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1214 Z B BT K BT A 40 A B B B 25 40 T T 7 s 22
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[(HE] BH HEiiRe 25 S HIF R IA BB RFBIRITENECRFRIFA AR, Ak %I
20134 1 7 % 2016 4F 10 A 7R LT AL Yo B2 B iRy 7 10 O B R LT Ak 838 100191 ARFEIEYT J1 5250 MWL gg
Y (n=53)FIXF BREL (n=47) , %F BRLL 25 T Mo o, FUREE R AT  WLER AR XS BRALA Y7 560t i A &2 07 s WO i
57, K BB IR T RIS LT AL A5 b BEUEE AR A S (LSMD) P RE & HBV-DNA &, R Wigg
HIEIT 34 A AN 64~ H L3 7 W IR R (HA) L JZ 253 8 11 (LN) L IV B B (C- V) | TR i 5 B (PC T AT LSM 4351
(142.20+31.44) ng/mL F1(94.40+27.81) ng/mL . (220.42+30.05) ng/mL F1(110.09+29.89) ng/mL . (78.88+30.57) ng/mL
F1(40.06+21.16) ng/mL . (194.42+34.44) ng/mL FI(107.43+35.54) ng/mL .(8.96+1.53) kPa Fl(6.24+1.41) kPa, ] AL T
HPREL , 22 I GET2E R X (P<0.05); MEEL1IAYTY 34 H Ml 64~ A 58 N EBEALT) 3 S E R AST) MLENALL R
(TBIL)4>51 4 (89.24437.41) U/L F1(40.42+10.11) U/L . (91.16+37.26) U/L F1(41.81437.33) U/L .(22.51+6.84) mol/L #ll
(16.515.11) mol/L, B AL T % BRZH , T ALB 4351 4(43.34+11.63) g/L F1(50.11+6.43) g/L, B 5B & T4 HRZH , 25 51y
BT X (P<0.05); WAL 34 H A6 4 A H B TEE RS 43 514 (12.1441.51) 53 F1(6.40+0.98) 43, B W Ik T
X HRZH , 22 553570 i T 2538 L (P<0.05) s WA 1R Y7 34 16 1 A HBV-DNA 15 #4304y (5.22+1.11)x 10° copy/mL
H1(3.10£1.03)x10° copy/mL , B B AL T XF BRAH , 25 98 Go it 38 L (P<0.05). 45it  Malto, TP HIF R BG
BERRIRIT T TR S LAl , BEAT 3G P LT e AL AU S BEFE A, B0 HBV-DNA G 5 & il o

(X@BR] Mo Z RPN R BB RS 8 BIFR  IFer4id;
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Effect of drug intervention on hepatic fibrosis in patients with chronic hepatitis B. ZHANG Xiao—yan, ZHANG
Hai—~tao, YANG Li—xin, ZHANG Yu—qing, PAN Tao. Department of Hepatology, Infectious Disease Hospital of Hebei,
Tangshan 063000, Hebei, CHINA

[Abstract] Objective To investigate the effect of the thymosin alpha 1, Fufangbiejiaruangan tablet combined
with entecavir on hepatic fibrosis in patients with chronic hepatitis B. Methods One hundred patients of chronic hepati-
tis B with hepatic fibrosis treated in our hospital from January 2013 to October 2016 were enrolled. According to treat-
ment plan, the patients were divided into observation group (n=53) and control group (n=47). The control group was
treated with thymosin alpha 1 and entecavir therapy, and the observation group on the basis of control group were treated
with Fufangbiejiaruangan tablet. The indexes of liver fibrosis, scores of TCM syndromes, liver elasticity (LSM), liver
function and HBV-DNA content were measured before and after treatment. Results Hyaluronic acid (HA), laminin
(LN), collagen type IV (C-IV), precollagen type Il (PC-1II), LSM in the observation group at 3 months and 6 months af-
ter treatment were (142.20+31.44) ng/mL and (94.40+27.81) ng/mL, (220.424+30.05) ng/mL and (110.094+29.89) ng/mL,
(78.88+30.57) ng/mL and (40.06+21.16) ng/mL, (194.42+34.44) ng/mL and (107.43+£35.54) ng/mL, (8.96+1.53) kPa and
(6.24+1.41) kPa, respectively, significantly lower than those in the control group (P<0.05). The alanine aminotransfer-
ase (ALT), aspertate aminotransferase (AST) and total bilirubin (TBIL) of the observation group at 3 months and 6
months after treatment were (89.24+37.41) U/L and (40.42+10.11) U/L, (91.16+£37.26) U/L and (41.81+£37.33) U/L,
(22.51+6.84) mol/L and (16.51+5.11) mol/L, respectively, significantly lower than those of the control group, but the
ALB were (43.34+11.63) g/L and (50.11+£6.43) g/L, significantly higher than those of the control group (P<0.05). The
scores of TCM syndromes in the observation group at 3 months and 6 months after treatment were (12.14+1.51) and
(6.40+0.98), which were significantly lower than those of the control group (P<0.05). The HBV-DNA content of the ob-
servation group at 3 months and 6 months after treatment was (5.22+1.11)x10° copies/mL and (3.10£1.03)x10° copies/mL,
significantly lower than those of the control group (P<0.05). Conclusion Thymosin alpha 1, Fufangbiejiaruangan tab-
let combined with entecavir for treating liver fibrosis in patients with chronic hepatitis B can effectively improve liver fi-
brosis condition and liver function indicators, and also inhibit HBV-DNA replication.

[Key words] Thymosin alpha 1; Fufangbiejiaruangan tablet; Entecavir; Chronic hepatitis B; Hepatic fibrosis
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P 2 TR 2 R &5 DL 1 0 P TR e T 5 L L
RIS ORI RIGEEIS , FERAE R E A R LA R AR
G BE N AE T AR & 2 o g5 M L 47, JH 400 i o 5
T i G R, R R R S A S LR T A
5B JFLF i Ab R Ak S50 B AR | e 298 iU 55
WA WA TR IR T ISR AT AL E AR 2l
Sk ORI R BE R BUSY . BRI T2k
R R IRIT TR 2, FEAFEYUR BERYTT LA 2B
o R PR 2P0 ] 9 A S5 R BE Bt AL AR 5 D
Mg Ik AL R T DR R i A o T DL R
WAL AL ERE . B R 5 R — Rl T (AR 25 ik
B2, B YUR R O N 2GRS At
FET T Mk, 27 BB O R A B R 1RYT
M1k IR A AL RCR  BRGE A F

1 BER5HE

1.1 —%ER HEE20134F 1 1 2 20164E 10
FERE T AL YR BEBE IR Y 7 1018 L TR 2T AL iR
100491, Forp B 67 191, ot 33 491 A Y 27~54 %/
-4 (35.24+8.87) % 5 £ BT 4% 9% B (HBV) DNA N
(7.43£1.20)x10° copy/mL. 44 AFRifE : (1)L Wi 454
HRPR A2 (8 LAY R B ia HE R )P LA S £
A2 Wr L7 0 IO AR 5 (2)3F 6 T N
KM FH L O 35 2590 B e VR 75 5 (B)AF A 18~60 %7 5
(4) IfL 775 S I 2T 2% <42.8 mol/L, IfiL ¥/ 1 7& F1>30 g/L;
(5) TG Rk bk | R I I A 45 5 (6) AR IR [
o HEBRBRE: ()EE AT ERATFR R I IR AR
WA SR RS EIT R LA R E S
SRS QIR i 7 R AR 5 B) B I T EL N
B IR RE A (4 IR s P 02 AR A
LERIUNIRYT 7 50 NSl 53 191 At BE2H 47 1],
PR AFEIE F A 25 RIS R L (P>0.05), L& 1.

R1 WHBE-MABLLR

1.2 JRIF A XTHRAAZS T iR (7545 . 10
S, AR b BT UIBATHI 25 T [ 2 1 S H20020545) F1
BB R 35 (25 gt 5 I 25 B W 24 e
H20080798)i397 « M NS Milta,, 1 mg/d; BEERE,
0.5 mg/d, ik , WL ER 2 7E T BR A vy 7 Bt B &2
WSV (B AL 44 - LR NS iR B T R R A
FRA ], 25T 219991011457 , RS J7 8 F I
2.0 gk, 3/, i A BIESHRYT 6 1 H o

1.3 K ik

1.3.1 R4 AF ok R % [ Echosens
/> ] Fibroscan A6 il SRl LSM , 1E % 2 % (HVL Fl R
2.8~7.4 kPa. 4l F iR Y7 15 Hh R 25 E K i
5mL, 4°CAKIE T 3 000 r/min 250> 10 min, 2355 I 75 &
T-20°C VK46 {5 AE 50 . ALT.AST.TBIL . ALB 4 Jif
I BE R 25 [ 1 32 2 D&C 4> F 34 A 43 A e FL e
ERFN A TR s HA LN, C- IV #1 PC- Tl 25 fiT- 21 4 1k,
A5 R FRCHTU AR I O I 5092 W B 72 (ELIS A) 2E A T4
T, A4S A 5 ] DL v 2 il AR A, 15 6 00 P et
BN TRRBETEIT A e B0 S Ul B A

1.3.2 HBV-DNA £l HBV DNA % RT-PCR
PSR #54 R 32 1§ Applied Biosystems 2\ F]
DI it PT- PCRAX, i858 &0 A A il BE R R 27k i
I RIBAR A B2 T, A% Hae AR e vl BH 5 4

1.4 WEUEETE AR R B I IS
[RERN 1IN G = s I ¥ =g S - ¢ UL LR A s
RARAE , 4 B b B IE A AL A AR B, 20 R AE R (047)
BEQD) PEQMMEEQG MR, B
i R T B4 540

1.5 Seil2fJsik i SPSS19.0 #F HEA T 5
AT, T TORER I B v 22 (xks) 320 , 21 0] LA
T K50, THECTR L BCR F o K B . LA P<0.05 3%
INESFHAGIEE X

2 # B

2.1 WULIRITRTIG AP 4efbdpr tuds  BEEIR
J7 IS [E) SiE K, T 21 R 3 I &1 4k b 46 B B 2 o0 (P<
0.05), Hrp EL 43697 3> H #6 ~ H HA LN C-IV
FIPC- B A T X B4, 22 ¥ G it22 8 L (P<
0.05), W42,

R2 MWMABRERFTAEALENIEIRIE R (x2s, ng/mL)

215 %k T (i) AR xks)
ML 53 37/16 35.9249.02
XJREZH 47 30/17 34.10+8.22
E 0.403 1.379

P{H >0.05 >0.05

AR I 171E ' HA LA

c-NV PC-1I

RIFHT RS 3A IRIT 6N IRITRET IRIT 3N IRYT 6N IRITED TAIT 3N IRYT 6N IRITRT IR 34N iR 6 A

WELL 53 251.16 142.20 94.40 285.43 220.42 110.09 162.55 78.88 40.06 260.24 194.42 107.43
+40.03 +31.44* £27.81° #3224 +30.05°  +29.89"  +40.43 +30.57°  £21.16°  +40.16 +£34.44° +£35.54*
YTREZL 47 249.81 181.41 124.16 291.04 264.22 187.97 160.76 114.53 89.23 259.30 220.41 154.41
+38.81 +30.94* +£31.07°  £37.51 +32.78  +30.11°  +39.80 +31.77"°  £22.20° = £39.20 +40.03" +40.06™
15 0.171  -6.271 -5.055 -0.804 —6.971 -12.959 0223 -5.714 -11.333  0.118 -3.49 -6.215
P1E >0.05 <0.05 <0.05 >0.05 <0.05 <0.05 >0.05  <0.05 <0.05 >0.05  <0.05 <0.05

T SIRITRT LS, "P<0.05; 5347 34 HLER,"P<0.05,
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22 WHEEWBIFIG LSME LR BiEIRIT
Bf ] ZE 4, W 2H R 5 LSM A i [ AIG , B2 R A Gt &
X (P<0.05), HA gL 417697 31 H 6 1~ H LSM B i

4, 2ZRA5ITFE X(P<0.05), Wk 4.
R3 WEBERITHIELSMELE B (kPa,x+s)

20 51 %% TRYTHT WAIT3AA BIT 64N A
T RRA , 22 537 Gei 2738 L (P<0.05), WL 3, WA 53 12.0142.04 8.96:+1.53" 6241 41"
23 WHBEIRITRIE I IEELE FEEIRIT  wmw 47 11.9122.12 9.7141.60° 8.10£1.36"
Af M) EE R, PRAL RS T B GE , 2R A S i F e 0.240 -2.395 ~6.694
X (P<0.05), H g 413697 3 S T fle A~ J ALT. Pl >0.05 <0.05 <0.05
AST A1 TBIL BH AL F X4 BB 4, 1 ALB B SR 55 FXTRE v S9Ad7RT AR, P<0.05; 153477 3451 Hede, 'P<0.05.
x4 WAEBRFRITAIRFINEELLR (rxs)
45 %k ALT (U/L) AST (U/L) TBIL (mol/L) ALB (g/L)
RITHT JRIT 3 IRIT 6T IRYTHT BRI 3N IRIT 6 IRITHT IRYY 3N RIT 6N IRITHT RT3 AT RIT 6]
WZEL 53 198.42 89.24 4042 180.42 91.16 4181 3421 2251 16.51 4003 4334 50.11
£4351 37410 £10.11°  £52.03 £3726°  +37.33%  £12.06 +6.84%  45.11°  +14.62 1163  +643"
KL 47 20004 12741 7441 17950 11424 8422 3340 28.14 20.42 3956 41.03 4521
£38.81 £32.52°  +17.01%  £47.50 3152  £24.16°  +11.89 +650°  +421* 1501 +105la  +530"
o “0.195 -5.412  -12254 0092 3321  -10.168 0337 -4205  —4.144  -129 2964 4127
P >0.05  <0.05 <0.05 >0.05  <0.05 <0.05 >0.05 <0.05 <0.05 >0.05  <0.05 <0.05

- 5IRITET LR, P<0.05; 51697 31 H HLAL L P<0.05,

24 W BEBITAE P IR i Bl
FIRTT I ] B P2 A8 35 A R R AR 0 B S ol
A G 2FE L(P<0.05), HAp a4l 697 34~ A F
6 ™ H W EEIEAEF A B AR F XA, 2 R A it
B (P<0.05), L% 5,

%5 WARELFHEHETERSS LIRS, xx)

20 5] 1%k TRITHT RIT 3N I 6~ H
WL 53 15.51+1.21 12.14+1.51° 6.40+0.98"
Xt HEZH 47 15.40+1.10 13.54+1.60° 10.41£1.11"
2= 0.473 -4.5 -19.188
P{E >0.05 <0.05 <0.05

1 SIRYT AT LR, "P<0.05; 51AYF 34 H L, "P<0.05,

2.5 W4 EIRITHIE HBV-DNA L8 bl
TBYF IS A AEKC | W 2H £ 3% HBV-DNA B B IRAI%, 22 55
GiileF i X (P<0.05), Horp gLl A7 34 A fl 6 4~ A
HBV-DNA & i B Bk T X R4, 2 R A G il X
(P<0.05), lLZ% 6,

*R6 WHEEBITHTE HBV-DNA & 2L (x10° copy/mL, x+s)

20 51 1% TRYTHI RT3 H HIT 61 H
PS4 53 7.43+1.20 5.2241.11° 3.10+1.03*
papilskil 47 7.50+1.18 6.16+1.14° 4.84+1.06"
i -0.293 -4.173 -8.317
PIE >0.05 <0.05 <0.05
T SIRITHT R, P<0.05 5 5IAYT 34 H Hig,'P<0.05,

RIS 1 B

18 Mk 2 P 3 R S A R U BBl P Al 2 S T A 1)
L, R0 M P R g S B B Ak JHE e T4
9 S5 LA JHIE AN 25 8 1 L K B O
WS BT PR TS BT E A L 4H . 25 T U
PG T X R IS A 25 o HEF4eAb 218 v R
RIGTE KL W B, 5 O 5 i 4 i fe
- 614 -

PEPEAR 0 S DA DG o 0 908 2% ok 3 7 2 Ak AT
B AR i

PR E RIS ORI RGN E TP 2, H AT
IRV (B UR 259 T IR F s T, B
BRSSO, B T (FR) 2641
WEELY, LIRS FER N =i, 5 =
R T 00 A I IR AZ AT 52 4, S 5 75 DNA [ A2 71, A
T A A5 K BTG RE RO Y o 2 S B T P 32 21 30 i
Jii PP 7 A R0 9 P Sy R Vs B Lk 17 1 — 26
Tk,

B 25 X2 2 B R I RIFSE AR WIER A, AT 1328
TN B Al TR IR T AN BB 56 4 BHL W ANt 4% T )k
SRR VAT ROCR I R BEAR S AR A0 15 AL
SEFET YAl A Atk e () LAY T ALY LR A0 A
A R R AR L DA A i AL, DU T 4
I 1) B T T 1 [T B, B 3 75 o R AR R 15
TR AL A I TE DU SR YT AR -
BT AR YT A BT 08 M 2 BT 5% 1
HERE",

T AE X 2 B B S AL 11 02 g 25 1 AF
FEE MNP, BIFSE & BT 4 A S 10 0 3 S 0 A
BRI BRI AR TP R IR O R
WARFYE CD4 T4 .CDS' T4l  Thig ke H
PUR R R NRE S, B R E TS . S T4
i B3 S W AT IE AKX R B TS A 7. B R
FIYTG CD™ T 20, 358 55 b EL A A S 1, foff R 11 B2
RGN PR R

H RS U B M I R 8 T 7B i
) SRR S AR AL A S I B 4% < 5 [ . TR
M LARRIR B AR TR 45 R IR, Bk
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L NPT SATN RO - LN NI N = I
LS I R E AR AR ER ., L
HhBE GV I BRSSO 2. FEARLIR TS
R EEE J B2, B 24 R A RSS2 Ak, bk
RAT Y UTE MRS FE AL ANE 5 =L 76 AR 3
FEIR S AR A, SN2 R 3 kb
f M2 IR, BRI 4 A U R [ EEOT AR R
I BrEAR 3% s s, BRI RGEHE ™, 12
A X8 2 BT 5 BT 2T 4k Ak 5400 6 AL 3 s
MRS A i AR R H AR R

AWEFT K B, B 1A YT I ) GE K B4 R 3 T A7
Aefb T b BE AR AR 43 F HBV-DNA B I 23 | X
— SRR PIRIRTT I S XA RO £ 4e Ak
6, B AVRPS BE 280, F T e AR Y R 3 RE R
X T 5 B RN B A AR AR L FRR A
M AU DS EA . R YA
RN ol O S A ST S S
MU S D RE M 25 BAE L, R BIRR AR A

AHEFE R R B MR o 27 s IO B R
KFHIBIFHEIBIT 3 A M6 4~ H HA LN, C-IV . PC-
Il . ALT .AST . TBIL 4545 W1 AR T (R M Bt e S
IR RIRT & o X —S5 3R, B R4 21E
P ORI R GYT A A B T IE G2 I 4F 4L E R
MR B E T RE . BB R BT R0 3 4
T, il R ) AT AR — 2844 . Fibroscan it
B A S A8 SR FEAVR AR i 35 2 A 4 20 2 P 7 A B
B et B — S P 3 AT 0 A NI 7, R S 46
REAS L SR AN A ZI A= W) L 2L 75 [T A5 5, i
FHOCBILTHAA R BT DI AAL 46 T v i 8RS L 7
A AB ] T 5380 B U1z A5 46 3R, 1 TSR AR AR A 2H 21
P AR T o R AR R A 7 I R ARSI A ] B B i
T A S0 3 P AR 2, R T i 1S A %) SR 4 A b Bt
TERERE . ARSI B G THT B R E K, 4 R LSM
A B AT, He AR AR 7 34 A 6 4~ H LSM B
RFXTRA . XS5 R UESE SR M R e, 2 B H
O R A B R FIG 72 1 O B R IF£F 44k v]
TGl R AR

25 FRIR M o S 7 EE O G R R
BITIEME CRIRTF R LT 4EAk , BEAT 808 AT £F 4L A
JELh g AR, PO HBV-DNA K8 & il . 7645 i
PR AR R B 24 5 | AR 25960718 £ RUTF R TFET 4
18, ISRAR IR A HIR IRCR .

& % X ok

(1] ISz, oL, Eur, 2. PR £ iR RhDK R E R G IRYT S BT
SERH LA TR 96 JH 1A ZCHE RN 22 Ak (0], AT Ak 4
&, 2014, 34(7): 467-472.

[2] AL KT IR AT 250 Z TIN5 S I 1L-37
KV B R W T RO D] TR T AR AR 25 W 2% A, 2017, 37(2):
139-141, 145.

[3] TPHREFL 2y, THREEA RGN o o5 Mtk S B 4¢
Biva e [J]. AR 28, 2011, 19(1): 13-24.

[4] BRSPS o 2. IR AR QA2 T K7 ARG SR, 2003
ffr, 2007, 4(4): 265-266.

[51 MR, 35 2 U8 I 5 6 7 18 1 & B HF 98 M 8 4 A i DR 3453 B
[D]. SBEATE: BiRERR, 2015.

[6] W)y, S, £ R4 95 o I bR 0 (A D SR AR 2 (0],
AR PR AL, 2015, 38(3): 145-147.

[7) T HORH, B2ER. 2R F SO 0 B SR R BETE ). 1 s
SR 24, 2014, 23(10): 1191-1194.

[8] 5, TAF, BRAEK, 45, LT E1 A BEC RIS MLTFAA P27
FEI). PARTRA TR E 2R, 2016, 37(5): 658-662.

[9]1 Hatkin JS, Osborn MK, Localio AR, et al. Incidence and risk factors
for incomplete HBV DNA suppression in HIV/HBV-co-infected pa-
tients initiating tenofovir-based therapy [J]. J Viral Hepat, 2014, 21
(4): 288-296.

[10] 3B, 4 3CA, 455, 4. HBV-DNA K55 Z R 58 3 2 R0 Y
AHSEHET]. AR 2E 2R, 2015, 5(10): 2749-2750.

(1] 50, X%, Wk 45, ZFYJIF 5 K 1L HBsAg /K -5 HBV DNA
LTSI REAE PRI C R )] KB BR 2= S IR, 2017, 14(5): 697-699.

[12] Peng J, Shi S, Yang Z, et al. Short noncoding DNA fragments im-
prove the immune potency of electroporation-mediated HBV DNA
vaccination [J]. Gene Ther, 2014, 21(7): 703-708.

[13] H i, S, PRz, &5, ¥ MR UL IRIG Y A ST 2
FUREIG RIFZE? (1] JEBHEE, 2016, 31(10): 1403-1406.

[14] HBEL. T BIRFE BRI 2 B 58 T BUEIRAFTEL]. A AR
2R, 2014, 8(17): 205-206.

[15] SR AR, X RN, SRHGH, S5, BRI AR 58 Xof 18 1 P 28 J 2% 1 35 4
JE PR T RILT YEAL TR BR AR [T]. Hh ARSI R RIS 24 (L 1
Jii), 2014, 8(1): 39-43.

(Ui H 11:2017-06-26)

- 615 -



