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Abstract: Objective CNKI, CBM,

WanFang, VIP, PubMed, the Cochrane Library, Embase databases were electronically searched to collect randomized controlled trials

To evaluate the efficacy and safety of various drug interventions for hepatitis D. Methods

(RCTs) related to drug therapies for hepatitis D from inception to October 2023. Literature was managed using EndNote X9 and
screened. The Cochrane risk of bias tool was used for quality assessment, RevMan 5.3 was employed for risk of bias evaluation.
Network Meta — analysis was performed using Stata 16.0 and R 4.3.2. Results A total of 828 studies were retrieved, with 9
articles ultimately included in the analysis,involving a total sample size of 588 cases. Seven intervention modalities were assessed,
including placebo, Bulevirtide (Bul) , interferon (IFN), nucleoside or nucleotide analogs (NAs),Bul combined with NAs,Bul combined
with IFN,and IFN combined with NAs. In terms of hepatitis D virus RNA (HDV RNA) negative rate at the end of treatment and
alanine aminotransferase (ALT) normalization rate at the end of follow — up,Bul combined with NAs showed the best efficacy. In
terms of ALT normalization rate at the end of treatment and HDV RNA negative rate at the end of follow — up,Bul monotherapy
performed optimally. There were no significant differences in the incidence of total adverse events and serious adverse events among
the seven intervention modalities (P > 0.05). Conclusion Bul showed betler results than the other six interventions in enhancing
hepatitis D treatment efficacy and lowering relapse rates after discontinuation.
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Tab.1 Basic characteristics of included studies

. ‘ . o N . sk BALS (%) B N ) L) A
F-ERARED BERE  HBS B% /4K RS P Ay fei] EB(NEL . H8A,5) 8) #AH) Rk
WEDEMEYER 2023 MYR301 NCTO3852719 BB/ &XA /4555 3HRCT  Bull49) us. Pla(51) 30(61) 15, 26(51) (44£9,0)1s. (41£7.5) 8 9% DROE
N
WEDEMEYER®2023  MYR202 ~ NCTO3S46621 BB /HFH5%s  2HRCT Bul+ NAs(28)ws. NAS(28)  15(54)us. 20(71) (30.4:83) 1. (38.5:87) % % 1020060
WEDEMEYER™2019  HIDIT-1 NCT00932971 8B /4% /FHRE/  2HRCT IFN+NAS(59) s IEN(6)  38(64) us. 41(67) (8.1:123)m (42.1£103) 4 4 020060
E2 S SA TP
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Fig. 3 Network plot
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Tab.2 Results of network Meta — analysis of the proportion of patients with undetectable HDV RNA at the end of treatment (lower

left)and the proportion of patients with normal ALT at the end of treatment (upper right) [OR(95%CI) ]

FHHE Bul Bul + IFN Bul + NAs IFN IFN + NAs NAs Pla

Bul 0.19(0.04,0.92)  0.40(0. 04,4.39) 0.28(0.07,1.09)  0.29(0.07,1.26)  0.04(0.01,0.24)  0.09(0.04,0.25)
Bul +IFN  23.95(3.91,146.79) 2.08(0.17,25. 66) 1.47(0.31,6.94)  1.52(0.29,7.91)  0.21(0.03,1.45)  0.49(0.09,2.75)
Bul+NAs  0.20(0.01,7.49) 0.01(0. 00,0.39) 0.71(0.10,5.10)  0.73(0.10,5.19)  0.10(0.02,0.52)  0.23(0.02,2.69)
IFN 0.85(0.19,3.88) 0.04(0.01,0.22)  4.20(0.13,139. 54) 1.03(0.59,1.81)  0.15(0.05,0.45)  0.33(0.08,1.39)
IFN+NAs ~ 0.71(0.15,3.44) 0.03(0.00,0.19)  3.50(0.11,116.59)  0.83(0.48,1.46) 0.14(0.05,0.42)  0.32(0.07,1.50)
NAs 0.06(0.01,0.32) 0.00(0.00,0.02)  0.32(0.01,8.24) 0.08(0.02,0.29)  0.09(0.02,0.35) 2.28(0.37,14.18)
Pla 0.04(0. 00,0.36) 0.00(0.00,0.02)  0.20(0.00,11.45) 0.05(0.01,0.43)  0.06(0.01,0.55)  0.63(0.06,6.96)

R3 EHEHIHTHALERNPHDV RNAFEBRZE(AET)MALT EE R (A L) FIR Meta 3 #[OR(95%CI) ]

Tab.3 Results of network Meta — analysis of the proportion of patients with undetectable HDV RNA at the end of the follow — up

period after discontinuation of medication (lower left) and the proportion of patients with ALT returning to normal at the end of the

follow — up period after discontinuation of medication (upper right) [OR(95%CI) ]

TH#H® Bul Bul + IFN Bul + NAs IFN IFN + NAs NAs Pla

Bul 3.89(0.37,40.78)  0.11(0.00,5.84) 0.37(0.02,6.96) 0.35(0.01,8.11) 0. 11(0.00,2.97) 0.08(0.00,4.27)
Bul +IFN  0.75(0.18,3.04) 0.03(0.00,1.41) 0.10(0.01,1.65) 0.09(0.00,1.93) 0. 03(0.00,0.71) 0.02(0.00,1.03)
Bul+NAs  0.07(0.00,3.90)  0.10(0.00,5.91) 3.39(0.23,49.70)  3.16(0.22,46.08)  1.00(0.11,9.17)  0.71(0.02,32.71)
IFN 0.12(0.01,1.12)  0.16(0.01,1.77)  1.58(0.05,54.38) 0.93(0.29,2.99)  0.30(0.06,1.35)  0.21(0.01,3.22)
IFN+NAs ~ 0.12(0.01,1.19)  0.16(0.01,1.88) 1.61(0.05,55.48)  1.02(0.59,1.78) 0.32(0.07,1.43)  0.22(0.01,4.39)
NAs 0.02(0.00,0.23)  0.03(0.00,0.38) 0.32(0.01,8.24) 0.20(0. 05,0. 84) 0.20(0.05,0.82) 0.71(0.03,16.17)
Pla 0.02(0.00,0.53)  0.03(0.00,0.79) 0.30(0.00,19.53)  0.19(0.02,1.72) 0.19(0.02,1.81) 0.94(0.07,12.85)

R4 BARBH(AT)MEERAREMSH(AL) WK Meta 37 55R[OR(95%CI ) ]
Tab.4 Network Meta — analysis results of total adverse events (lower left) and serious adverse events (upper right) [OR(95%CI) ]

TH#E® Bul Bul +IFN Bul + NAs IFN IFN + NAs NAs Pla

Bul 3.60(0.03,448.67) 0.82(0.00,600.58) 1.26(0.02,88.54)  1.71(0.01,210.97)  2.56(0.04,157.54) 0.47(0.00,50. 54)
Bul + IFN  1.35(0. 13,14.27) 0.23(0.00,387.95) 0.35(0.00,43.63)  0.48(0.00,115.45)  0.71(0.00,152.45) 0.13(0.00,108.20)
Bul + NAs  0.70(0.16,3.07)  0.52(0.04,6.29) 1.53(0.00,765.73)  2.08(0.00,1231.11) 3.11(0.02,533.86) 0.57(0.00,1 844. 88)
IFN 1.06(0.27,4.17)  0.78(0.10,6.33)  1.51(0.34,6.69) 1.36(0.07,25.79)  2.03(0.06,66.43)  0.37(0.00,207.30)
IFN +NAs 0.72(0.17,3.02)  0.53(0.05,5.22) 1.03(0.23,4.68)  0.68(0.26,1.83) 1.50(0.03,65.50)  0.27(0.00,225.57)
NAs 0.39(0.14,1.08)  0.29(0.03,2.75) 0.56(0.19,1.62)  0.37(0.13,1.04) 0.54(0.19,1.57) 0. 18(0.00,93.32)
Pla 0.73(0.28,1.93)  0.54(0.04,6.92) 1.04(0.18,6.12)  0.69(0.13,3.71) 1.01(0.18,5.70) 1.88(0.46,7.68)
2.5 =&t — BRI A R R AP AE AR — U (2 = 12.16,P =

MR R AR A 6T RCTS 7911 FEAR N
266151, ¥ B 7 Fh T R UESE 1 DL 3 B4 )R
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0. 170) , 5 ot P A6 56 445 S $ 7 45 T W it (8] JC 42 112
SEFANE (P =43.5%,P = 0.170) , 2R JH— S0 [ & %00
BEAY L WR Meta 20 BT 45 3 R | 451 T it 9] 34 G & 3%
ZR(WFEK4 LT ) it SUCRA HE R HEFE M 55 2K N
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IFN(JLE 4 E) .

FEEANRFMF QA 6T RCTS - 70~ 1 FEAR RN
467151, 5 Ko 7R S it o DR E 4R 1T UL I 3 F 4 SRy R

0. 002) , 5 Jo 1 6 46 445 S {7 4% T S it 43+ A1 8] 45 42
Phef ST (P = 83. 6%, P = 0.002) , K JHA—F K
BLAR A Y L IR Meta 43 B 285 5 S | 45 T it (7] 1
TR EEF(WE AL L) GHT SUCRA R HEF M &
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NAs > IFN + NAs( L4 F)
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