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[ Abstract] Objective To investigate the efficacy of entecavir combined with compound
eosinophil-lactobacillus tablets (CELT) in the treatment of patients with liver fibrosis due to chronic
hepatitis B (CHB). Methods The clinical data of patients with liver fibrosis due to CHB who were
treated in the Department of Infectious Diseases, Jiashan Branch, The Second Affiliated Hospital of
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Zhejiang University School of Medicine from January 2020 to January 2024 were retrospectively analyzed. According
to the treatment plan, the patients were divided into an observation group (entecavir combined with CELT treatment)
and a control group (entecavir monotherapy). 1 : 1 Propensity Score Matching (PSM) was used to balance the
baseline characteristics between the two groups. The total effective rate, liver function indicators (TBil, ALT, AST
and Alb), liver fibrosis indicators (HA, LN, PC-III and IV-C), viral load indicators (HBV-DNA negative conversion
rate and HBsAg negative conversion rate), and inflammatory indicators (CRP and IL-6) were observed between the
two groups. Results A total of 401 patients were included. After PSM matching, 122 patients were included in each
group. The total effective rate of the observation group was significantly higher than that of the control group (87.70%
vs. 77.87%, P<0.05). After 3 months and 6 months of treatment, the levels of HA, LN, PC-III, IV-C, TBil, ALT, AST,
IL-6, CRP, HBV-DNA and HBsAg in the observation group were significantly lower than those in the control group
(P<0.05), while the level of Alb was significantly higher than that in the control group (P<0.05). The HBV negative
conversion rate (63.93% vs. 40.16%, P<0.05) and HBsAg negative conversion rate (62.30% vs. 36.89%, P<0.05) in the
observation group were significantly higher than those in the control group. There was no significant difference in the
total incidence of adverse reactions between the two groups (P>0.05). Conclusion Entecavir combined with CELT
can improve the total effective rate of CHB patients with liver fibrosis, inhibit liver fibrosis, improve liver function,

alleviate inflammatory response, reduce viral load and promote negative conversion.

[Keywords ] Compound eosinophil-lactobacillus tablets; Chronic hepatitis B cirrhosis; Inflammatory
factors; Therapeutic efficacy
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Figure 1. Flow chart of subject inclusion
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Table 1. Baseline data between the groups

5 PSMiiif PSMJ*
EiEtap tly* P
XTHRZH (n=279) WEZ4 (n=122) XTHRZH (n=122) WER4 (n=122)
ik (%, Xxs) 41.96 +3.97 53.37 £3.95 26.536 <0.001  53.25=+3.84 53.37 £3.95 0230  0.818
P [n (%) 0.004 0413 0.520
L 184 (65.95) 64 (52.46) 69 (56.56) 64 (52.46)
5 91 (32.62) 58 (47.54) 53 (43.44) 58 (47.54)
BMI (kg/m’, X+ ) 2239 +0.95 21.81 +£0.70 -6.806 <0.001  21.84+0.69 2181070  -0330  0.741
CHBJHRRE (4, X £5) 8.89 + 1.24 6.71 +1.19 -16.350 <0.001 6.57 £ 1.07 6.71 +1.19 0.966  0.335
Child-Pugh/HFjfiE 534 0.142 0.562  0.755
[n (%) ]
AGL 83 (29.86) 27 (22.13) 32 (26.23) 27 (22.13)
B%& 145 (52.16) 64 (52.46) 61 (50.00) 64 (52.46)
C% 51 (18.35) 31 (25.41) 29 (23.77) 31 (25.41)
FFEF a5 [n (%) 0.187 1.542  0.463
S1 108 (38.85) 53 (43.44) 56 (45.90) 53 (43.44)
2 111 (39.93) 37 (30.33) 42 (34.43) 37 (30.33)
S3 60 (21.58) 32 (26.23) 24 (19.67) 32 (26.23)
E: CRORITESEE . B BMI, CHBYRAZ, M3 B AhT 4 i i,
o WEARERELE [ (%) ]
Table 2 Comparison of total response rate between the two groups [ (%)]
i RI 5% XHIE (n=122) gL (n=122) e P
AL 33 (27.05) 57 (46.72)
HE 62 (50.82) 50 (40.98)
Jesk 27 (22.13) 15 (12.30)
AR 95 (77.87) 107 (87.70) 4.141 0.042
=3 FARTEIEIRILE (X £5 )
Table 3. Comparison of liver biochemical indexes between the two groups (x + )
EiE8aD s i) A5 YTRRZ (n=122) MERL (n=122) t P
TBil ( pmol/L) TR HT 48.43 £5.19 49.13 +5.09 -1.072 0.285
BITIE3H 38.30 +£2.78" 32.59 +4.22" 12.474 <0.001
HIT IR H 22.19 + 1.79" 19.12 +2.39" 11.361 <0.001
ALT (U/L) TRITHT 143.78 £ 14.62 143.15 £ 13.22 0.357 0.721
HITIE3A 9434+ 6.6" 84.56 +6.21" 11.926 <0.001
HITIE6H 5931 +6.03" 53.48 +5.43" 7.929 <0.001
AST (U/L) TRTTHT 122.05 + 17.81 121.25 + 15.64 0.373 0.710
WRITIE3NA 86.83 + 10.74" 66.11 +11.82° 14.331 <0.001
WWIT IR A 54.52 +5.28" 48.34 +5.48" 8.960 <0.001
Alb (g/L) IRYTHT 31.04 + 1.74 31.03+1.77 0.023 0.982
BITE3H 32.29 +0.69" 33.67 £0.62" -16.507 <0.001
HITE6 A 32.86 +0.76" 34.10 + 0.73" -12.933 <0.001

E: HRMETE AL, ‘P<0.05,
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MGYF AT, M4 H 7 HBV-DNA Fl HBsAg /K *F
R FE X (P>0.05) . 5EIFATH L,
1697 5 W5 41 % HBV-DNA F1 HBsAg /K F % T
F (P<0.05) , WGP TXH 2 (P<<0.05) .
WAL HBV 54BH% (63.93% vs. 40.16%, P<0.05)
1 HBsAg %% B % (62.30% vs. 36.89%, P<0.05)
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Table 4. Comparison of liver fibrosis indexes between the two groups (x + )

EiEta) s ) A5 YTHRZ (n=122) MERL (n=122) t P
HA (ng/mlL) TRYTHT 177.89 +22.96 176.84 +21.00 0.370 0.712
BITIE3H 14230 + 11.82° 128.47 + 11.46" 9.279 <0.001
BITIE6 A 106.93 = 11.72° 94.08 +9.39" 9.448 <0.001
PC-III ( ng/mL. ) TRYTHI 151.84 = 14.21 150.93 + 14.06 0.498 0.619
HITE3 A 121.78 £ 7.74° 108.02 = 9.59" 12.333 <0.001
HITIE6H 94.87 +7.41" 82.14 + 6.81 13.974 <0.001
LN (ng/mL) TRYTHT 130.61 + 18.24 129.74 + 15.91 0.398 0.691
WWITIE3NA 115.15+£9.32° 90.61 +9.03" 20.886 <0.001
AT IR6 A 86.66 + 8.92° 72.18 + 8.05" 13.307 <0.001
IV-C (ng/mL) TRTTHT 157.85 + 18.52 158.28 +20.13 -0.175 0.861
BITE3H 130.46 + 12.64" 116.42 +9.61" 9.763 <0.001
BITE6 A 99.74 + 6.13" 85.84 + 6.38" 17.354 <0.001

E: SRS ITATAL, “P<0.05,

%5 WAHBV-DNA. HBsAg7kF R HE£BR R L4
Table 5. Comparison of HBV-DNA, HBsAg levels and their negative conversion rates between the two groups

€=tz TRIT I YR (n=122)  WE4] (n=122) i P
HBV-DNA (IglU/mL, X s ) JRYTHIT 7.10 £ 0.79 7.13+0.76 -0.322 0.748
BITIE6TH 3.36 + 0.46" 2.01 +0.33" 26.284 <0.001
HBsAg (IglU/mL, X5 ) TRYTHI 458 +£0.28 456 £0.27 0.557 0.578
BITIE6 A 3.99 +0.19" 3.81+0.12" 8.813 <0.001
HBVEERHR [n (%) | T R6NHA 49 (40.16) 78 (63.93) 13.810 <0.001
HBsAeH: = [n (%) ] HITIR6 A 45 (36.89) 76 (62.30) 15.755 <0.001

E: BRI ITATIE, ‘P<0.05,
2.6 RKIEFEHR

TAIT AT, M4 B IL-6 Al CRP K 2% 5
TG 2L (P>0.05) . {GI7)5, PidEE
IL-6 Fll CRP /K2 T [E#aH (P<0.05) . IGYT
3ANHM6AHAIE, WA CHB IF4F 4E b i %
IL-6 I CRP /K- B E LT X IR, 2R B A5

e (P<0.05) . BRI 6,
2.7 ARRAL

AR RS F A R B IRK:
PN R N SR HE#22 R oG # X (6.56%
vs.3.28%, P>0.05) ., HIKWZ 7,

:6 FERERRILE (x£5)
Table 6. Comparison of Inflammatory indicators between the two groups (x + s )

EiEtaD P[] 755 A5 HZG (n=122) WZHUL (n=122) t P

IL-6 (ng/ml.) VRYTHT 135.37 = 12.34 134.3 +12.28 0.678 0.499
HITIE3 A 118.71 + 8.07" 90.0 + 8.42" 27.201 <0.001
HITIE6 A 79.57 + 5.94' 70.04 +5.78" 12.698 <0.001

CRP (mg/L) TRIT I 6.06 +1.16 6.03+1.23 0.207 0.836
I A3 H 4.73+0.41" 3.51+0.32" 25.759 <0.001
AT IE6 1 H 3.63 +0.28" 2.28 +0.48" 26.826 <0.001

E: HR4BTEAEL, P<0.05,
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R7 FHEARRRAIEE [0 (%) ]
Table 7. Comparison of adverse reactions between the two groups [ (%)]
EiEtaD XTHEL (n=122) WL (n=122) 7 P
EEE 2(1.64) 4(3.28)
BRI 2(1.64) 0 (0.00)
ALK 4(3.28) 0 (0.00)
SRR 8 (6.56) 4(3.28) 1.402 0.236
—is 5k, CRP SR L AU R %5

3 itit
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EFF A = IR0 T8 ™ IR 92 T Bl CHB PSR
HEAl B H I LA AR bR, S0 T 47 ik
e, SARNIRAIRHAAMST, SRy,
il A AR A PR B/ SR T T O 2 1 W] R
(transforming growth factor—P1/small mothers against
decapentaplegic, TGF-B1/Smad ) {2 518 8% n] 317
i LR 20 MO 1 R DT AR AR AAE ] . Shen
AU S S5 FC BRI BUPL AT PR BB A 0 ) 3 s L
D RO MR A PE LA R M ET A bR . BE T
I, HEM CELT RE 4% 40 CHB JIT-2F 4k 4k 2 &5 T
£F 2 Ak % 2 J AT fig J2 58 i 7 ] TGF-P1/Smad %
S AN, FURRE A L] T I e
PERGE, W AREAMIIIRE. ERE AL IE
AHOCTIRELZHZ, (2 i S e 40 e o0 W e A% 4 L P 1
(IL-10 M1 TGF-B 55 ) #4254 P 1 7= A=
JBC, DT8R A S R . R I F-AE CHB &
it A B AR R T AR AR 0 S R R %
PER 52 R EBUF R A0, InDRAT 2T 44
HEREPL, CRP FI IL-6 J2 40 S H 1) O H AR )
br&i¥. 1L-6 REREUS I HEARAE | IR 5K
FIRFCIX L HER R, T ik 27 4E A i) kA=

KPR B OIRE, W s A it , s
IR, FEUFL 4t

AHFGEALAFAE— S SR BR . 55—, FEAREM
XA/, T RERE A R AMIEE ;s 55—, AHESR
I BRI S, AT REAEAE S O Ay FE 2 I 47 5
5=, DR IBE TR R, KT AR et
W T E—2E Y BB, ABESE RN CELT (1R
FAMLHIHEA TR AT, AR5 AT DL AE B LAl
HEATHLEZ H BT BB, RAA GGT. [HH:
NRL R ENF Y RRIE bR, WRE B HTIEA 2,
Rk REEASE, 720 KEARR L
PR ES, DURIEAAR ST A 5. Beah, HHfTk
WIREDTRIFSY , TEAL CELT BRI FROm2e 4k

gE LTk, AR EM CELT fE M BB K
W BRYY F B, BRUSEE & CHB IFLF4ifb B
AT BARCR, ML et s arsh
AE, R RAERN, FRIEAR R, XS R
3 CHB AFEF 4k B3 TR PR AL TR skems , m]
ReA B T ucE B TS .

S 3k

I MpDE, RRE BiRE ., & SR TS ISR A R
TS M I 4 5B H IR HRASZ M [7]. SRS B S T
2024, 21(8): 1184-1192. [You XW, Wu RZ, Lu JW, et al. Effects
of health education based on the trans—theoretical model on self—
management in young patients with chronic hepatitis B[J]. Nursing
Practice and Research, 2024, 21(8): 1184-1192.] DOI: 10.3969/
j.1ssn.1672-9676.2024.08.012.

2 Hao X, Xu L, Lan X, et al. Impact of hepatic inflammation and
fibrosis on the recurrence and long—term survival of hepatitis
B virus-related hepatocellular carcinoma patients after
hepatectomy[J]. BMC Cancer, 2024, 24(1): 475. DOI: 10.1186/
$12885-024-12187-9.

30 LR MWHFREERT. BSR4
BT R K Xk 1 BE A4 R [0 B B 2 A AL 2022,
35(10): 1518-1520. [Wang H. The effect of tenofovir and
entecavir in the treatment of hepatitis B cirrhosis and its effect

on liver function were compared[J]. Journal of Mathematical

Medicine, 2022, 35(10): 1518-1520.] DOI: 10.3969/
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