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Clinical trial of polyene phosphatidylcholine combined with tenofovir in patients

with hepatitis B complicated with non — alcoholic steatohepatitis
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steatohepatitis (NASH). Methods

into treatment group and control group by random number table method. The control group was treated with tenofovir

The patients with hepatitis B complicated with NASH in our hospital were divided

tablets, 25 mg qd, taken during meals. The treatment group was treated with PPC on the basis of the control group.
The initial dose was 456 mg tid, taken with warm boiled water, and the daily dose could not exceed 1 368 mg. After
12 weeks of treatment, the dose was reduced to 228 mg tid, according to the immune response, and the dose was
maintained. Both groups were treated for 24 weeks, and the treatment group was followed up to 48 weeks after stopping
PPC. The negative conversion rates of hepatitis B virus surface antigen ( HBsAg) and hepatitis B virus e antigen
(HBeAg) , hepatitis B virus DNA (HBV — DNA) load, the levels of costimulatory molecule B7 homolog 1 (B7 — HI1) ,
transforming growth factor 31 (TGFB1), Golgi transmembrane glycoprotein 73 ( GP73), chitinase 3 - like protein 1
(CHI3L1) and prothrombin activity ( PTA) were compared between the two groups, and the safety was evaluated.
Results

treatment group and 46 cases in the control group. After treatment, the total effective rates of the treatment group and

A total of 95 cases were enrolled and 92 cases were included in statistical analysis, including 46 cases in the

the control group were 97.83% (45 cases / 46 cases) and 84.78% (39 cases / 46 cases), respectively, and the
difference was statistically significant (P <0.05). After 24 weeks of treatment, the HBV — DNA load of the treatment
group and the control group were 80.43% and 60.87% , respectively; the HBsAg negative conversion rates were
28.26% and 10.87% , respectively; and the HBeAg negative conversion rates were 30.43% and 13.04% ,
respectively. The above indicators in the treatment group were statistically significantly different from those in the
control group (all P <0.05). After 48 weeks of treatment, the HBV — DNA load of the treatment group and the control
group were 89. 13% and 69.57% , respectively; the HBsAg negative conversion rates were 50. 00% and 28. 26% |,
respectively ; and the HBeAg negative conversion rates were 50. 00% and 26. 09% , respectively. The above indicators
in the treatment group were statistically significantlly different from those in the control group (all P <0.05 ). After
treatment, the levels of B7 — H1 in the treatment group and the control group were 0.40 (0.30, 0.40) and 0. 60
(0.50, 0.70) ng » mL™", the levels of TGFR1 were (269.02 + 24.36) and (287.64 +27.39) ng - mL™",
respectively; and the levels of GP73 were (76.24 +8.95) and (87.22 +10.03) ng - mL™", respectively; PTA were
(80.02 =+

group, the differences were statistically significant (all P < 0.05) . The main adverse drug reactions during

12.55)% and (65.24 £10.24)% , respectively. The treatment group compared with the control

treatment in the treatment group and the control group were nausea and vomiting, headache, rash and abdominal
(5 cases /
46 cases) , which was 13.04% (6 cases / 46 cases) in the control group, and the difference had no statistically

distension. The total incidence of adverse drug reactions in the treatment group was 10.87%

significant (P >0.05). Conclusion The combined application of PPC and tenofovir tablets in the treatment of
hepatitis B patients with NASH can reduce the levels of B7 - H1 and TGFB1, improve the liver function of the
body, and has good safety.

Key words: polyene phosphatidylcholine capsule; tenofovir tablet; Hepatitis B; non — alcoholic steatohepatitis
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PEAF 4 (non - alcoholic steatohepatitis, NASH )t F#RAL;
RN DR I 58, LU S BEAZ A6 32, FE R e AR
5590 K5 M B W5 % T 9% (non — alcoholic fatty liver
disease , NAFLD) fH{LL, I X & EIE YR = 01 . &
BRRAR o AR B, I JLAE TR E 2 R R K&
NASH 8 J i 35 52 B B AR = a3 lon T &
BUFR & Jf NASH 35 )8 RS2t AR ViR 97 0 H
g0 SIS IR AR ( polyene phosphatidylcholine ,

PPC) REGE A HE I 40 M B2, 2450 I 200 e A 7, 9
T RE P, a4 ) i o Ak DA R IR
K PR A T[S o, I0 2 ) E
AR I ES! . #4835 B (tenofovir alafenamide
fumarate tablets, TAF) 5 HBV Wi %% 5 i 4k & 7 5 = 4
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BRI T BRI TBIL /K-

FHEdR  TIRIFATANG YT 24 )5, P BEsy
DI Ak P 12 W ASCAG: 0 JH 888 32 (L ( liver stiffness
measurement , LSM ) 385 F1 T 52 15 T2 8 2 8 ( controlled
attenuation parameters, CAP) ,

G R7 BN I RAEAR 11 % , TBIL HI AST
BN K > 75% S H A A i RAE RS , TBIL F1
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BEEEL B INE TR, B ROR = (CRAUIEL + A3
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HIEE 3]

TRYT 24 148 JH )5, BG4 FR E ) HBV — DNA |
HBsAg F HBeAg 1 %% B A8 14 i 2578 T % B4, 7E4¢

e EERAG R (B P<0.05), 1Lk 2,
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4 2 {HEHEFINAEIEFRF1 CHIBL KB LL 3
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5 2#AHE#E CAP {0 LSM 5ira b8

BITIG I 4 B 1) CAP (A1 LSM 5451 12
ERTXRA, G L ESWAGRIFFE (Y
P<0.05), %5,

R 2 HBH MR AL

Table 1 Comparison of general data in two groups

Ttem Control(n =46) Treatment(n =46)
Sexuality ( male/female ) 32/14 31/15

Age (years,x +5) 46.78 £7.97 46.24 +7.79
BMI(kg - m~2 x £5s) 24.76 £2.45 24.67 +2.28
fzrfl};ah;aled with diabetes mellitusv 19(41.30) 17(36.96)
E:erlgji;amd with hypertension 20(43.48) 18(39. 13)
Drug combination(n,% ) 19(41.30) 21(45.65)
HBsAg(log,y TU - mL~1) * 3.00(2.90,3.20) 3.00(2.90,3.10)
HBeAg(log;y S+ CO™' & £5) 1.62+0.19 1.65 +0.20
HR (beat - min ™" % +5) 71.67 £4.20 72.33 £4.32
SBP(mmHg,x +s) 129. 67 £9.22 128.83 +9. 15
DBP(mmHg,x +s) 80.65 £6.92 81.04 +6.70

* M (P25, P75) ; BMI: Body mass index; Control group: Tenofovir treat-
ment ; Treatment group : Polyene phosphatidylcholine combined with tenofo-
vir; HR; Heart rate; SBP: Systolic blood pressure; DBP: Diastolic blood

pressure.

R2 2 HBHE LN DNA(HBY - DNA) | L BUJIF 5005 7 2 [T 5T )t (HBsAg) Rl ZJF 75 e )50 (HBeAg) B B 4 14 L 4

(n,%)

Table 2 Comparison of negative conversion rates of hepatitis B virus — DNA (HBV — DNA) , hepatitis B surface antigen ( HBsAg) and

hepatitis B e antigen( HBeAg) in two groups (n, % )

Control (n =46)

Treatment(n =46)

ltem Treatment for Treatment for Treatment for Treatment for Treatment for Treatment for Treatment for Treatment for
4 weeks 12 weeks 24 weeks 48 weeks 4 weeks 12 weeks 24 weeks 48 weeks
HBV - DNAnegative rate 21(45.65) 26(56.52) 28(60.87) 32(69.57) 22(47.83) 28(60.87) 37(80.43)* 41(89.13)*
HBsAg negative rate 1(2.17) 2(4.35) 5(10.87) 13(28.26) 2(4.35) 3(6.52) 13(28.26) * 23(50.00) *
HBeAg negative rate 2(4.35) 3(6.52) 6(13.04) 12(26.09) 2(4.35) 3(6.52) 14(30.43) * 23(50.00) *

Compared with control group at the same time, * P <0. 05.
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6 2 BBEHIGKRTIIEN Ui K B, 25 A RSO e A AR RO 10, 87%

T)E R AR BASCR B ST XA, /£ (5 646 f) W R P B0k 2 61 S 1B
Gt EEFAGITAE X (P <0.05), 1%k 6, Bz 1 i) K 2 51, 2500 AN RSB K HE AR 13, 04%
7 ZEHER (6 fil/46 f51) , ISR Z5HIAS RSN e A R S0 J 2L

IR B O MKt 2 i Sk LB R BB RS BRI (P >0.05) .

®3 2 HUBFEIEIT T (BT - HI) FefbA KA BLOTGFRL) | RHE IR ES RO 11 73 (GP73) FIEE L B I3 5l & (PTA) /K-
I (x £5)

Table 3 Comparison of levels of B7 — homologl ( B7 — H1 ) , transforming growth factor beta 1 ( TGFB1 ), Golgi protein 73 ( GP73) and
prothrombin activity( PTA) in two groups (x )

Control (n =46) Treatment(n =46)
Ttem
Before treatment After treatment Before treatment After treatment
B7 —-Hl(ng - mL~!)* 1.00(0.98,1.10) 0.60(0.50,0.70) * 1.10(1.00,1.13) 0.40(0.30,0.40) *~
TGFB1(ng - mL~") 426. 84 +42.93 287.64 £27.39 * 425.51 +42.62 269.02 +24.36* 2
GP73(ng - mL™") 98.03 £11.49 87.22 +10.03 * 97.69 £11.54 76.24 £8.95* 4
PTA(% ) 45.35+9.76 65.24 £10.24 " 45.20 £9. 65 80.02 +12.55*4

#.M(Pys ,P;5) ; Compared with before treatment in the same group, * P <0.05; Compared with control group at the same time, “P <0. 05.

F4 2 YUBENTIRESRPRFIFC 2 MG 3 FEE 1 (CHIBLL) LA (% £5)

Table 4 Comparison of liver function indexes and chitinase 3 — like protein 1( CHI3LI ) between two groups(x +s)

Control (n =46) Treatment(n =46)
Item
Before treatment After treatment Before treatment After treatment
AST(U - L 1) 201. 37 £32.00 100.33 £16.37 ¢ 202.35 £32. 10 78.67 £12.61*%
ALT(U - LY 218.98 +34.07 97.65 £13.63 " 219. 63 £34. 36 68.26 +10.25*%
TBIL( wmol - L") 174. 24 +30. 59 62.35+£10.57 " 175.33 £30. 21 41.38 £8.51 %%
CHI3LI (ng - mL™") 85.62 £11.47 78.39 £9.87 " 85.74 +12.36 66.54 +8.65*%

Compared with before treatment in the same group, * P <0.05; Compared with control group at the same time, & P <0. 05 ; AST ; Aspartate aminotransferase ;

ALT: Alanine aminotransferase ; TBIL: Total bilirubin.

RS 2 HBHENELE(LSM) M52 H S K (CAP) I LR (% £5)

Table 5 Comparison of controlled attenuation parameters( CAP) value and liver stiffness measurement( LSM) index in two groups(x +s)

Control (n =46) Treatment(n =46)
Item
Before treatment After treatment Before treatment After treatment
CAP value(dB - m™") 278.57 £36.03 262.59 £32.53 * 279. 83 +36.20 241.67 £30.23* 2
LSM( kPa) 6.81 £0.90 6.15+0.74" 6.76 £0. 89 5.51£0.62*%2

Compared with before treatment in the same group, * P <0. 05 ; Compared with control group at the same time, “P <0. 05.

RO 2 ABHIGST I A (n, % )

Table 6 C i f the clinical effi f the t . N

Omparlson [0) € clinical € ICaCy 0. e two grOupS _L_q_ 'L/B
(n,%)
Ttem Control(n =46) Treatment(n =46) . . - . N -
Markedly effective 16(34.78) 28(60.87) ° JEAEOR, B ST G TR A TR U %
Tneffective 7(15.22) 1(2.17) * ROFFER 0. 1% 40 F2EREARAKT B AE N &0 %
Total effective rate 39(84.78) 45(97.83) * %ﬂﬁﬁ)]"i%,ﬁﬁﬁ%%}\ﬁ%@%ﬁ%ﬁ%[mjo Eﬁ

Compared with control group, * P <0. 05. j]l]jCXj‘ HBV ﬁ%ﬁqﬁ&%miﬂﬁfﬁ H/%o 4 ﬂ}ﬂzﬂéé’ J
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NASH F8# 4k & JFIE Ak 20 g IXURS: B8 5, e BHA Y7
A S

WEFE & B, X2 1 & R iR 97 48 il Ja,
HBsAgFE [R5 52.10% Y o ABEIEER 1677 24 FI
48 J8J5 , 1854 HBV — DNA HBsAg il HBeAg #% 1%
0 T B, N TAF RS 578 FH 6 7% 52 1) ¢ et
AT, 30 HBV S ], U8 0T 1 4 M Y 52 o, ik
CIFRTPUREER 720" . B PPC, B A
TRPVIRERENR , dE+r 2 Fh T BE, 00 40 My f5 2% 2E1
F1 PAS0 J5PEF) S, 1 5 Z A G v, i HBV —
DNA , GR35 T 40 i, 4 1 BT 68 & V-l . PPC il i B2 2
BRIt T A U (TN = R L
TGFR1 2N T2 AN A Yt e SR - 72 e
G fi e e 240 A5 s A O TR R A
TE R 2 SR b i R A A K . GPT3 R TEAL T
0 ST e AL i EZEAE bR, PTA Jhy BE I i )53 2
FE A0 M 32 8 2 5 0 B AR, AR BoRIRIT )R,
2 41B7 - H1 \ TGFB1 1 GP73 7K 34 B 2 B A%, {H iR
B 2H B B, PTA ZKOPIGIE BT R . R TAF b K&
LG R BN 4 2 A A P, S B 1 A A Y B ) s
e HESZ TN ALAE 2 . PPC A2 HE T 240 Jfo S 235 4 1
Gigie

AST ALT #l TBIL ¥4 iFThfE$5 45, CHBL1 £ 5
PR 5 M B B 4 ek B, AR 2 o 4T 4 L B 1
57 SR A I NASH 83 1Ly CHI3LL J
HBV - DNA MR RHmEs™ . AR Es.
YL AST ALT [ TBIL F1 CHI3L1 7K -4 i 3%
RTXTREZH . (K TAF 25440 HBV - DNA & ifi] , PPC
PRI T DR . LSM $845 2 T
JHF-BiE 5 RN BT g 7 A8 R R VE M, B I AT 4t fb E
U AR BoREIT )R, IRBR 4L CAP {E FI LSM
FE bRy i AR T X MR, $2 7R Bk A 1 ] PPC I TAF
FTEIJEBR  A% , 3 G0 27 44k . PPC 10361 JHF- 41 A B
iV ] TAF, e AR 05 722 sk S P eF 4 f . R
i TAF (PPC ¥ 3 (HFE 25 A e 1 i S 7
AN BRI R, A 5T 3 R, kA PPC A
TAF &80T

AWFFERE R : F PPC Al TAF B G697 SRR %
A 9F NASH 3%, AT R# Ik B7 - H1 1 TGFR1 7K, 2k
MR I aE BT fE, B2 et R ir, HARDFR
APBAFE R BRAE , AN AAG I 1l W% | 1M B S5 48 b , Bt 1 J&] 340
Bt o AKHFFORE B I OB | 0L N8 8 Fr Az I, SE 4 Bl 15
BF ), s s o], R AR &R

T PRE RS
SE Rk :
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