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[ Abstract] Objective: This paper aims to investigate and evaluate the staged efficacy and safety of the representative empirical

prescription of the “Zhu Ke Jiao” theory, Qijia Rougan prescription, combined with entecavir in the treatment of hepatic fibrosis in chronic
hepatitis B. Methods: A multicenter randomized controlled clinical study was conducted, and 101 patients diagnosed with chronic
hepatitis B-related hepatic fibrosis (CHB-HF ) who met the diagnosis and inclusion criteria were randomly assigned to an observation
group (Qijia Rougan prescription + entecavir) and a control group (entecavir). The treatment duration was 24 weeks. Liver stiffness
measurement (LSM ), fibrosis-4 index (FIB-4), portal vein diameter, hepatitis B serology, biochemical indicators, hepatic fibrosis
markers in serum [ hyaluronic acid (HA ), laminin (LN), procollagen Il peptide (PIIP), and type IV collagen (IV-C) |, and traditional
Chinese medicine syndrome scores were used as efficacy evaluation indicators. Efficacy assessments and explorations of different staged
subgroups of Qijia Rougan prescription were conducted according to LSM values based on the Metavir pathological staging standard.
Results: A total of 98 cases were included for statistical analysis, with 49 cases in the observation group and 49 in the control group.
The general data of the patients in both groups were comparable. Compared with the same group before treatment, the observation group
showed a significant reduction in LSM and FIB-4 (P<0.01), as well as notable improvements in LN, IV-C, and various TCM syndrome
scores (P<0.05, P<0.01). When compared to the control group after treatment, the observation group demonstrated significant
improvements in LSM, FIB-4, and various TCM syndrome score indicators ( P<0.05, P<0.01), indicating that the observation group
performed better than the control group. Subgroup analysis of the regression of hepatic fibrosis stages showed that compared to the same
group before treatment, the observation group had better improvement in regression of stages F2 and F3 (P<0.05). When compared to
the control group after treatment, the observation group exhibited superior improvement in regression of stage F3 (P<0.05). No adverse
events occurred in either group during the treatment period. Conclusion: Compared with entecavir alone, the combination of Qijia Rougan
prescription and entecavir significantly improves the degree of hepatic fibrosis and clinical TCM symptoms in patients. The optimal
intervention period is primarily during stage F3, which is a potential “interception” point of the “Zhu Ke Jiao” theory.

[Keywords] Qijia Rougan prescription; entecavir; chronic hepatitis B-related hepatic fibrosis (CHB-HF) ; multicenter

randomized controlled study; staged efficacy
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24 ) 82.99+35.6426.13+13.9965.42+23.40"35.25+13.31"
YTHRZH 46 0JF 94.69+46.6728.54+20.6174.93£26.84 39.69+14.03
24 JH191.56£42.1127.42£19.0667.76£26.57 38.03+13.21

TE WAL 3k 44 2 JK 58 BT £ BT 9% AL 1 T 4 4 Ak Y it
RGN, 55 A 3 43 S8 T AU IR e BEAT KR 2 44 FE 2 O e U kAT
Kl s % HE 2 v, 3 46 % (3% S8 00T LT T 27 4R AL BRI, 55 3 44 A8
PRI R e o R AT 4G

2.1.3  PHZH R EIRIT IS [T DK N AR AR G AR AR L
BOSARMGITRT R, T 24 e A BT
FK N AR K3 22 S o g it . 5 X IR R
ISP A A M 2 e i giit s L. k4,

x4 WMABFRTEEEREANBRLE(PPSE) [ M(P,,P,)]

Table 4 Comparison of portal vein diameter between two groups

of patients before and after treatment(PPS set)[ M(P,,P,.) ]

21 51 1511 %% 8] I T# Bk 72 /em

pUE Sl 38 0 4 1.1(1.0,1.2)
24 & 1.1(1.0,1.2)

pOpiEE] 40 0 1.2(1.1,1.29)
24 7 1.2(1.1,1.3)

TE G2 v, 3k 38 44 SR E SE R T TR Bk AR A I g 55 A
11 2% 8 3 PR RO 2 o AT A0 5 %o B 2 v, 3k 40 4% S 58 0 T 1]
JOk AL RSN 10T 275 B O 44 A8 5 DRI A e e AT A
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2.1.4  WHZERHE P EIEE S LA SRR
H R, 190 24 JA S, VLSS 20 R0 34 e Foh of 9 e £ g
B R Z ) M S AR e I K AR
S E BRAR (P<0.01) , 117 X BB 20 36 7 i Ji 1fd 2 B 5 12

x5 BIFAIEPREIERTD KT (PPSE) (i+s,n=49)

AR R RN IS IE K AR 43 B e B I (P<0.05, P<0.01),
RIERB A2 S Rt ¥E L. 5 RA%
7 5 LB B AL IR U7 i A I R IR A T 43 3 2
Mk (P<0.01). W35,

Table 5 Changes in traditional Chinese medicine symptom scores before and after treatment( PPS Set) (X£s,1n=49) vax
4 51 i i) i Joh a9 T €23 0 I BRZN ol B £ AR 12 ) I K
W5 4 0J4 2.29+0.96 2.55+0.50 2.45+0.50 2.59+0.50 2.41+0.50 2.5240.51
24 J4 1.32+0.88%% 1.43+1.07Y 1.66£1.10>% 0.77£0.71%¥ 0.84+0.89>* 1.41£1.06>
X e 21 0J4 2.12+0.88 2.51+0.51 2.31+0.47 2.39+0.49 2.45+0.50 2.75+0.44
24 A 1.91£0.96 2.09+0.91" 2.48+0.79 2.36+0.69 1.45+1.07% 2.41+0.84"

2.2 KT LSM 5 Metavir 2 ] A 56 1 0 1€ B 2 AT
75 B A B R B30 07 IF 45 44k 59 43 W7 RO 35
KON AR TE A AT I 28 35 B2 24 A, 45
A R & LSM B 3E47 73 Wi PP Al . or BAbR S %
B B& F} AEPULSM M Metavir & 4, >F2 8 I F
(Significant) AT £F 4k 1k , >F3 kB 1 (Advanced) AT
21 44k . 2K F Lupsor Platon 23115 (3 6) #4711
LA AT, ) 0 A0 A R A T A AT IR R
I3 .

&6 Metavir 73 #1 LSM F il
Table 6 LSM prediction table corresponding to Metavir staging

®7 WASHEITE LSM AR L&
Table 7 Comparison of LSM values after treatment in different

subgroup stages

A oram i Ceonte
ML Metavir F1 9 6.93+1.14 7.05+0.90
Metavir F2 10 8.39+0.37 6.78+1.13"
Metavir F3 19 9.52+0.63 7.80+2.09"
Metavir F4 11 13.96+3.62 12.7+5.59
Y4l Metavir F1 8 6.94+0.96 8.93+1.33
Metavir F2 16 8.53+0.32 9.55+1.83
Metavir F3 14 9.72+0.91 10.87+2.43
Metavir F4 11 15.59+2.90 14.85+4.14

Metavir 73] XFR AR LF4EAL KR OGLM AN LSM{H.
Metavir FO  JG£F 41k <5.3 kPa
Metavir F1  fiii Jig I 5.3~7.3 kPa
Metavir F2 AJ DLJEIRE ELSE At A £ 1 A 40 7.4~9.0 kPa
Metavir F3 21 4 fp SR IR H 15 DX 0 % 4% 9.1~13.2 kPa
Metavir F4  JFF i Ak 5 B 8 R >13.2 kPa

2.2.1 T LSM 5 Metavir 43 31 AH 5 14 (19 38 26 43 #r
R U] R4 SR AR R WS4 () F4 (F3 F2 F1 301431
W E R S BN 45.45% . 68.40% ., 60.00% .
11.10%, & % 3% 5% R 2L F4 F1 F3 390 3%, XF B 4H F4
F3.F2. F1 ] 43 109 300 % o0 3% 22 43 il ol 27.27%.
11.11%,12.50% K 0% ; LSM 45 48R , 5 A 4 [H] i)
TRITHT L8, WS4 F2  F3 351 LSM {i W] W P& A%, 2 &
HA G225 X (P<0.05) , % B 416 Y7 A Ji 22 5% 6
Gt m ., W,
2.2.2  JE T Logistic [0 5 43 B (4 W 20 R AR 1 55 B 5
& Bt Logistic 71159 A1 & F LSM A9 43391 3. 20
AR, M S K AR 5T 4 B (BMID) AH DG 43 B i 7
TE R BB B BEA T ULEE AR #5 T XF A 4 2 B i
FHBITRCR L (OR) 6.25,95% B {5 X [A]

(CI)2.35~16.60(P<0.01) . 5T LSM 45 5 #4753 1]
et e b Won L F2 WA B3 ) AR ok s T o I3, L
W F2 1) Y OR 10.50, 95%CI 1.50~73.67, P=
0.018;F3 ] # #& ) OR 13.00,95%CI12.19~77.27, P=
0.005. #& 1M, F1 AR F4 10 88 5 (936 7 10 5 o 36 22
SFIFRB BN G222 o 5 A R 5 A AE G v
BT R W], 30~40 & 1Y B BEAR TN S 1k R E AE VR YT
h R MRS BARRA 5% 25 (P<
0.05) . %55 J& 40~50 & #5 OR 4.71,95%CI 1.03~
21.65, P=0.046, 55 'k & ¥ Y OR 5.65,95%CI 1.94~
16.48,P=0.002. 7£-5 BMIM] Mo b 46 55 woR
HERFEIBIT AR I N B E , OR 18.89, 95%CI
2.07~171.96, P=0.009. W] UL, J& 7 (9 &8 vl fig 2 3
A R A L B ARRAE 5 AT A — 2B R
AN )RR AE S 4 22 18] (%) 97 280 22 S Pk o DL 5 i i B
JnA

23 ERVETFMN MRS AR E L e
G S/ i s 1 S T O B S N S
KA.
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3 itig T Y AL AR B 1Y 564 2 40 LSM R FIB-4 J7 It , 16 Y 5%

BT A b P B 5 A BE S RN N SRR L &
FW, o I 2 B I6 08 T I T 4T A Ak B T R
AR T2 5 7 16 9T T AT dE AR A A FH AL % R 52 4 e
B AFUIG PR FH IR 7292 . 6 O 4k o 2 A b 25 4
Pk ARSI 2 (R ) (AL L ]y AR
JHF R R B R UL L RS 1 T R R T I AT
HEbIT 5LH Y], HIGAR KRR ARIE . BRIE AR A
A BB R 359697 CHB-HF It PRAF 5% 31F B H: AT 27 4
PR 20 20 2 3 B 35K 52% , 3 o T IR K 4R v P £F
YEAL I 3 55 5 27.6% . R ARLT LB B R
FIRYT LT AL T 1R R AE S Fe3 W iR rh B 2
T R 2 124/211(58.8% ) vs 45/98(45.9%) (P<
0.05). BEAh, F N A Z R A SE ST ¥R L T I 2
T 3000 T 2T A Ak 1 FLA 7

ENTESTISERIS I 3 SN (Y P
Rral v B2 25 Wk va e, 1B S ThomS 28 LB £ R
FER T RGBS 5 ml R R 58 . B
SRR RN ET) SRR T B 4 i
2 N R AR ) Az G i) e (R 32 V3 (R38O 1
SR, v A0 K R B A B RR B AR =B e A,
ANTE A e 257, 2 J KRR Y g J 01 7 2 SRR e 1 4 A
R R S RN R o I K R R LIS e UA 1
AN S AR CHB-HF(“JE” F K BT ) 35 9%
JEWIE S 7 86, BN B TR 3E 45 Bk, DL BOE =8
JE, JC 1 FC AR A1 L A Z AR B i 4y, & A 9 R T
Pe o HBV“Z AR H UM FRE 5 G 2218 ) I ik “ & A%
JB2 11 i Bk A e B AS E EE R A . BB RTEN
R 25 004, HL8 A HBV-DNA 4 i 19 1
BL, 2 T 32 2 22 B A TEUR &0 2 AR BE 7 0 4
YT 0, 38 kA 0 R AR A A% b Y O AR
MLFTRE R AL TR R B RS o E AL L, o
PR YT LA g APk IF 3 4% S B AR Rk DL A A A
i il JIF 21 4 Ak I E TR 38 5 % A, 38 BB IT AR
BB R BRI, % O NWARE & T
5 AT (IR ) T = P Oh FE Ak i ok | v 25
JRF IR Z AT AR Z S, 5 85 H,
5 A A8 v L E R R A M #, ARk
{7 AR R B 4% 2 Ty I i AR A, Ak FE
A PIAT A I, T4 B M 5 25 A A IR
BUah Badmsg ., I RNE B k.4
Pia ) I B = I /N 1 N 1/ A e = R RS K )
JE 2GR IR 22 35 G I, O EAS A 5%
SUE Y 2T R I 5 AR E S, 7E Bl 1
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I RS~ N FR = gl T /i Rl 5 = oy S
P AR e bn b, R TG B R
e B AT HA MV -CKF 8T B BBk
Tl o % b BESER B GE A e IRl AR R Y
LA BB R HERE RS T
P FE A 4R 45 CHB-HF i o B2 31E 4 )y 11 7 50
LT 5 R X IR 4

TE I IZ IR B0 7 O 28 I R Y7 LA 1, iF—
oy BT AR Z R IR B IR YT 5 2800 43 W1 21 8] 7 2801
2E 5t BT LSM 23 T R0 2% S 1k 3 BT kR L F2
J91RN F3 01 B8 XHZ T P RS T BRI T AR
Jn Gk 2 M AE F3 W18 Pk 2 80 98 47 44k B 3 iy
PR M B E X WA RS ER LTI
W S5 5 AL TR AR v 1 2 405 M A R AN
A R AE F3 W AT AR 4 AL B B, £F i AL R E
JUEE L WA BRI W) K R 2 R R AR e E S
HOh 5 i ACHE  TR AR L U T L T Y
FAERTAL

SR, F3 335 a0 A W 2 WL B AR G 2R Wb
B R HE— A R R 2 S o SR Al 5 I R
S 2 0 T 41 4 AL )T 3000T BB 5 RRE RO
W T LA AR SR — RS A Al R G
B, ¥ K 22 38 % 22 B0 A R 45 (DL 3G R R B o b
B, WA B2 35T & B, Metavir F2 # 3] Metavir
F3 WA 5% A8 () 3 B2 v, o o) 1 45 Qg R Hh B R
PG AR 5 A R AE b
A A A REIR AGESE . 5 bR J7 %05 B35k
B AR AR AH 5 M 40 1t & B0 BMI XA 97 8508 19 52 1)
U 7 R A] B YR T T R4S TR R A,
X 5 5 2 g5 g v T T 5 A8 RE S N AR G Y F 98 AR —
oo SR, T AUAE B R B IT ROCR R B3 X AT
FE B WK 70 IE JHE 0 AN [R] B B, 28 B 06 97 SR g
SR AR R T 5 97 RIORE DG PR W 3 BRI
BRGS0 R T ROR B R AL X AT AR AR R
265 RS EUA G AN R A G, X R
TE AR R 0 5 v B 5 X S At 2 N 2 R R XA
7 RN T A S e, DA ASE Oy BB B R A PR AR R
UVE 3

KW RAATEE —E B R R, w2 hnih
U b DX 9 18] i 8 5 A0 A A7 A B Bl R BR, i AT
N FVRRE 55 97 R0 S E 43 BT AS AT 3 B A7 76 B —
Ti#s o BT REA B A BRI, o mT AR T 30— 2L y7 Ak 4
PR 2B AR, U LEFEEY KA,
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K HIE 3SR 55 43 i 22 PR 3R A8 it L 2 7K1 A AH DG 1
AR A I FE R SR Y 2H 20 BRAG: E 47 97 RO A L TR
K HEJE EAT BT R AR ZE G SR L bR 2S5
IR F 5 TC A2 Wi 5 ik HOR 8 T 22 5, AR
IR IT T FE i B AR o

25 b AR 9T i 2 rh s Bl AL G IR 5 I S B
HRIFTHKAE BT RBRPAEF RBIRITHE DR
ok R A 4 AR B ol AR Il R Hh B E
AR, IF 3 — 20 Hr B L T FUN DL F3 o L R
A BRI R R AL T - UE -3 B B ARG AR R
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