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Abstract

Objective: At present, it is believed that clinical cure is the ideal end point for the treatment of
chronic hepatitis B. The purpose of this study was to observe the clinical cure rate of interferon
monotherapy or combined with nucleotide analogues in the treatment of patients with chronic
hepatitis B, so as to provide a more scientific basis for treatment options in clinical practice. Me-
thods: A total of 107 patients with CHB who were diagnosed in the outpatient department of liver
disease in our hospital from January 2017 to January 2023 and received IFN monotherapy or com-
bined with NAs (including ETV and TDF) were collected. Among them, 44 patients were treated with
monotherapy and 63 patients were treated with combination therapy. The monotherapy group
was only treated with IFN alone, while the combination therapy group was treated with NAs on the
basis of IFN therapy. The data of five indicators of hepatitis B, HBV DNA, liver function and blood
routine were collected before treatment, 12 weeks, 24 weeks and 48 weeks after treatment. The
HBsAg negative conversion rate, HBeAg negative conversion rate, HBeAg serological conversion
rate, liver function and blood routine were compared between the two groups. Results: 1) After 48
weeks of treatment, 19 patients (30.2%) in the combined treatment group had HBsAg negative
conversion, and 6 patients (13.6%) in the single drug treatment group had HBsAg negative con-
version. Compared with the single drug treatment group, the HBsAg negative conversion rate in
the combined treatment group was higher, and there was statistical significance between the two
groups (P = 0.047). 2) At 24 weeks of treatment, the HBeAg negative conversion rate of the com-
bined treatment group was 78.3%, the HBeAg negative conversion rate of the single drug treat-
ment group was 59.1%, and the HBeAg negative conversion rate of the combined treatment group
was higher. The comparison between the two groups was statistically significant (P = 0.034). 3) At 24
and 48 weeks of treatment, the HBeAg seroconversion rates of the combined treatment group were
40% and 33.3%, respectively, and those of the single drug treatment group were 0% and 2.3%, re-
spectively. The HBeAg seroconversion rate of the combined treatment group was higher, and the
comparison between the two groups was statistically significant (P < 0.001). Conclusions: Compared
with IFN treatment alone, IFN combined with NAs treatment can improve the negative conversion
rate of HBsAg and HBeAg seroconversion rate in patients with chronic hepatitis B, but there was no
significant difference in the negative conversion rate of HBeAg between the two groups.
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B NBEH LA T G ST SR #5 (0 m AREANBE, IF H 2R R ARG, MUBGL I R0 1] fie 75 2L
BA4E. s, 181 BRI R AR R ARG A AR — AN E KB, a2 E A
FEM ARV R AN, AR IR 2R 2020 (WHO) 2010 £EHE, A51T & ERAT 2.48 {2 N7 HBV [1], &
IRBEE CRIF R 9% 5 ORI RBIEIRE AW 2R, DU & MR HUR 35 290 I KR, X
HBV BTy Az O 20 7 ke, (2120 HBV BIR AR, JOHZIEMA G F
X, T EWZ HBV RG S FERATHLIX, 2045 7000 5 NGy, HA it s 2000 754 3000 J5 11
T B 9 (CHB) [2]o KHIAR A1 1 M2 1 HBV IR G 0] K & e Jo A8 i i 2R B -6 (ESLD) an g4k |
JHFThe SR EL 2 PS8 . FFAH MU (HCC) [3], A2 At ST A SC R S AIBE TR (1 E R A £ [,
JHAEAR I £ 3 R, HBV &G 5] R i LU BB I 70%, 72 HCC 1 8 3 H, HBV YL 51 EL il =ik 80% [4].
A, SREUE 20K CHB QY7 736, 0 T RRARIX 2 5 ) fa A IO B & .

TERRIE, HAT, X118 1% BT 2 6T F BEAFEH LAY : T RAFN) R T/ T R EBI(NAS).
NA 5 8 B2 RaF, (HE G Em ik, S EERER, TMRITEAR, G5 REsmH
FREER K, (HERE P 3 R R NG 2%, B 2 AR 22 (5] SR i F P Al 25 ) # AN R
IAE| HBV 1 “Ihagthia & (HBsAg ERBUMIEFAL), A IRITFEN PEG-IFN B35 K3 NA JR97 v 3k
RS R R N, IR A0, R HCC BIRAERE:, (HIFAREEATHER[6]. HE
IFN F1 NAs &% HBV RKIEAFMPUREEFAS], 5 NAs R 8E0% S0 A IFN 12 85 1E T
WAL S, AEPH R ™ LV FAT AN SO, $RmIT Rk, FRARI 290 KU, BB B T BRI 3
Il RV 8 B AR IIRIT 7% BEAX T K2 8 P00 BRIR YT IR AR AU A FR e & ] e Va7 7 28 2 )
M7 SR b, S FRCEIRTT MR AEIR YT I R DLRR T I RBUR, 3RS = S0 — I ER R FI4E

FET T 50, AW BAE@ SN b Peg-IFN 25 515 NAS fEGIT 181 4B 58 3 v 97 2R 4«2
42, A CHB BN I IT S AL AR A ORI . BT IX —RF 7T, FRATTHIEE AL 0% il R S AE 7 B b 1
TBTT T7 BT HRAEA JT B SCRE, NI BGE CHB SR [RYR 97 45 RN A 35 i & .

2. #EREFE
2.1. Rt

AT BB FT, X 2017 45 1 H & 2023 4 1 AAEZBIERIR S5 W 8 R B s e B R
[ T2 AE R 21 308 18 B AT e, Hd 122 BIRFEINPRiE, Hrb 53 f s fs A
Peg-IFN, 69 f{# ] Peg-IFN + NAs (4% ETV. TDF), FU5id 2R A KM 27 A« A Pk 2225 R A,
WA 107 flte 2R B FH R ANANHT. HE 44 GIEEBZ T 48 AW HE A Peg-IFN JRJT, 63 Bl #H
ffiFH Peg-IFN + NAs JA77, Al BEFETI & 48 .

2.2. B8

2.2.1. —REER

MEERT G 2017 45 1 H & 2023 48 1 HREAHHFH 12 C#2 CHB [MYla & . WERHEEA
i BEMMA. AL FEE Sl BEEE S . AEGIBAR(ALT, AST, TBil). L% #(PLT, WBC,
NE). AFP. ZBIAT % M2~ 16FR(HBsAg, HBsAb, HBeAg, HBeAb)%s. Ftit: 107 443, Hrhzha
44 ZHEBF, BAIRITH 63 BIEHE

2.2.2. MANEHBRIRE
GINFRUE: 1) £ 2015 4F (IBPEZRFRBaTaR)) IS LR 12 WibriE; 2) HBeAg FHTH
BT 3) 4ElS > 18 %5 4) Peg-IFN HLZ5i5YT > 48 Ji, B{ Peg-IFN BLA NAs (ETV X TDF)iGJT >48
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s 5) EENRIPIARZATHIG, BRI E RN 6) (EA: HIS Fg0h ol 8 515 457 i

HERHRIEN e 1) ORI A A IR A, T AR . AT S e A K
FEGRBGE: 2) JARREPERT CORFRER . [ 1M IKRE ) S s Ik s 3) AFAIBRI B 3o
W 4) ST HESRIISMELIN: 5) FASHL: 6) WORETERF . Z9MIVERT A, 1 5 Sre b pm s b Y
s 7) MR SRR . LIRSEH . TEREDBA . FARMAN S AR 8) TR ook
TGRS, HE BRI f, 0) APRZ SRR EITEG 10) 48 <18 2.

2.3. Ik

23.1. 5348

PRI AR S T AL, 2GR T AR R P TR B TR, RS BT
T2 48 Ji; M THCEIRT 4L, FR R IR IUYI(B4E ETV. TDREE TILRBIT %, TR
TS 1 UG PRSI GIRTT, BT RE 48 A

2.3.2. MEIEFR

DUVRIT IR NI, GuitWidiiayr 2Rk, WaIT e 12 8. 24 i, 48 JHRT, LB R LbiE s, I
R (BB N EEN . SEEEEF. SMJHZ %K), HBV DNA #E82%546kR, HWHEP4 HBsAg B (GE XN
HBsAg < 0.05)%, HBeAg ¥ (i€ XN HBeAg < 1S/CO)% . HBeAg ILiE £ ¥ (7€ XN HBeAg < 1S/CO
H HBeAb > 1S/CO)# ., JHIIRESE & HEARMEE T A 17284k, HAE X LR A] i b, e 8
LA 2500 A 56 A R B o

SR A 25 R SR~ S 8 v AG DN I 3759 2 S ¥ 48 A HBsAg Al HBeAg (HER: 51 5 HilF AR A A);
1% HBV DNA K F PCR-%¢ G IR EHFEA LA I (L 2 R KAEEE 22845 BR A 7); 44 Beckman AU5800
4 E B EA AR LTS ALT. AST. TBIL ZEfF D GE4E bR .

23.3. GitEGE

A FERA SPSS 25.0 Giit oM A B #E47 22 bl A,  Herp i SR A R s R R A AE R
RTRS:; THEBRIES M EEE CIME + FrfEZE(x +£s)Fon, WA ZE R IWBCRHAMSIAEAR t 850 1F
2 TORHE IR 2040 20E LAY 7067 52 [pS0 (p25, p75)13 7, P2 72 7 LUK FH AE S 80 Mann-Whitney U £ % .
SR P<0.05 AERE SR L.

3. &R
3.1. FRAELHEREER

T XN TFEARERT 107 BB FH BT, 0 NEREIRIT R Z5ia Y7 4, TEWRTTIT(JRLR), G
VEIT BRI 2 B Ee . SERS. AP AT ®E. HBV DNA. ALT. AST. TBIL &igbr#lik
HEit2E (P> 0.05), BARE 1. %2,

Table 1. Comparison of baseline data of gender and age of patients in different groups

1. FREABEMR . FReELFIRER

HZG (n = 44) BEE 2 (n = 63) +lz PH
Bk 33 (82.5%) 43 (69.4%) 2212 0.137
A 32.5 (28, 37.75) 32 (26, 39) 0.717 0.473

DOI: 10.12677/acm.2024.1461779 322 I IR = =23t e


https://doi.org/10.12677/acm.2024.1461779

KEFWE, RS

Table 2. Comparison of virological indexes and liver function data in different groups at baseline

2. FREABERZFIEN. FFIRERELERILER

fekr L2540 (n = 44) B A4l (n = 63) z PH
HBsAg 236.59 (40.42, 3195.74) 1046.62 (191.14, 7748.70) 1.804 0.071
HBsAb 0.55 (0.07, 1.19) 0.35 (0.06, 1.17) 0.114 0.909
HBeAg 0.47 (0.35, 56.34) 8.19 (0.37, 59.71) 1.254 0.21
HBeAb 0.12 (0.01, 10.54) 1.09 (0.02, 9.86) 1.361 0.174
HBcADb 9.5 (8.94, 10.69) 9.7 (8.73, 10.84) 0.038 0.97
HBV DNA 500 (500, 28,450) 1660 (500, 11,200,000) 1.669 0.095
ALT 60.5 (34.25, 100) 92.5 (40.75, 182.25) 1.795 0.073
AST 35 (24, 116.25) 42 (25, 82.0) 0.253 0.800
TBIL 12.65 (8.83, 15.28) 12.75 (9.67, 16.55) 0.168 0.867

3.2. BT R B IERREL R

3.2.1. J&IT/EPE4H HBsAg ¥ FAZE. HBeAg $5FAZESTH

1E HBsAg FEBHR 7, 897 )5 12 JEAR, BZEI7HA 1 18 (2.3%)H I HBsAg # 1, BCE1EIT
B 7 5(11.5%), B2H 2 18] LB TE G 11248 L(P > 0.05); VA IT JG 24 RN, BZ5i6I7 A 3 B 34 (6.8%)
HIL HBsAg ¥ B, A 1RIT 402 7 B1(11.7%), W2 A ELETEg it (P > 0.05); VRIT 48 Ji )&,
HZPRITHA 6 B (13.6%)H L HBsAg #5FH, BRE76I7 4 H I 19 #1(30.2%), P 2 M LLEA Fil5
B X(P=0.047), RW\SRZRITHAMEL, BATHITH HBsAg MR IRE E, Bk l%E 3.

Table 3. Comparison of HBsAg negative rate between the two groups

5% 3. #4H HBsAg BAMERERILR

Sk WP 12 4 I )G 24 F RIT )G 48 JH
L (n = 44) 0 1(2.3%) 3 (6.8%) 6 (13.6%)
A4 (n = 63) 0 7 (11.5%) 7 (11.7%) 19 (30.2%)
ba 1.907a 0.242a 3.950
PiE 0.167 0.623 0.047

TEVRIT 12 F\ 48 JAIT, H253697 4 HBeAg ¥ 1353 710H 61.4%F 68.2%, BREVATT 437N 49.2%
F181.0%, Wizl HBsAg MLif 2 AL LS E (P > 0.05); fEVRYT 24 JiI HBeAg ¥ 13K
78.3%, HZPRITHN 59.1%, WA MR G52 (P =0.034), BRI 4,

Table 4. Comparison of negative conversion rate of HBeAg between two groups

5% 4. M4H HBeAg 3FARERLER

£ %24 WITIE 12 A BTG 24 A 1R )G 48 JA
25 (n = 44) 25 (56.8%) 27 (61.4%) 26 (59.1%) 30 (68.2%)
A 4H(n = 63) 27 (42.9%) 30 (49.2%) 47 (78.3%) 51 (81.0%)
7 2.021 1.529 4.492 2.297
P 0.155 0.216 0.034 0.13
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3.2.2. JATFIEPELE HBeAg MR HIRFELLE

ST 12 IR, A IATT AL M R T 2.3%, T HZEETT 410 8.2%, PI4LL [ B EStit
B (P> 0.05); (EJAYT 24 J. 48 BN, BEAVRIT LI ML R 505 8.3%1 33.3%, 1 B 257A T 41
90 A1 2.3%, WZH HBeAg ML 4 # R LU RS & 24 J& . 48 FN B B3 48122 XL (P < 0.001), EAk
W35,

Table 5. Comparison of serum conversion rate of HBeAg between two groups

F 5. P HBeAg B MEE R LI

Fetk WITE 12 A Y897 )5 24 JH 1BIT )G 48 A
HZjH (n = 44) 4(9.1%) 1(2.3%) 0 1(2.3%)
A 4H(n = 63) 3 (4.8%) 5 (8.2%) 5 (8.3%) 21 (33.3%)
7 0.224a 0.747a 22.88 15.302
P1E 0.621 0.387 <0.001 <0.001

3.2.3. JATr PR ThREIR R BN

GG TT ARG VR T W RIA T I R W] B ALTAST, S FFShAE, 8T 2445 Sl 1, W40 ALT.
TBIL 7KF-7E & s 18] 45 ot B G243 (P > 0.05). PIZHAEIRYT 12 Ji . 24 AR AST /KT BA 41T
HE L (P=0.001, P=0.021), BAkIE 1,
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100 1925
E
= 80
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0
~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ fI ~
m B m o B o o H o B '« B m l\lﬁﬂ-]ﬁm%oq
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E: ALT: BNHEEE; AST: HEH#ENE; TBIL: SJHAER.

Figure 1. Dynamic changes of liver function indexes in two groups at each treatment node

B 1. &7 S AR L B AR S T AL
4. it

18 Z T - A 2 v R AF BRdT I A BRIV YT 77 5, THER HBsAg e e ERILIRI 18 1 40
JF 98 S BAR VR TT 45 5 o T NAs JAYT A HBsAg % [ #1IK, K2 4018 C T B3 W AL i A NAs
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BIT, WIFRELGIRIT, XA GE A H A2 — AN BRI B8 IFN J5 RIaIT A
P, FIA B HBsAg WREE, HEWEM™E, MEMT, HARIAEEX IFN 67 #8RE IR R 47
IR B[ 7] ITAESR, RARZZ (I AR IG5 EIWT 7T IEN A1 NAs BES 1697 & 75 BE TR s L5 2% SR . 5 NAs
oY% IFN B—JA T AL, NAs 5 IFN BEA 677 1T e 2 HBeAg FH P FNBH M £ 35 10 B 4R 77 1% 4%, L HBsAg.
HBeAg 55 [ A5 5 4 N & R =5 [8]. JEikil, 7€ HBeAg FHMERMEZRIT R B &, 5 ETV B24R)7
FHEL, 1E ETV 3897 N Peg-IEN 55 £ 1) HBeAg ILIEHEALF (9], (&% T R WS AATT 7 2297 3%
BAE, HEERRIRER F . A ARHEBITERIC HBsAg. &5 HBeAg FsJy ik T 5 H
PEG-IFN 5J7[10], X5 A 7545 RAH—E.

ARG FE S TR BRI M, TIEREG NAs WECEIRIT 7 REe S m Va1 o
B IIRRIE B . FEARTURFE R, TATHCER T 2578 T AL SR TT AR IR IT WA 18 1% BT % (CHB)
BEPIIGRE BRI ER . B AR E L TR, BT 12 B 24 . 48 A HBsAg #£H%.
HBeAg ¥ ] %5, HBeAg MIiFH A JHINREFRFR(ALT, AST, TBIL)HIX EEM 4T, SRUSIX P FMIGTT 7 51
R

PIEH R AR TR R, PRI B L, . I FALTE ®/KSF. HBV DNA K. HFIhEE
FTRVR A it m (P > 0.05), R FIF AN BA AT itk . AR R, 7€ HBsAg # Y]
T, VAT 48 JHJEBREIRTT 4L HBsAg P25 iy, FRZIRTT 4 HBsAg # P18UIC, WAL AR
GLit2EmE (P = 0.047), 43t NAs BEA TFN ¥GTT 48 Ji 5 i 54 Re$ s ia y7 W1I0) HBsAg RUA6 IR, 1M
Il AV 1 AR RS HBsAg AR, X R HECAEIT A B T LHUIGRE & 1E HBeAg M: [ %
T, BEAVRITULAE 24 JARS HBeAg RN 78.3%, 1M #2547 41 HBeAg ¥ 3 N 59.1%, PHLLXTEL
B Gt (P =0.034), HIBWZE 48 K, Pidl HBeAg ¥ AR 2 (Al LA Gt 7 (P > 0.05);
7f HBeAg MIEFEH 7 TH, WIAEIRIT 12 A 24 I HBeAg I ¥R xf L L St 2# 5 X (P > 0.05),
{H/RTEEE 48 AR, BXAIRIT 4 HBeAg LG43k E] 33.3%, MHAZIRITHRA 2.3%, WA AR
Gl FE (P < 0.001), FRHPLEIRIT 70T LU HBeAg UGk, 1l HBeAg MG F 2 Ik IRIATT
18 CHF B 405, X NBRAIRIT AT 8 O BE AR T IFN B2 T SR 4 T IR R IESE o X5 T
HBVDNA 7K, T KER 5 B R NG5 [ KA AT = B0 DNA RS, S0 AT 00 23 W a e g o %
TN RRPR, RATEER TI6Y7 48 MR &4 85 HDhRe b i H 24848, H%5 ALT. AST. TBIL, #f
TR, WAIRTT 7 RTINS W AN S B 2, i SGE R Thee, (R MG T R s
b, BRARIT M IR YT T, AR B U R E RIS IR B Z ). BN I
MBI A RN, AHARFEAR BRI 52, DTSR IT I 7T, ANHFF b R R B S 5™ B
ARG, WA RIS R F .

b xttl, WAV, SHRZAITAEL, 727697 48 FIRTEAGVRYT L HBsAg iGFR. HBeAg HIMLIG
ST IR AT 2%, BATTBIBE SR TR S ETV B TDF 697 BAA B AF G RIATT AR,
T 75 BIA R ARG bR, X 5 Zheng C Z5[11]HIWF 50 45 LI A — 3. Ib b, V4RI — T AT 2o,
R B3 IR SRS B BB L, A TRIT MR REK 2 96 UL HAT Bh TSR & [12]. (HAAT
W SAREFe 4 M S, — BB B L9\ HBeAg FATE 06 B3, VAT IERET T, 5 Peg-IFN ¥
iR, ETV F Peg-IFN MCKIEGATT MZHIA] HBsAg P R TG4 X[ 13]. RASEEEIRIT G RIR
AAE, HAFEPE KGR A e, BETRE R P, N THRERIT RS,
FHMAILETHGR R R, BEEN HARNAZR RS MR T R B, 8 ARV TT 59 35 2% B IR
BR. HWFREY, HBsAg iEMRJE 12~24 JAMILENGTT FSE &1 HBsAb 7K1 1] LA Bl SCELRE A Sk
P FEORFFIG R IE BCRAS[14] [15]0 X MARRIESEBRIGIRL A 1, 24 HBsAg # W15, a5 Z 4k 4L UG
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FTRAERFIRIR IO BARTS, HIMEH T Re 2 SBUTR[16] [17]. FIREAMZLER)ELUAE CHB W67
PEM R EE, (HIRR I R AT W I MAZE S, BREIRIT RMEIR YT T R R BRI
NEE,

KBTI RARRYE, B, ARTUR— TR EEe 7T, HATSCERMAREA R R
BRI, Dy 7 SN AN HE R AL A R 5 R IR 22 5, BRATAT RE 5 208 2 [ SR U (A
BR IAPRAERIVE BTN I BUIESE R BEAT AT SR (VP4 LR, BANTRR E X AR H R 5
TIRBEAIRST Z NG ARIE ERCRAOA B, X R EIAN R ZGWAE VR, BLRAN R 25K & 1
MR e, B ENT IR ETT 5 5 RN TG AR K WIRE YT, VP18 RS ARG
I7 7 SRS -

£ LTk, MECT HUH IFN JRYT, IFN BR A& NAs 97 Al w8 L0366 HBsAg %[ % \HBeAg
M R, (B FGRE— P B VTRV A LU R RCR

&E 3k
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