B 7€ (enzyme—
linked immunoadsordent assay, ELISA ) (K0 i3 ) M
SE B 1 43 A (R DU 1 2 ) I 7 HBe A g [ 45115k
Y HBV-DNAE /K- @IFIIBE A7 AT SR T 12
5 RHI% K Cobas C800 A4 H 8h A Ak AT AN 22
1375 EARLT 2 (total bilirubin, TBIL) \ K| ] 4 28 R 2
7% 1 (aspartate aminotransferase , AST) \y—7+ 2 W%
4 [if (gamma—glutamyl transferase, GGT) TN 2 iR 24 5k
32 1 (alanine aminotransferase, ALT) 7K. @& M
75 AL AR AR BT AT ST 12 A )R R
ELISA I I #5 2 P K 5 F A/ 3R (interleukin, 1)
-6 I8 IR A T T — o (tumor necrosis factor—o, TNF-
o) IL-8 K S Ak L 46 bR A% R T B2 AH oG AT 2
(nuclear factor erythroid 2-related factor 2, Nrf2) | Ifil. £T.
Z 4 -1 (heme oxygenase—1,HO-1 VK 5 A
Y B EHERTSAEMRHCA R W] @R EPF
GBI O T S0 92 SEEAR N
RANEOL, HEBRBERR B R AR SEE I R T
LGP /NS
15 SirFEFHE

K SPSS 27.0 B o M i . THECRE R L
(%) 37N, BT A0 FF 8 IR AT T SR

PR AR 22 (xs) TR, LEBAT K. P<0.05H
ERAGIEE L,
2 #£R
2.1 BEARBSTRLE

BIT 5, WF 98 41 HBeAg 5% BH 2% 24 70.00% (28/
40) , 5B B TN BB 42.50% (17/40) (P < 0.05) .
BIT G WFFT 4 % HBV-DNA E Kk F B E KT
ARYIEIFHT(P<0.05) , HAF58 41 8 2 % T % i 4]
(P<0.05)(#2).

®2 AMARKRETILER

HBV-DNA E
215 ];;Je A(Z‘fﬁw? (x+s, logl0 TU/ml)
(4 >, ESRYIN >, 3.
TBITH NitigE
—
R 28 (70.00) 6.831.75 2.05+0.48a
(n=40)
o B
XAREL 17 (42.50) 6.76+1.54 2.37+0.53a
(n=40)
X 6.146 0.190 2.830
P 0.013 0.850 0.006

. HBeAg: ZEIFR e$ili; HBV: MBI FRMEE; SAH
IRITHTHLES, *P<0.05,

2.2 THLARTIhRELL

BT )R, W4 B % TBIL  AST .GGT  ALT /K -1
HERTARAIBITHI (X P <0.05), AT kT
FRaKF- 25 3 25T X R4 (P < 0.05) (% 3)

R3 FWHEBERTARAIIELLE (k)

1l TBIL (wmol/L) AST (U/L) GGT (U/L) ALT (U/L)
ZH T, N Y N N . N N . N N o N
’ JRYTH AT )A 1GYT I BRI A JRITH BIT A IBYTHI RIT)E
2%
(ﬁfif) 43.08+7.24  14.71%£335"  93.26+18.58  30.82+8.52"  85.74+16.94 39.75+7.83" 108.35+23.67 35.83+9.42°
pogitsktl . .
(n=40) 42.64+7.51  17.08+£3.92°  91.74x17.31  37.1629.65"  84.97+18.96 46.32+9.76" 106.92£20.24  41.28+10.85"
¢ 0.267 2.907 0.379 3.115 0.192 3.321 0.290 2.399
P 0.790 0.005 0.706 0.003 0.849 <0.001 0.772 0.019
e TBIL: RHZIZE; AST: RITAHMASLERBE; CGOT: yv-HRAMHEBE,; ALT: WAMZSLEBE,; SALRITHIE, P<0.05,

2.3 WARXMEREFIEER
VEITIE I B 1L-6 \TNF-a  IL-8 7K 34 i

AT ARLLEIFRI(H P <0.05), HWFsE 4l ik
TEFRACE 2 B EX T RHIBH (P <0.05)(£4),

R4 PMABEFRTERIMEREFAELLE (x5, pg/ml)

- IL.-6 TNF-o 1.-8
- YT R fyrE ifY 7RI ifIrE G 7 R ifIrE
Eny
ff f“é"oﬂ) 23.06+7.32 10.15+3.88° 32.1428.21 16.45+4.53 41.38+7.90 20.83+5.47
X AR .
(n240) 21.84+7.25 12.37+3.94° 30.96+8.57 19.85+5.29" 40.62+8.23 25.126.19°
t 0.749 2.539 0.629 3.088 0.421 3.285
P 0.456 0.013 0.531 0.003 0.675 0.002

W 1L-6: HAMEANFE-6; TNF-a: MEIAIEHE T-a; [L-8: FAAIMINRE-8; SARAIAITRILE, P <0.05,
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24 FASKRHLE

BTG I B Nef2 HO-1 K P B E ST
AYIRITHI (Y P <0.05), HWF R4l Lk dghsoK
S8 I S T R (B P < 0.05) (3R 5) .

x5 MARBREFRTHERLEHIERK TR (x+s,ng/ml)

Nrf2 HO-1

15 e T oL
S T R R

W4l (n=40) 2.16£0.53 3.09+0.62° 1.21+0.34 2.08+0.47°
XTHRZH (n=40) 2.28+0.49 2.60+0.54" 1.26+0.32 1.72+0.41"
t 1.052 3.769 0.677 3.651
P 0.296 <0.001 0.500 <0.001

T Nef2: BT E2HENT2; HO-1: MLLEMAR-1; 54
HIRITHT L, P <0.05,
25 REMITFM

YRITIE], N PR ZH T L Sk 1],
AN B KA FH 7.50% (3/40) 5 BF 58 41 H B 0
L) E2 92 2 8] Sz 2461, AN RO Kk AR %6 R 12.50%
(5/40) 3 AN RS R AR R LB 25 R LG
X (¥=0.139,P=0.709) .
3 itig

K E HBV R B H 2y 5 2Bk 173, BALA
58.78% 1 HBV FHYE: & H1e A B YLIRAS , 17.33% %
Z T PR TEIRYT , ST HBV JEYL K A Fif R,
{ELJHF R £ 00 40 7 988 45 HBV AH 56 I & E 19 fi HHTE
PMIRTIR O FERRER AHE T, AT UR e B R AR e
PRI 15 1 i ik, &) 175 & JRE %, J I BE AN
RATURZS R A, IR I2i6 58 B R KT

B3 E CHB B E 5T HBV i —2 254, v] il
T B HBV 33 5 53 i 1% 4 RHL s B2 &2 1, & HEPUs
BEVRITAE ™ . SR, B — 2GR T 7 SRAEAENE L
S TR L RELIT e i g, HA 1B — 245 7] fig
B0 g 25 KUK, SEmRIG YT IS o I RBFSE R,
rR2G e BB R 5 VAT CHB YRR B, A L 24 J8L
BRE UM B EUGERE I OIRE . Bk, A
WEAR RS IRIT I %8 AR B e BE 255 i L 3 ik
AR —FHZGAN L O CHB B R sl e i
IT R

P HE B AORE 1 4 VR T AR DR AP s FE e ) Hh
I T RE 77 %45 & ik BEIE T
B, BERYT B AR YE R . D AT MO AE
B R 1 T R K M R B AR R, K BR
15 AR IR AR W R BT, BT SR AL B0 5 IR 2541,

BT PR RITRAR B 2 Ak, PR A PR R 2 kAR
P IC T 25 A s 1 RSO sl 5], 1 DR 72 R AT
FIIR GR BRSO

AR R BN IRIT IE W5 4] HBeAg 5% BH %
A IR 4], HBV-DNA 5 7K ¥ & B o BE 45 A
TBIL.AST .GGT ALT /K-35 i ZE I T X BEAH |, $20R
PG B OB 5 R R 5 156 1 AT A S R R O B
SR, B R AR ST A PR A o I A e i
Titigo JREALE T, B R 35 vl R S A i HBV 386 5%
SR P 2 B U 7 52 i OGS B Y, DT Sk b
W EE A HE R R FEPUREEVE o DR B ORLAE h
PEACBCAR ) TR 2 52 7, S A B R BT A e 5
A ROR S, WERB R T ALK S D BE , 155 B 2R A A
JHEL T 94 % 240 i Xk BV J e T 44 A 7 3500 5 94 ok e
77, AR HBeAg I 15 27 e 40, 2 THIR T I BR AR s X
RE 01 o2 A5 0 S A B3 4% , o JHF O o) i 18 42 81
A RIS R, B 25 B AT R B B
T HORL H (4 AE T 3 B AT A T P A0 AR I A
TS JE 43 0 HE T et P IO SO0 B, R R Y
S, R ERI AR T Sh L . 3 BeA 2y , ShRE ok
JIF D REFE bR S D [, SEBLPT 75 5 A 97 AH A XL
HILE

GERE IV 55 5 2 CHB 5 155 0 2 1 5 Bt 0K 585 (X1
L HBV B 5 RAE 2034 AT 35 S 40 i AR R o
TSR A 3L LA ST AL RE T, S SO AN L B
FISE 8 0 AR S AL 5405 , o i I 20 B YR 38 5 - 2
ek . WS R W, B AT BEMORL 0 T BR S 4
R TE Y S AT Wy R 28 T 1k A4, T A A B0 TNF -
1L-6 . 1L-8 S {2 4R [l 7 Rl , 3 o AR BT RAOR , &%
it JFF TR A A 5 L D47 AR v 25 A 1) B0 ke il 2 Ak & P 4
K REFEAF Il 4 Nef2/HO-1 38 % & 45 51 8 AL i6 v, A
BB 5 I U A 25 1l S AMHE G 38 B 858 B, B
ARG SR LA BRIE M B B R AR T, R T2
W0 2R i 98 RE L NL, TE Sk JHE U A9 0L £ B A
™ AR R BN IRYT R W54 1L-6 .\ TNF-
o JL-8 /K2 8 AT X B4, Nef2 \HO-1 7K1
2R T B R TR AR R S R RS
TRYT AT I L R4 S E SN 5 4R T N TR S AL I
TRAP B, 3 W] BE R IR 7 SR U T 5 — T 25 1% G
IR 2y T, AL BN R A R A A
BTG 25 X, e 7n 1R A e kL 5 B R 35 A



- 198 -

CHEYBEE T REF ) 2026 4255

47 555 2 1

EREZS DERERS

TCH A RS L8 XU , S8 it 32

PRI, X 51

G B IR 14 T 24 J M B S R 5 Y AT 22 A ERAE
FAFT, Ayl PRSI F AR Bt T2 4 PR B

gi b e BOURL R & B R B IRYT CHB T AK

0D, AT A I RE , HL etk RAF HAREHIBL

il 7] BE -5 I A5 SAE N1

S & Nef2/HO-1 $1 A4k 38

HEA Ko

(1]

[3]

(6]

[71]

S 3k
MRk, FRAAE. 120 TR K % % HBVpgRNA, HBsAg %
IL21 5 KA TFHREIFH B LR X EZARI]. REFR,
2026, 42 (1): 207-214.
CHEN H, FU J J, LI L, et al. Risk factors of low-level viremia
in chronic hepatitis B patients receiving Entecavir monotherapy:
a retrospective cohort study[J]. J Gastroenterol Hepatol, 2024,
39(1):180-184.
RER, Fu, 35, F. BALFHAEIRK
BT AT K 8l R AT R [J].
52 (2): 77-80.
AR, it
6 JL R R G RIS A 2 A AE AT (1]

BABHFHS
ITVYEXRE, 2025,

KR, F. A FBESLIT 36104) % E
P E

Z &, 2024, 30 (5): 865-870.

TR, EAEMK, K, (BB AFEGEES
(mm#m)>%ﬁém.¢ HMﬁfu,mm,m<w;
21-23.

YAN R, SUN M, YANG H, et al. 2024 latest report on hepatitis
B virus epidemiology in China:

Hepatobiliary Surg Nutr, 2025,

current status, changing
trajectory, and challenges[J].
14(1):66-77.

SHI Z, LI X, YANG Y, et al. Obstetrical Management of

[8]

[91

[10]

[11]

[12]

[13]

[14]

[15]

Fulminant Viral Hepatitis in Late Pregnancy[J].
Sys Sexual Disord, 2012, 1:1.

IGNAT M D, BALTA A A S, BARBU R E, et al. Antiviral
Therapy of Chronic Hepatitis B Virus between Present and
Future[J]. J Clin Med, 2024, 13(7):2055.
ZHANG X, ZHANG L, JI L, et al.
entecavir improves hepatic fibrosis in Chinese patients with
chronic hepatitis B[J]. Phytomedicine, 2025, 142:156741.

TAN Y, ZHANG F, FAN X, et al.

Yinzhihuang granules on alcoholic liver disease based on

Reproductive

Pien Tze Huang plus

Exploring the effect of

pharmacodynamics, network pharmacology and molecular
docking[J]. Chin Med, 2023, 18(1):52.

ArAmde, eHatEr, o, F. B EBURIRS AL X AT
SHIB b TR S BT K B T BT Ao PP E

3R], 2025, 43 (12): 109-112.
WANG Y, ZHANG Y, GU M, et al. A green and efficient deep
eutectic solvent for extracting total flavonoids from Artemisiae
Herba (Yin Chen):

activity, and

scopariae chemical characterization,

antioxidant hepatoprotective  effects, and

mechanisms of action against liver injury[J]. Food Res Int, 2025,

222(2):117715.

% /\/’*‘% BRFEARGRE, RRFREE, 5. M08 57 ARk B AE A AL
RitE[I]. Hd P EHRFFIR, 2024, 44 (7): 1346-

1350.

LI X, ZHANG F, ZHU H, et al.

(FGF21) promoter methylation drives the progression of chronic

Fibroblast growth factor 21

hepatitis B by mediating oxidative stress and inflammatory
immunity[J]. Microbiol Spectr, 2026, 14(1):€0276925.

&, MK, MR, F AT B RGBT
o R R gﬁﬁmﬁfm[ﬂ. ARARFFR (ARAFR),
2024, 43 (4): 337-343.



