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T B BHZ MR FEA R EIAR
Bk BRY REF ATE RAA b
ok

FEpE UEE S AR s AT SRR 0 B A ZF IBsAg - HBeAg & HBV-DNA 5
MZBMEBAMFEES TR ERAEEN R BEEL — RO X S ZRBRHA
BARA 24 240 HREAMRARER 2 EE5BMNE o8 ERat28 5 #
Ma24 % 2A24EMBEEL T%all 5 HRaell 5 SRirss s 24 2
AR B E LT YT B8 AST:60.62+ 31.67IU/L bt 4529+ 25.41U/L> ALT
114.19+ 87.791U/L tk 72.52+ 67.83TU/L - total bilirubin : 1.03+ 0.34mg/d] it 0.93+ 0.31
mg/dl> Alkaline phosphophatase: 80.24+ 42.77 IU/L tt 75.86+ 41.32 IU/L » albumin/globulin
edd f1.53+ 0.28 ik 1.47+ 023 #8401 AST: 74.82+ 55.13 TU/L b 75.27+ 46.43 TU/L »
ALT : 108.91+ 68.19 TU/L tt 117.91+ 88.67 IU/L - total bilirubin : 1.05+ 0.36 mg/dl ks 0.98
+ 0.37mg/d] » Alkaline phosphophatase : 76.09+ 2924 IU/L tk 7236+ 25.60 IU/L » A/G it
A1 1.29% 034tk 1.34+ 026« ALT ¥ @K 8% 33% 8% ALT H 8| 2% > Thaiyn
M F BA F M R(p<0.05) » AST -~ total bilirubin ~ direct bilirubin ~ Alk-P ~ r-GT ~ albumin -
globulin CA/GHMA-ERAFEHBRER - —a% &6 ¢ HBV-DNA 82 » HBeAg 1248
K@ Bk 54 EE HBeAg #82 - Anti-HBe #815(24%) » #8840 & B % HBeAg
R Anu-Hbe 31514 (0%) o

A Biafoth R e LA A B A X5 % DNA 2 2.2.15 btk AT %
Foi AR AL AR A EREHBUN XA EREE A ERD T HE > MRF
i) B AN RmFF N BREERAESBORE T Tir4 B A £5 HF5HAFK
MLtalnd - BRBETFAAEE R ERGEE SX HEH midpdlesd oihik
50% o StAe B kit S0% o & SX BABEE M &R SX BIERS e BB 4 SX i
FRAosk B A Hh 5 DNA Hp#l4E A 590 & 36.5%, 32.5%,29.3% - H484pf SX #5%
BEAFWHRLEAL - BRMELERNRERINR LS REEFH -

IA ook vg AT AU SREN A Anti-HCV & HCV-RNA B5# - AST &
ALT A 2-10 R HE 212 C A X 85 TRa B H A Hook o i 408 45 &
—ROA I RMRE o RERA 24 ZH HBEAMRBEHEE 59 ﬁzﬁéﬁl‘s&ﬁ%
BB BESmE30% HBa%29% A& 24 LiaEd §%aE30 4 %ﬂ’%zﬂ
20 &G AT SO R R AR B R P e T E 84 AST 1 85.6 IU/L th 76.171U/ >
ALT : 132.1 TU/L £t 109.4 TU/L » total bilirubin : 0.97mg/d] tb 0.89mg/d] » Alk-P : 67.2TU/L

kb 67.73IU/L - A/G bt © 1.34 tb 1.31 - #7828 48 1 AST 85 TU/L & 75.6 TU/L > ALT @ 139.8
TU/L b 123.3 TU/L » total bilirabin © 1.04mg/dl kb 0.95mg/dl - Alk-P : 60.35U/L tt 59.4U/L -
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A/GEafE P 115 th 127 - 34K F 8 ta 2 ALT i diib% AT 132.1IU/L B % 109.41U/L »
- =) AST » ALT - total bilirubin ~ direct bilirubin ~ Alk-P ~ r-GT ~ Albumin ~ globulin ~
AG B A F AME B HCV-RNA B85 @ T84 3 2 (10%) #8411 (5%)-

FIR ey £ AT EF B @E - foshwm#E - BB R - R E Rk
B CHAT B/ EGRNERMGEE - A EFT A RIS W UAAT - & — 24~ C AT
Emag il zEy AEETHEBEERAARS  UAReBGEE S ORiEEH$
o CHFERFRAEALS  UERRAAR C AR LIRS LR WIS
B CRNEEFENBRETFT oM o St B L3 F > #BREBGEAOBHR
BEBFARBEROBIYURE > B CUNEREAMARNARBERNAGRE S &
ZH BB KA TR T o MR ok B AR C RN RSO R A
BH U TMAAREERXBRE S FERFHFZH AT ORBEFEGEARTES
HFERBFRIPF R EFABELE > RELFAEELR A ELALTA - £ EH -
W Aok~ WE R fok RO RE PRS2 ISR C AU ERENRE
JFiE 103 P 4 d BMRE AT R a5 408 B (TC50): F L SI=8 &8 K & 1/§ TC50
ZREE MABRRCAHFABEZ BT BABRENT T - S£F2HR AT
Vet E A RBHER A BT ERTALF I AEHE R LR EEES
R  mEEXORBFURRAETHAEL s FIAA—FEF - Rt et —
HET KT B ELH C UM RBERRUZIE B —F BRI T L R b 8 R
HipH CAEMERFA N2 B AAME -

MaeE R M B R X -BRANXAF -BHECHNEA -CRFERE 2215 mftk -
P WEH  HE ek WL kmE R



CCMP89-RD-102
Efficacy of Traditional Chinese Medicine
in Chronic Viral Hepatitis
Kao Shung Te

ABTRACT

52 patients with chronic hepatitis B were randomly assigned to receive cither 9 gm of
Xiao-Yao-Sann-Jia-Wei (XYSIW) or placebo daily for 24wks. 28 in the XYSIW group and 24
in the placebo group. The mean data of AST, ALT, total bilirubin and A/G ratio at
pretreatment and 24wks after treatment as follow: XYSIW group: AST: 60.621U/L vs
45.291U/L, ALT: 114.191U/L vs 72.52IU/L, total bilirubin: 1.03mg/dl vs 0.93mg/d}, A/G ratio:
1.53 vs 1.47, placebo group: AST: 74.821U/1 vs 75.271U/L, ALT: 1.08.91IU/L vs 117.91TU/L
total bilirubin: 1.05mg/dI vs 0.98mg/dl, A/G ratio: 1.29 vs 1.34. ALT is significantly decrease
at XYSIW group when compared with placebo group (p<0.05), There is no patient with

-

undectable serum HBV-DNA level at both group. XYSIW recipients were more likely to
undergo HBeAg seroconversion (23.8% vs 0%).

To evaluate the effect of Xiao-Yao-Sann and Xiao-Yao-Sann-Jia-Wei to hepatitis B virus.
We are interesting in inhibition of replication of hepatitis B virus DNA in a HBV-transfected
cell line (2.2.15). In this study, The 5X dilution concentration of Xigo-Yao-Sann-Jia-Wei,
Atractylodes macrocephala and Thlaspiarvensis L., which had about 30% inhibition of
hepatitis B virus DNA. The antiviral action of Xigo-Yao-Sann-Jia-Wei was reversible.

59 patients with chronic hepatitis C were randomly assigned to receive either 9 gm of
lia-Wei-Syh-Nih-Sann (JWSNS) or placebo daily for 24wks. 50 were included in the efficacy
analysis: 30 in the JWSNS group and 20 in the placebo group. The mean data of AST, ALT,
total bilirubin and A/G ratio as follow: JWSNS group: AST: 85.6 IU/L vs 76.171U/L, ALT:
132 1{U/L vs 109.4IU/L, total bilirubin: 0.97mg/dl vs 0.89mg/sl, A/G ratio: 1.34 vs 1.31.
placebo group: AST: 85TU/L vs 75.61U/L, ALT: 139.81U/4. vs 123.31U/L, total bilirebin:
1.04mg/dl vs 0.95mg/dl, A/G ratio: 1.15 vs 1.27. There is no significante difference at ALT
between JWSNS group and placebo group. At the end of treatment, the rates of the absence of
serum HCV-RNA were higher among the patients who had been treated with JWSNS for
24wks (3 of 30 patients, 10%) than among those who had received placebo (1 of 20 patients,
5%).

To understand the mechanism of herb extracts against hepatitis C virus (HCV), an in vitro
model 15 established in this project. The items of this works are: (1) establishment of an in

vitro model for HCV replication, (2) establishment of a system for qualification and
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quantification of HCV, and (3) study on the therapeutic effect of herb cxtracts on HCV
replication. The in vitro model cstablished in this project could be helpful for further studying

the viral biology and screening of herb compounds responsible for eradicating the HCV.

Keywords : Hepatitis B , hepatitis B virus, Jia-Wei-Syh-Nih-Saun, Xiao-Yao-Sann-Jia-Wei, '

hepatitis C hepatitis C virus, herbs, in vitro model
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FmERARENAS LERAGALE -RBEHLE ST £FEBALE G -
B EaetRE —8  MIGHARRFECESL T ARBGE N L > 835k 4940
AFLT o [RHATH ~ AFBIEAN B IR A BN AR ERLEMmERM AP B E2WE
BAUNERFLCHIFLRSE -

BARAATHRBOHT  2HETHB=ZELTEATEDB AN X%+ (hepatitis B
virus; HBV ) 98 M HHA R[] B AN XA HF R L5 a BRI E - A8
HBRAMXFREEY ARELKRR T &5 #8216 (cithosis) » # 5 818 5 MR 4
AR (primary hepatocellular carcinoma; PHC) 893 B A BRT 50 M4R] - % A0
YHEABRAR -AENE > BEF LT ARLNIE > OF AR - FF8 558
BERTEBMER AR - - GBEZFEARBAFESESL - bk AL
BIEMATZ 20 E 25 FHAB NI~ MEFETRL 28554 %z Ry
A ATRE{3] - MR AAMEIER G 6 HBsAg TR EF IR ERE FRET AL 223 42
PA L[4]oB RAT & A 69 B R T o A B A (vertically Yk T 8 % (horizontally) &
HAR2 FEARFAHBANEBFFEHE OB A LN L L A T8 K 95%
MERLEZBRAKARBRANAT BERBERERBANEZEPRE - HER
HRBUMNFRRERREGAY TF > MR W LER CA AR5 |8
BRI FRASERE  NREMERSESE LA BANERES HBHEA
TR EMEE -

REBETFEREY SRR AR ETIARLRER R mg BTk

BB £BE205 RERBHFEY SRNGEMLI HFOHBREDRKA
REFZEMNE B AN ERERR6-7] 2B P > T % -onterferon-o » IFN- Ot)
ERBRRETH  30-40% 2 G ABE A T F-00500 % BA/R £ 100 % %
fir » — 2= BEKEM 16 BTH4 Alanine Aminotransferase(ALT)H 48 iE % & B
RAF R e ATR - HBV-DNA $[2(8-9] - sk tsnsnd MBS A B RS TR 2
Mo EHEAMEL RHERE > LR TGS EH[10-11] - Lamivadine 2Z 4%
B R Rey oy 84 B WA X EFHRA —F Lamivudine 565574 + 16%2 &2
HbeAg #1% f HBV-DNA 3 &[12] » & BRFRH R 3R 545 B Lamivudine # 2 & BF 29 55
# Z 96%=2 B HBV-DNA 45 m%[13-14] 18 Lamivudine #9458E 2 — 2 1% BE 7% o 4K Bp
TR FHEREA S HREN[15-18] BB RIAZRE F ke b B bk
TEFAERPEENAZEL FE--RTHENTESE -5 BBELES
HEE  BEATEECSRARATORERAT R Z T BRATHMB LBR T2
—S X RREA -

REOXBRENATRHATBHAFBOLERRIERLA A ooyl T4 a0
&*%%ﬁ%%ﬁ%%éf&iAmﬁi%ﬁ%Mbﬁéﬁ #é G312 B AAT %
Y BT j:;j%iﬁi[zg -301 ﬁ:ﬁmﬁfﬁ%{i Fdn3t L2 AR 0 AR R AR RIS
T RARA > BREREENS “‘%%T&E’rxﬁ%*xﬁﬁﬁé’lﬁaﬁ?f M PR ER R AR
AT tm R H 4 ?f‘i’”"ﬁ"ﬁ * “—?rﬂﬁﬁﬁé’ﬁmﬁfﬁﬁﬂ‘l WAMBR - 5 - k- B XH
FAEILRAARENAR » BEXF B A B B ey 2h2L - SRR 4 & - AST

w}
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Fo ALT > W ale XA REAEA31-32] - BE X T BRABBH - A5 - bR £ =143
ERHERE AP XUBRAER - £FHBHRF RSB L Bin ABERE RStz %
BAE > Ao B S R HEBY - 9 REAHEN AT E > T4 H
RAFOGEATE > B ERFEASE R LANE - FEHELBWEHE][33-34]): &
B EBFEARBHETE X5 B amiRt REF «aBE4EAB4 > B ALT
Flof Bl ik £ Ak - RA @B LB A6 BRI FIpH ~ F B AR
e R¥pH| HBV-DNA 2 4ER - O R AI4BRREBLRAELE > FEAE0DE
YR > T Y F) R A A IS BT K {35-38] ¢ ABE AR IS M k HR M B
RUBF K 2 B o |

R RENGER BRARXR-ETRABRRBHLLABRETRE > FRFEH
U L2 FREF RS H TR F0BM 2% RHERIT R 204/% B AT R LR R
TR - Sells AL 1987 £ MM PES cloned B A X% HF DNA @3
(transfected)®] HepG, émBikk (hepatoblastoma cell line) ¥ > T @& H X €49 HBsAg
HBeAg R ER AN RERFHE - EBANXAEARAY  HHABEFEDNAF R
Hr e Ay~ Bk (relaxed circular) ~ BERME ~ Ao fkBa - ~ 5%
ALY BAFEHRFDNAKREE R - A5 AT FRAMESEEY  mdmas
#& (morphology ) = &.2] 22nm 3k#k (spherical) R # % (filamentous) &4 HBsAg %
HFEf 0 B A FAM 42nm Dane particles » Bl pbiB b fEtmtk R ¢ M E R B HE B
AT %% % DNA LR a9+ B 24 » :B 44 Dane-like particles &4 & # - it B RAF
K5 ARS8 HepG BRI M B A BT B B 2215 tmfibdh > TEEA R
B AMEGEFRENAY BRSO TRZHK[39-40] - 2.2.15 ik e
PR Ak FE A B A e B AAT £ % #5489 nucleoside analogues 3585 ;> Price %
A5 1989 4530, 2’-deoxyguanosine &) carbocyclic analogue % #3742 P87 B A 3 75
EpEAY  HALASERMIHEE S 200 EHFEREF B FMN]41] - 1990 £
Matthes % A 4% % 4514 &) pyrimidine nucleosides & A f& 2.2.15 celi line’ ] B #] FAddThd ~
ddeThd » FddMeCyt » 4a F} ClddMeCyt~ AddMeCyt B4 & F £ 2 radim S W e & 4
JERRE e d] B AR X% H42] - &£ 1991 % > Doong, S.-L.& AR — % 7
2°,3’-dideoxy-3’-thiapyrimidine nucleosides * H B2 E E ¢ EdpipH i NG &
DNA » Jeaidphl B2 A% B AT X% 5 DNA 6944 [43] - B B4 B BAF & 5%
FAR U O REE AR £BIMNEE T AR IS MiEting A s il
HRENERLEE BN ETAS DNA A E L PIEARERR G B HE -

MEE TR BB TR T RHRATEBE A AL ERAS BN LB E8E
MIMEX AR ZE ZRH B HN TR TR(44-47] - B ARCEBERE & oh ik stk
# basal membrane > sz % E A A Mmin - ik C@B il A AE AN S —8 A
AR EERLT » TURBERSTE RETE IR ERRAE O LK fmipihiz
TR R A  MEREBARBEFAOEBELARBUNEREMRE - B
22,15 mp M AR EA KSR EA T REEYN - AB MR R E AR & AT H AT
Fta Bk B A EAFDNABEEBY, EREH®HRFEILTHR:— % intact cell £
REFHHAE EmAGEER - Aok B ERAR L LR D, B M BABLLE R M R ke f B
Boe =~ 2B ARFIREEEN ~ ok B R R &R 5 AR B A BN
RZFFLSE > Z R Ee8 DNA fr RNA EH A 262 16 B AN LS
DNARTEZEE - w -~ ol 12 XRBHB LA EBE Lm0 6-12 K BN 4L N8
HERZABFLSE - UEE MR TE PEFERTFTABERAKES B
BB RIAT Rom e R - B —F UL E R ART RBTRA $98 5 3% 1k 7% F a0l

-
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HT f B o8 FELOE A6 5 B 3B © (R AR AL B 1F AL Ut B o & B sk R4k 3, B W
FE A B A MER K LG EAT K o9 ey

EHERE C UNEBREOAATAS 2-4% »C B ERER LW EEHE
50~-80% G H#RERANE @ CRUFEBELE 20% SRS ATRL - » 4 m
BATLHRECANIAAFTOARDAE—ELTEA > HEABNBTERENAZE
HTEBEN OBREAR RSB FARGmE B CANLHE8EBRE L
BN BAA —FEATHRRDE L AM8] - X4 90% 49 C HAT % B4 85435
BmEehiek  mMABRABESHN > FURORSEERHMAE 0 Bk CHMEOER
BIZMAT A ~ AR ROER - F 5 HBleR CUNE R ENTEIEH 4 AL
FHER - THRF-aBLEBRLABYBRRATER R GHIBME C RN Sy &
RENEANERE ABEFOFRELTHZET > 2R 20-25% AR EM9] AL
FRFOBAET + BEANSBALE 30~70% e85 8 %2> AXEA%K 0 RF 10-15%
g ER BB FFRE o RR[S0) ) BFHEF-a2b W @EABE S - K38 S
RBTTRFHATTURARARAL CENEBF LT e BH LAk  BaRB
BN PIEIERMILESN &L THIRENBEEHENRE -BA LA TN
IR ERE > TR BHEHEHE—EAAA TR ES BT HELHLHER -
ribavirin ~ ursodeoxycholic acid » N-acetyl cysteine ~ #8 BB B 3R EI B34 S ) » L o
ribavirin AR A AR 0 44 Ribavirin 485458 C WHF X BH BT84
R BRI 3 RAE I 50% RAFRRTEMREIS] - KM A0k k88 B4 8 4
% A8 & 69 B E -Ribavirin & % % sis adt B do o M48 4308 8 8 o 48 4% #L &b ribavirin
L RHRAA S FAS2) BWEE R C BN ARSREVITHrAnREE 2 AR
AR ERNBENBRAIBREER TR ARNRENEE - 28E C UL
IR S 1b BWAEE -HRLFY C B ERE RNA 355 ABAHART
By — AR FAZ -

RES AR 48Ty » 180 C AR X /2 0 B AIAF X = 330 ek R R 3R 2 5 1575 R X 38
Bl BFRER  HMEABRZ s EHH - TRSGBRBM CHMNE 2 R 55
- 0 TR A RRIEAEEE RV O v s R AT R S 1 e 2
AST ~ ALT » iV tmBOIR T - BE sk sl > BSAy B R + O #3 Rk ~ PI890% B B Kupffer a
RSk IR R > P m T A A b A E N BRBACYEE  TTHER
AL % (superoxide dimutase ~ catalase ~ glutathione peroxidase)z % £, %2 BF s i 18 AL
FW(S3-54) s mB B P2 RAFSE TR EHER > RSB E 28 R bk » o
WEAHAEN AT E G S W IR > BIFRESERESE L - X
RFBEI RIS 38 A 00 A - Bk ATARALe 384 » [ WIT £ P RW BN - 205
RAZBMERBERE B LA AR » BIRME C AN 5 B3 AT S
ZHEHBEEBANEG RECENF AR EMaTF A RARE  fodi i
ERWNERERBBER LR RE A 5E B B ¥ e K ook w8
REANRTE  Rass  HXH 81 BH  ARAEFIHER > 4 B AT S4B
(HBsAg)fe & £ d] R ER > KA - MB L FRENTE L5 Wi e fige
TR AT e S oA B A& > K ALT 24E R - & £ ¥ 442 DNA 2% » dos 5
AR B REFLTFRETOES > BEMBEEN L 20005 LT
BB AT A IR 0 R R A A RO S E B 0 o b K 8 15 4 Ao BT e L 04 B A o
RER AR AT R ok w i S CRIATF E S5 2 BBk -

S LatshEl 0 £ BB R4 % (National Institute of Health) # 1999 4 A A
£ B& ¥ 3 8 F Complementary and Alternative Medicine in Chronic Liver Disease 3
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TR BT HRERAB R EHA SN AN AL ARG ERBYNEE > AR
KFAZ S FAEDPBR BB RESBTAY CAFT LRS00 ELE - C AT
RBELZEMENAGIE - RFERBAHA R FARBEMR D TR A ESE
B EHRREQEMERBFENR LGB REY > MERLER » AEHR
BAths —BTHAFAMMNEAN IR - DB AL AR REE L TH
C AMXAFHEAHmphL  BETHEH A00EE-C M EnETUAED
Ui PAY - Bl 832 AR BIRIR WX IF a0 B 4o B0 5 fa f g ~
BRAB G mbafitk - 2MASHELGBRENELERBE > RAEKLEER INB
B BEADB R FHGE LS BARFR LM EEE AWM G MR
Je o BubA| At HALBACUNREREER M ERAHEY - G52 Brtitas
o tmfnig BAECMME > BRBDEMBEELHERARER > BAEMSF X T
HEFEMRRFrEEREARSFAMNFHN AR BEwEES 4B S RS
BRERFE -BRE - RAMFEELNTHIRFNERE - AR CHUF X E S RAPE
R AAUSRRAER - BN Res 20X > B CAN SR EM I mi &
BRCAUMEREARREENW  E—F ARl P wiE s -~ ok mE S AL
AR RNSFR C RN SR EGAL - |



HE AR TN B R E RN
— $%_Z_gfpig
ATERERLEMRBRTABHNPILHEE 2 4B BN EL Smbk
Yo if ey JE SR o b b A F B AR F) M R Han Al -
(—INEAZE
1. Alanine aminotransferase(ALT) /% E §4E 1.3 458 10 4£R] -
foF HBsAg - HBeAg M ZE/ 6 @A LA E
3. foi HBVDNA £EAF E BB -
4. FdbAE 16 R E 65 M -
SERE - B AZHEY .
(Z)H@mgd
LKﬁA%%%Fﬁﬁki 2 B
CERERAMCCH-DAERAFE -
CBERTEFT R R R -
AP EEAL o
AERRIA -
B WA -
- RAL R -
AR e
10. 240 B B 3 mATBRE 5 4 -
o RERASLE M IE R
Kn > AV EANE  MBETsm 252485 BB L4
B 24 4% TR 24 EHHBES  FRA21 5 P28 B 44 4745 ¥R
Mmllg 325Kk B648 454>
Thetl  HARAEEH AR BLGEEN I 4 5 3 XA (Tid » PC) -
Higam HaBRARE#HIE 4 3 RMA(Tid - PO) -
BB rRE A4 2o

\oco;qmm-mum

ZERERE:
L%m%k%ﬁ&%%%ﬁ&%4g%ﬁﬁAMHME\mmmpAMPmﬁTq@
86k

2. B AT R4S A4 12524 £ 870 HBsAg ~ Anti-HBs ~ HBeAg - Anti-HBe
& HBV-DNA B -

3. HAMIERATRIMIG % 24 ZMA— ST AR T RIS -

4, BT o a4k B 4% Al TBA-80FR 4 4L & By 47 4% o

5. HBsAg ~ Anti-HBs ~ HBeAg B Anti-HBe K38 R ABBOTT 43 2 MEIA Kit &2
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ABBOTT AXYSM 2 4 B 885 & %% 40 #7481 E o
6. #3 HBV-DNA 4 B HBV-DNAKkit » X9 #F k40T -

HBV % ¥ 3 Roche 48] 4y Amplicor PCRHBV 5 F & B K it i7 M40 F * B
FERARFT IR E P iEFHE - A biotin BRI TELPCREAZE  BEEHHK
& 4 ARk streptavidin ey B A+ > B 0A B MRS B MRS 5 B AT S
(hybridization)#£ /i » & 2 &2 1A 405nm R R T e BUBF E MRS R R4S B i
SREMAETHBERE  AFRERGFOEHZERTRILHE  RFRBEREY
MEEF O TRED RUBBEEO PRFEMAES TRE  $425 copy number/ml «

™~ W E N ek A R e s By
1. i & B ook 2 A A% ELAF) ¢
R4 FE4A4 WahH 4 a4 FHF4 FBEF2 BAeEA4
$HE2 EH4 BEELI FE3 SFR2
2. HATHBELMRBRTELHELTFERR  EEEHE GMP 0¥ ks
#”ﬂ e
(D EH A EE M Ak 2z R AR

& 48 © Bupleurum chinese Dc,

% 5 © Angelica sinensis DIELS.

@ 4  Paeonia lactiilora PALL.

G il © Atractylodes macrocephala KODZ.
£ Poria cocos Wolf.

¥ 47 © Mentha haplocalyx BRIG.

A B Zingiber officinale ROSC.

3 Glycyrrhiza uraleusis FISCH.

Y

Fo#t © Polygonum cuspidatum S.
BB H 0 Patrinia villosa JUss.
F+ 4 Salvia mittiorrhiza BGE.
@ F M 1 Imperata cylindrica C. E. HUBB.
(D)% 4%
AT E R R E M AR R AR EEA 60 548 MURE 140 B HmiE
o BE-EBUR O REBEBANBEKENA S0 24> Bk 140 B EHEBE -
BRERE SRERBRSRERT > BRBVORD)RA > BRY ARG R
B BAAEAR
1. Primary endpoint:
(1) AFsh s5 AST, ALT, total bilirubin, direct bilirubin %2 % -
(2) f27% HBV-DNA #£52 » HbeAg #2% -
2. Secondary endpoint:
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A 3 anti-Hbe 3% 7% o
N HET R
2& T-test & multiple linear regression JE#E3 — A B A B A £ B4 05 AST-
AL'T ~ Total bilirubin ~ direct bilirubin ~ Alkaphosphate ~ y-GT 22 HBsAg ~ Anti-HBs -
HBcAg - Anti-HBe ~ HBV-DNA 2 #1t, -

WE YR E R kYN BRI 5 i3 PR 2B IMR R

— ~ BB

I EF BT ek RAE S RFHE - MaN BEBHEENAS > HiEH A
kAP A B R AL HBRwmkE - L EEEEAZT(GMP #EaE
#)» 3 24 DMSO (dimethylsutfoxide) k7R B8 B # % -

= EEirdia
dtmpp it d R P e 50 gM 2,3-didoxycytidine (ddC) T % v 4 HBV a98EX & 4%
positive control; negative control A& H Ik P o iy -

=~ ik (cell lines)

2215 mpadk - M EABEREREEHRY

A B A EARFARS (HBV genome)t) G ##k i HepG, 4mfh (AZANFAE tm fl
# ° Human hepatoblastoma cell line) » &% G418 selection » B A& st HBsAg
particle » nucleocapsid #w virion #y#mBaik (Sellsetal., 1987; Sells et al., 1988) -

W 7% (plasmid pAM&) (Hoyer, W. H., 1981)

# Lscherichia coli strain HB101 7 & f 4 HBV 2 &1L K@ (full-length genome)sy &
#8 Pam6- 4 BamHl 11 &4 B R & 45484t (probe)sy ik DNA (American Type Culture
Collect) »

o~ BBy FRME (Cytotoxicity) -

A b i 35 A1 10% FBS (fetal bovin serum)ég MEM &% & > feinbe i A B
1X10% Sml »4£ 448 2] 250m” flask #5318 16~18 NEF# » e A A FER . (0.78-12.5uM)
By 0 A FRERGIER (136912 &) » BUH X trypsin B 3% g%, B — 4a
FafBiF R o sieg E (0.4% trypan blue) iR 5E F tm F iR B e &, > 8 4 S 3R E S04 5 200X
PR T E R Ao - B BN Ao AL E - BRLBIR
% (trypan blue exclusion) i % fm i 49 7575 » £ @Bk €38 trypan blue = # 2 1
FHRTEGINE WAl typanblue AR B EES -

Bl E G IR A e R B - B 4Rt A ] 40 de B B B (%)

%~ tmied 58 DNA 21
(43)(modified from Blin and Stafford, 1976)
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)

Mg 12 R4EW 2215 tapft > B rypsin F R AR B —tmpa 5% o 1X
PBS i esmbn > TR B 10005 48> ER k2t BEBRLER B
sa . Resuspnsion buffer Iml (10mM Tris-HCI, pH7.5/ 5SmM EDTA/ 150mM NaCl/
1%SDS) » T8l i 4K fo A proteinase K E 4R & 100pg/ m) > F# S5C X
SBIEE - QTR H 25 £ eppendorff s 3 Ae A% & 424k 64 phenol/ chloroform (1:1) (vol/
vol) » 4834 535 .45 > &5 10000 g » 5 45048 > 55 B #6 LiE %4 £ 4 eppendorff ¢ >
TR RS WAL ROEENY » M 10000 g0 10 S8 o A BREFRLE
eppendorff ¥ - 4 A 0.8% agarose gel/ 0.5X TAE system #3 & 5k 48 DNA » 4 EtBr #
&k - g RiAmRE -

N BmERBEER  (43)

M e B KR B R 12 R ERWECE T B0 20000 10 4548 0 F
F kA B MBS E P o fu polyethylene glycol (PEG) (Mr,6000) & 58 B 10% (wt/ vol) -
Z4°C > 9 RIERE > Bl E eppendorff » 4880 10000 g 10 548 > £% F 3R
BT R BESR LFR - w 1% KM TNE (10mM Tris-HCLpH7.5/ 100mM NaCl/
ImM EDTA) % # %84 8% > Juw SDS 2 proteinase K B| 8 ik F 2 4R & 1%# 0.5mg/
ml » Kk B S5°CAGIRR o Bl eppendorff Av A% & 8% #% 49 phenol/ chloroform (1:1)
(vol/ vol)y» & |2V E #1% - 8.2 10000 g 5 448 > #4488 L 5848 £ ¥ eppendorff § »
R LSRR B REEM 100%EHBFE -70°C - 30 548 8 DNA - &t
10000 g 15 448 » £ 18 B4 3B 90 5 0 o DNA - 5 2L TEg buffer( 10mM Tris-HC, pH8.0/
lmM EDTA )& # DNA A 0.8% agarose gel/ 0.5X TAE (Tris-Acetate electrophoresis buffer,
pH= 8.5) (0.04M Tris/ 0.11% (vol/ vol} glacial acetic acid/ 0.002M EDTA)#, % 7k 5% DNA
# H Hybaid Vacu-Aid #% gel £ DNA #4 £ Hybond-N membrane ! {4 4& B 5 8%

( pre-treatment step ) :

} Depurination 0.25M HCI 2X15mins
y Denaturation 0.5M NaOH 2X20mins

1.5M NaCl 2X20mins
} Neutralisation 3.0M NaCl 2X20mins

0.5M Tris,pH7.0

+ ~ DNA # %4 8% (Vacuum transfer procedure ) :

frgel BFAAR Y R 2% HEMYE Vacu-Ald £ & » #% Vacu-Aid base unit $ Vacu-Aid
pump unit i £ - 4% 52 _E support cross lattice ~ porous screen ~ 3MM paper » membrane ~
rubber mat ~ agarose gel ~ Vacu-Aid top manifold » 34 2X SSC (0.15M NaCl/ 0.015M sodium
citrate dihydrate) % transter buffer 8% gel » 4£ 8 vacuum pressure 80cm » 60 4-4% » 3 DNA
#4885  Hybond-N membrane o
1.% # DNA &4t (DNA probe preparation ) :
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(1)# 44 pAM6/ HB101 & E. coli ¥:#&7 LB broth + X 4% # > 21 SDS-alkalinc lysis
method * (modified from Birmboim and Doly, 1979; Ish-Horowicz and Burke, 1981)
SDS-alkaline lysis method & 3 B plasmid DNA » & BamHI 47 ] plasmid pAM6 5§ ik
HE 4% o 4% W Geneclean kit B744 gel 49 HBV DNA - /£ Random primer labeling
system (redi prim ™ 1) & 4 5 4 41 -

(2)Geneclean kit -

& gel 1 FFrE DNA R £ gel> o 3 485 Nal stock solution > 4 55°Cxk
B E T AR SMA % DNA 48w GLASSMILK » R A & AR 42:8 Spl » 41%
FTEHES oM BRI 04LTHY SMERTHEGRE 2R85B 155
SRS - B S HESBREER ) LHERTHME RS+ so 10~50 58 4%
t4 ice-cold New Wash solution B + 80 S #» B LER > whEEHR L
B RAa8E LEw B ASAEMH% e elution solution » K& S5 CHEM 3~5 404% -
groo 30 0 WE LR E # eppendorff ¥ 0 BpAF B @l DNA « F —REL 80%
&) DNA » BT 8 —REW > HTHBR 10~20% > EFRZLEUDNA-

{(3)Random primer labeling system : (Feinberg et al., 1983)

% 3% template DNA (2.5-25ng) 24 TE buffer (10mM Tris-HCI, pH8.0/ 1mM EDTA)
FiE R AR 45ul 0 Aok 95°C > 3~5 048 0 MR denatured DNA EAVKE 5 4048 -
# template DNA B E FE & T RE & + ©.4-F 3% Buffered solution of dATP, dGTP,
dTTP » Exonuclease free Klenow enzyme » Random primers » % #h & Al a- *°P]
dCTP » 3454244 » 484k spin down > £ 37°CAE 4 /18y B> TRRERE
4 4% probe WA B 43 » ik > Bhon 02M EDTA (pHS.0) SO1 &b RIE » 4S5
Sephadex-G50 & spin column » 5 dy 8.5 1200 g > 3 4048 4% & K /& 44 mononucleotide
Fu & gk 47 4 polynucleotide 4-Ff » &5 T & &% polynucleotide ¥4 100°C » Au#h 3-5 448
H8 DNA 4 » BHRES 48 A -

# ~ Southern blotting : {Southern, 1975)

(DHybridization procedure :

% 4% nylon membrane A 6X SSC 7.4 7B 2 548 > B A hybridization pouch -
#u A prehybridization buffer (6X SSC/ 5X Denhardt’s reagent/ 0.5% SDS/ 1000g/ml
denature, fragmented salmon sperm DNA/ 50% formamide) - prehybridization buffer &
% #> nylon membrane & & s (0.2mV/ cm? ) HOBBEMNAYC RBEE D 1-2 8818
5138 4% % ) prehybridization buffer @ Av A hybridization buffer (6X SSC/ 0.5% SDS/
1000 g/ml denature, fragmented salmon sperm DNA/ 50% formamide) - 4 hybridization
buffer (0.2mlem®) F > Ja A f@Aath 95°C » 3-5 543 > MRS E X EIFES 548 0
4% 325 69 denatured probe » #7443 CREMBR °
(2)Stringency wash procedure :
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#io A washing solution (2X SSC/0.1% SDS) # £ BRI ER 15 548 €4 =
=k » 7 uA washing solution (0.2X SSC/ 0.1% SDS)# S0CH 2L Z & 15 548> T W R -
(3)Film exposure *

2% membrane 7K 418 B i® 3, » 2 A polypropylene sheet protector ¥ » 7R =] 4§ i#
SR LR B IEAE o RIE4F Y membrane 4 DNA A& 3) b » #JE R 248887 -70°C
AP REMGRZ > BpTR MBS - ¥45 autoradiographic bands 3 /% 2X scanning
densitometer R & & o #% A FUI imaging plate 2 LB R # FE 1 85/ L FUIIX
BAS 1000 phosphoimager #®$ imaging plate Bp 7T 7% %15 B 14 Macbas $084 % £+fv

STEER -

+ A e RNA &R

Wt B 3 B 38 4 25om’ flask F o B4 Ao A TRI, reagent 5 A% 4m i F3 55 20 &
#% 15 sec » 15-30°C R M 2-3 mins » & 4°C ¥ & 12,000Xg » 15min§ » 3T B R ik
& @, &4 phenol-chloroform & » & » R £ & aqueous £& - RNA &4 4R -

¥ aqueous phase #% £ #7 eppendotff ¥ » &4 1ml TRILy reagent P o 0.5ml
isopropyl alcohol * A4 54 15-30°CRE 10 mins « £ 4°C f &0 12,000Xg >

15mins> & 12 & 3Bl gel-like 89 RNA» # By b & 3% » B4 75% alcohol 3% 7 RNA »
MR E Rk & 4°C ¥ g 7500Xg Smins 8,22 RNA pellet: % #2# RNase-free
water ¥ » £ 55-60°C & f& 10 mins » 3 i 69 RNA 243 formaldehyde &4k B i
& #4384 £ Hybond-N membrane 4% Fi 32P-labeled HBV DNA probe 243 -

sk RS C AN AHELZHR

—~ B i
ATHBALRBRBRATRAHANISHES GRS CUNIES Ba
BAESAA mm Btk B PESRE DT LEY -
(—INnmgH
1.Alanine aminotransferase(ALT) /- # i % 4 2-10 4% 14 -
2.8 % Anti-HCV B -
3.4 % HCV-RNA Bil% -
4 8 16 8% 65 KB -
SHE RS RBRABER -
()R E
LAHEFSAS BHRNEZ BN EE -
2R AR CBA DA CERMATX -
S AT FARA A mEEs .
4 AT ARAL -
SHFE -
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6.4 Fk i -

T H WA -

8. H AR -

9P -

10 B4R B &% R BERE -
— o FRSAm BRI

TEh > PR EENE  BAEET oA A9 L8E 0 TRA30L - ¥
B2 4% B4 BIMARE EHal0s B BIK - BBL 1T L H
BE204 0 FH4T3%B128 %84 -

TEnia B AR ok E BB ER I F 0 4 3 XIRA(Tid ~pe) » 45 24 B 45 -

HEH BRRARER 9K 5 3 RMRM(Tid pe) » #4524 23 -

ZFRESH
1. & Wit Ea] R4 }?{i&rﬂ] 2 Hi#%E AST ~ ALT -~ total bilirubin - direct
bilirubin ~ Alk-p ~ v -GT > 24 6 k
2. fuiF HCV-RNA » £G5B a > MWaR%F 1224 ESERE—
SURAFHEARR E AR R  HAaNIE B R IEE 24 B ﬁﬁ?ﬁ%’ﬁ""’ﬁﬂﬁﬂ HEE -
4. AP AE R T C 4k TBA-80FR A1t 8 83474k ©
5. f 3k Anti-HCV B F 1 C BN X B HF B R TR A 238 = R B F 4% - 8
a4 C AN A BENBCRIFLEBREGLSBILEN —‘JF.%?F%&%Q % NS3,
NS4 #1 NS5 @3 - EH e F CUAMLAERHE oG EHHME R BRHECH
i |
6. fn% HCV-RNA & C R XA A B 2 B & -
(e C AT X 55 RNA 6388
A FCRIAF R % HFRNA a9 40 I b ik de 4 R A =IS7] - RCAAF X EH 2 d i
50l s FmA450 1] solution D (4M guanidineisothiocyanate, 25mM sodium citrate, pH7.0,
0.59% sarcosyl,100 mM 2 -mercaptoethanol) ;4344 » HRIEEAF Ao S0yl 82M
sodium acetate (pH4.0) » 500 21 &5 acid phenol (/g -5-0.194 8-hydroquinolin) » & 100 g1
chloroform-isoamylalcohol(49: 1) 5243 9% Bk L 1508 R B AM BB 13
krpm A9 #aR 3020 548 c REEBHR » o 1yl glycogen (20 mg/ml) #o B 45 ey
isopropanol ¥LEx o LB AT B F ik » B Syl EEFK - B 50 24
DNA (¢cDNA) «

Q)R 4% ¥ 48312 41 R JE (RT-nested PCR)

Rsp R bead SR BETHF ¢ HFEdE RNA £ 95°C fo#h =548 > (EAREE
G R EEHRITH c dEE o ad 1] 695X MMLV RT buffer (1X @ 50mM Tris, pHS8.3, 75mM
KCl 3mM MgCl2 ) : 10mM &) dATP, dGTP, dCTP, dTTP &2.5«1, 0.2 4 M random
primer (Promega, Madison, WI) > 0.5 £ RNasin (40 unit/l), sA &1yl &) R 324568



(Moloney murine leukemia virus reverse transcriptase ) (200 unit/ 21y » #&£ 37°C RH#E 2/
W BRST453) vk 2K 869 cDNA - #— 3 FH sk PCR REMmH cDNA B4 F -
PCR R AE#HHEESul ¢ cDNA» oA l0mM #dATP, dGTP, dCTP, dTTP & 11, 10
@b & 5X PCR buffer (1X : 50mM KCI, 10mM Tris, pH9, 0.19¢ Triton X-100, SmM
MgCl2) ;B 100ng 31-F, # oAk 8E-FRM\AEMEMER 4951 ;FHA 051 Tag
DNA 4 (Taq DNA polymerase ; 5 unit/ ;2 1)t 2t 50 1 ahafdfyid (mineral oil) & Bt
Lo REBSSHMEER FRHEFABRAATRERZE -

(3)C BT %5 54 B A B &

CHFERAFARPRTHE LBHTRAREI F4 (type-specific primers) 2
B4k R A8 44 R (Okamoto et al,, 1992; Chenet al., 1994 ) « PCR # 485 A R & 1%
2 1 95°C 30 #48 (DNA #4£) 60°C 30 #045 (31 F4) 4248 72°C 90 #p48 (32
MRS FUEE REREERA US TS EAoH b PCR AMHEREHw
HARR e C AR EmE (LIV A RRBREEEBHERE (Kwok and Higuchi,
1989) «

DCHIT LR F RGN T

HCV % ¥ #% real-time quantification 7 R i 47 o & 7 HCV 4% 5 & Bk st 51 F(F:
5°-TGCGGAACCGGTGAGTACA-3"; R:5’-CTTAAGGTTTAGGATTCGTGCTCAT-3%) » 2L
FhBE S A HCVSNTR £ Core & =464 388 pGEMA4Z-CSNTR-Core # /7 PCR )3 -
1 E kg T4 B A 250 bp 69 44 & My 08 06 {42 2L T7 RNA polymerase #4748 sh 2 3%
#2569 RNA £ OD=260nm & &4 » #47 4 7% - 54 0.01pg/ml, 0.1pg/ml, 1pg/ml,
10pg/ml, A& 100pg/ml & RNA 8% & & % A& 69 RNA #5482 24 SYBR Green T 3 %] 48
#47 real-time RT-PCR R J& ;2% & 48°C30 min, 95°C 10 min % B4 95°C 15 sec, 62°C 1 min
# 40 cycles RJE * A PESTO0 £ B2 A ERBHRBENBLEZTHE  THEREC ¥
(cycle threshold) » AR T 4R FHRBEARE R EARREE > B4 pg/ml - fAiFia T &
BT E M AMARFETEE S @log A -

o ILL SRR E MW
1 Aovgom i 32 48 py thds]
413 Had3 BEI LAEEI ERI MREE3 RE2 4£wE3
2N THEEERMRERPELERPELAR  BRCHEGMP Ea B AR E
e
(Dhrokm 42 4 i KR
44 1 Bupleurum chinese DC.
& 3 ! Paeonia lactiilora PALL.
1 Citrus aurantium L.
##  Glyeyrrhiza uraleusis FISCH.
4t ¢ Polygonum Cuspidatum SI.

17



g ¥ 1 Patrinia villosa JUSs.
8  Arnebia enchroma (Royle) JOHNST.
& #E 1 Astragalus membranacens Bge. Var. mongholicus (Bge) Hs1A0.
QX% |
0 ook v i L B R K F A 60 48 AURE 140 B e - AK—
HEERE I BRENBAARETHE S0 548 0 AURSE 140 B GRS - A FER
o ZREBURRASEEET  BAREBGRNRS  EHREARER, -
o~ Femaadr
1.Primary endpoint:
FFzhfE © AST, ALT, total bilirubin, direct bilirabin # & & -
2.Secondary endpoint:
fiE t HCV-RNA #1; -
A S
24 T-test % multiple linear regression A4 —afM#» C BN L E4 0F
AST - ALT -~ total bilirubin direct bilimbin + ALK-P ~ 7 -GT $2 HCV-RNA 2z #t -

H At A ARECHT IR FTERRB2ZRIBAK
—~CHAERFHIMEAEABENEY
(—) mEHD

QARERF P E C AR 5555 RNA B o E e A sk 5 0 3ok &b o FRA 84 B4
LS HEEEFEVICOBCHUFEFERARR ML RIEHELS0C FHR -

(=) tmpatkehiBiF RO HIRFETE

BAMHNCANE RS LHERFEAEREOBI ML BRERR - A
SRBASRS — BT HEEABMEHG KL - BBNAL FEALRBELT
PCRAFRBEN AN Pk E REFTHFH A0SR AT RTHEETHEME
Rp AR RME BN TR ECH S eBMAE 0 645 Hep G2 (M#iafk) & Vero
(FosafFmp) £ - BROXAARA0BER 2 ml @HFEZ o FHSRAEMH
B AR 2000 xg M 35°C T a0 45 ds - Btk AR NERHHBSRER
Mkt Fk o BEFRAS mlARAITCHAELR IR AEISEIOR « 2B UF =
X FRBHEFEEFGOEIBREETSHM -

—~CHFRBFLMRATETH
(—) RNA thi B

7 A B e 6 tm B R e E P 69 RNA #] A guanidinium thiocyanate -phenol- chloroform
s% (Chomczynski and Sacchi, 1987) 8 - f 52 » B 50 pl & AmwA 450 w1 solution
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D (4 M guanidinium thiocyanate; 25 mM sodium citrate, pH 7.0; 0.5% sarcosyl; 0.1 M
2-mercaplocthano!l ) &M E EFR F gl 500 ylsolution D A ih » B9 oA
50 u 1 sodium acetate (pH 4.0)~ 0.5 ml phenol & 0.1 ml chloroform-isoamyl alcohol(49:1) -
Bl R E B aLA 15 54845 0 24 10,000 xg # 4°C B 20 548 o 30048 R ECASH RNA #)7k
& » o 0.5 ml isopropanol » E#-80°C ~ 15 4748 » H# 4°C F &t 10,000 xg ~ 20 4048 -
Yo RNA sk o Btk RNA el 75% @#Fade— R Beig » 5% & DDW + »
PAFEH-80C -

(=) CHAF X MmEHTHLLH

CAFEIRESENSMF LA RBER G852 4 R E (nested reverse
transcription-polymerase chain reaction ; nested RT-PCR) g9 A X 47 X F3) FHM E 2
EHENCRFARFRABLE KB QML S-untranslated region » & 4147 cDNA &
AR LM iR Z RNATLS glpoAl pl225 pME#SFRD g1220mM
dNTPs » % 65°C F4EH 5 4r4% - B 2 HE AL » HiwA 2 pl = 10x PCR buffer
3.2 plz 25 mM MgCl, ~ 20 U RNasin » # 25'C4F H 10 54% - 4 #vA 200 U SuperScript
IT(BRLY#% » B A2CAER 1 b8 > LR ALE — B cDNA #5455, -

¥k PCRREAR LEAHZ cDNA20 yl> 5AmAl wlz10 M3 F
HCV F1 (5-AACTACTGTCTTCACGCAGAA-3’)~1 pl =z 10 yuM 3]F HCV Rl
(5’-GATGCACGGTCTACGAGACCTC-3")~8 1 =z 10x PCR buffer~2.8 1z 25 mM
MgCly & 2.5 U Taq DNA polymerase » &4 DDW £ 100 p1- PCR 4% A #4938 & B 0%
B2 94°C ~S 548555 C 24048 s T2C ~ 2 5048 0 B 1 RAEIE - 94°C ~ 1 448 1 55°C ~
25048 72T ~2 48 33 RAEE - 94T ~ 1 40485 S5C 2 485 72°C 2 10 548
# 1 RIBE -

FoRAPCRREASR EMF —R PCR2ZDNAL0 pl> %A1l ulz 10 y
M 3] -F HCV F2(5-TTCACGCAGAAAGCGTCTAG-3’)~1 pl= 10 yuM 3]F HCVR2
(5'-CACTCTCGAGCACCCTATCAGGCAGT-3") ~ 10 ] 2 10x PCR buffer~ 6 ul =
25 mM MgCl ~1 g1z 20 mM dNTPs & 2.5 U Tag DNA polymerase » & # # A DDW %
100 #l-PCRAFHBBERM A M4C -S54 55C 24548 2C 254 #1
RAGIE 2 94C ~ 1 4548 1 55°C ~2 4048 L T2°C ~ 2 4048 0 38 R AEIE - 04°C ~ 1 4245 s
S55C ~2 48 72°C V10 4 0 4 1 BB - BBAHKPCR A - IR 10 gl #2000 2.5
% agarose AT E AW > BRETAMARB KL EEESE250bp -

(Z) “FHRNAGHERSER (B—)

## EifiaE RNAF A HCVFI R HCVRI 3| Fi#47 8 — Rk PCR#% » THA M E 4
289 bp & DNA h £ %48 138 — B £ 04 blund end ligation &% 7 &, > 28 48 # A #. % pBluescrip
Tz Smal 8L & ¥ > s & HCVSFL - 2 4% F1 B 7 286 bp DNA K £ F &4 a8 Fk# 88 PpuMI
B Nhel » s 30418 > 45T %2 60 bp # DNA R & - 4& PpuMl & Nhel 124 &)
HCV5EL » 424 seif ligation ey @42 » 455 1) HCVS5Fla -« it — 47 £ B RJE > 28 & DNA
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hEwFed  BAHH Riboprobe® In Vitro Transcription Systems (Promega) #47 RNA
ey A& M o &4 R4 RNA F] A agarose 4T E k4 > & 24 spectrophotometer & F 14 -
1213 7-80°C -

() CARFEBHERNAMHEE

CHAF£m#F RNA 92 ERA AR FH L X RT-PCR 69 F i 47 - R LK F k3
Bz RNA 63 pl w1 gl 2 2 pM 315 HCV R1 5 ul CionyFHOABFHE
HCV5F1aRNA B 1 yl 2z 20mMdNTPs » # 65°C FHER 5 448 - Bifg i shn kL -
HAoA 2 ulz 10x PCR buffer ~ 3.2 pl =z 25 mM MgCl; ~ 20 U RNasin * # 25C4£ A
10 448 - £ fo A 200 U SuperScript I (BRL)# - B 42°C4E A 1 /1B BL R L 8 — Bk cDNA
AR —RAE —Rey PCR R B ARF 8L L2 A 45 #748 Bl -PCR Z 474 A agarose
Lo TUFRALREBIFAM 250bp RMF 45 190bp © %5 & RNA &3+ 5 A H
BRESHETERFES TRF A4 -7 agarose k band 69 B3k > ARBERE SR
Fl e A E  BURER I RFRS TERERATFESRSTEESY & URFH>T
ek THA X TERERG - EREBZHIFUSTFTERUTFAKSTEE
ERN1 BEHMRFRESFOS T BPAEC ﬁﬁ%ﬁ%%@ﬁéﬁ%%ﬁ o

R ATREPEFHFRCAFEREFHHR
(—) FH CANERELR 234

B THRECHA B HFHRE B4 5 385 F A % 0 fa f 35 % 7% 6-well plate
L BN ERRRE T B ERMEBAIR - AWK 15 230 A% > Wikt > #1 A
BT TR ETERFONE  RBR TR EFHIL C AN X B HFZ 24/ - LR
FROBASIERMSEMN R AR HAEFGEEAE > G LM ZERA XD E X
AR -

(=) voi 84 B hovk w id 8L 2 36 AR 45 #F

WA R ek E A AT AR R FRES N BBEARLEY
AREHERR EREE - BT TROERR ook s CRF SR HF8E &
HERAGARB ORAE) BRARAERFHERD & h6 5 F okl & 2 sbibd ity -
FEMT R I B B Aok T B RARERMB N C BT EBREZHRER - LTk S m 3
Wih 2 OB BB ik

1. 28 7 %8 5%

vy if B HOH B 15 SR ;BQE[;J &1 %) (Paeonia lactiiloraPALL. )~ %% ( Bupleurum
chinese DC.) ~ # & (Glycyrrhiza uraleusis FISCH. ) &K (Citrus aurantium L.)
FRELAR » ok m R RA GG Y S B3P HHE BTk (Polygonum cuspidatum
SL) -~ g # 2 (Patrinia villosa JUSS. ) ~ ¥ ¥ (Arnebia enchroma JOHNST. )~ & 4 3%
% (Astragalus membranacens Bge. Var. mongholicus (Bge) HSIAO.) 11 3:3:3:3:
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313123 egthplAnak o
2. By RERY

oY 3 HR Hoek 9 AR R SRR Bl KoK ARl e KT B Bk ARE L
SRS B — KA B AR RR  BEAFRAB TN -

A THMESESL > FIEans ik drna ey At ERUBARLE

WO2MBERFA BAERERIGOER - ERFESBHTHRA (1) KZRE

Bdy A 4g B EEAAOmMI K  FHER FHRBEEE  EETEREA

HEe - BAB%(2) #okBRERY - F e EREREAOMI AT > RiBB

WS BH60TCHiR 1054 X2 TERLE ~H#Hk-€£€ & -

By KRR ESBRE L (3) PHBEERY D HS g HFERELIEAN 60 ml oy 95%

‘ LE S RARRPWABA0 S TRTERIEFAS - FEH - HELHE E8

%5 (4) MMEERY  HF2 g s FREREA 10 ml ey 0.5% BEIBEE T - WAR

‘ BB 20 A48 0 EBTERMBAMBRRSE  (5) THERM B SgmEs

BgEA 60 ml ey 100% F&F - AR P ER 20 548 0 ERTERERAAKE

BERCEERM ST - Bk 2 ERMDE S REIRE  REN-80T » B RITH
o3 3 R A BB R T o

3. Bk B A n i ARAT

A HAREY C EH HE -RT AN CMEE - FE - RAEEEA
Ak o haE s Bk By R A 0 BE3E B 448 A 4 saikosaponins 5 H E R A
glycyrrhizin ~ glycyrrhezic acid ~ liquilltin } & % & % paconiflorin 42 ¥ s % hesperidine
% AT RS X AR R EER G BEGHE o P T B R S kb B I %
EHMBERERES  BURBN AR ARRENTIERAR BRI 0 LR
A0 B F4EE & ribavirin 38 X ARIE 5 AR TR REEBKRARE
SRR EE LA -
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X

MR kg B AN RAKZHAE

TER 28 4 0 SR REE 21 % »dropout7 % v dropout Z B H 0 3 5 E R
R E @Y% -3 4 RBARE  BRSERY 1 SRMRADE -HRA24 2
AR 11 £ dropout 13 %08 LB HAERAENE  AES 3 LRMBARL

BIRHMERY 2 A AR S ARE -

FARBRLTRANEHAEFAFY M - AR LBGRIT LHER -
— -~ AfiRE

SHRAAEE 2 ARG TRAAHRELELHELERET

s ¢ AST: 60.62+ 31.671U/L th 4529+ 25.4IU/L.

ALT: 114.19¢ 87.791U/L ik 75.52+ 67.83IU/L.

total bilirubin: 1.03% 0.34mg/d] k& 0.93+ 0.3img/dl.

direct bilirubin: 0.18+ 0.12mg/dl b 0.21+ 0.23mg/dl.

Alk-P: 80.24+ 42.77IU/L tk 75.86% 41.321U/L.

v-GT::21.19% 15.981U/L tt 21.86% 14.691U/L.

albumin: 4.5+ 0.28g/d! tk 4.43+ 0.26g/dl

globulin: 3.02+ 0.5mg/dl tt 3.063 0.41mg/dl.

A/G rbfli: 1.53+ 0.28 i 1471 0.23.
$884n 0 AST: 74.82+ 55.131U/L tb 75.27+ 46.431U/L.

ALT: 108.91+ 68.191U/L tt 117.91+ 88.671U/L.

total bilirubin: 1.05+ 0.36mg/dl & 0.98+ 0.37mg/dl.

direct biliruin: 0.16+ 0.06mg/dl &t 0.25+ 0.26mg/dl.

Alk-P: 76.09% 29.24IU/L tk 72.36+ 25.601U/L.

v-GT::22.91% 17.82 1k 28.64+ 30.15.

albumin: 4.06% 0.59g/dl tt 4.17+ 0.43¢/dl.

globulin: 3.27+ 0.55mg/d! ik 3.17¢ 0.40mg/dl.

A/G {: 1.29% 0.34 kb 1.34+ 0.26.
mﬁk%f&%%\ﬁ’a%miﬁﬁ=%%@MJmﬁﬁﬂ%ﬁ&mummﬂ
(B=) sk 24 BEAMGRATZ ALT 248 —aRiF 2% £ R(p<0.05) > F5hln
H 33%EH ALT /% iiE_ ¥ B B E ALT 2 E L% - AST ~total bilirubin ~direct
bilirubin ~ Alk-P » 7 -GT - albumin - globulin & A/G thfi Rt B8R E £ E - ¥
E Bk AR AT 24 227 0 #8445 (serum creatinine ) ~ f% (Hb. platelet. WBC) i
BTREE -

—~HBANEAREZBE
1. Bsrmss BTt HBV-DNA 2388 £35 5 1.93x 107copy N » #1 M 4a % 7.8x
107 copy N* » 4218 24 2369 > @S & 84 N R b P HBV-DNA BREIER -
2. FEmA S B4 HBeAg #4148 » Anti-HBe #85 (5/21. 249%) (%—) £+ 1
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-y

A e G R 12 R#94% Anti-HBe #8555 » k4 e £ % 24 2 37 Anti-HBe #15 >
#im Al & &% HBe ¥4 & Anti-HBe 55 (0/11.0%) -

WE ARG E kN B AR R EH AR FR SR A

AR EEHE P RSB OEER B ER k(BRI R RZ) FRIT R
T EA SRR EE B o Mae R RAE - RHE Way KX AM-EF
B BREYE QB F TSRS AR R G HFEAHBATRER -
B8 mddekdi irl LeBHoug 5 R DMSO B8 H8E - MARFE
B HETARS - BRUEZFTHBEHREAT U R BFoioF B DMSO 5%
Negative control » XA e 50, 10, 2, 0.40M 2,3-didoxycytidine (ddC) 4¥ % Postive control -

6B A F 10X, 50X, 100X, 200X - & &R B 10X #fFdmbdphlehd 4 isk
i# 50%E 10X HBadn et 10X R E Ef 50X HESumk B R
% & DNA 954k 5 %] & 35.7%, 32.3%, 28.9% - L #dn s 10 X BB 204 41
BEAELE - B—FRGEWREERFHEMmRAERSRE SX HEH iR eE 5
b S0%  B4b @I ki S0% AR EAMSBLETAmBEZ R L tn i 2404
ETHBARZETKEMATHALR £ SXHEEHAY G SXBRESHWUER
Fo SX & ek B4 5% & DNA 304045 A 251 % 36.5%, 32.5%(8 =), 29.3% - {2 #
e EER S RAEMF N EERBFEGFL - KEER % Do REFERL
B @42 DNA Loyt A HBV DNA W EARHREMNMEA THRBEPI(BZ) - tafpsg
HBV #4% RNA &R LR MeyBE -

HE P B R 2.2.15 tafadk (Sellsetal, 1987, 1988) » e S 43k i
Fe#H DNA RAMRE - ARETEROTEE - RRGEFEMZFHAH DNA
#7 30% pHlen s SX HEAHRGY A REE S SX HE ok B A #%%E DNA
28.9% dpdle - S RATHBLLEHBEASNA ESEREER THaRER X
i 50% 0 R BAFEY R EIPHIAER -

ok FHHEE CHFRBRZZIAR
HB84 29 4,0 RERKAE 20 409 & dropout> £ 5 LA EABLE  ARY
4 AREARFEFIBESNRE - TARRI T REAHBE 4L F8 - HA AT
AR LBmAT EHEER -
— -~ £4bikE
HEATHG R 24 RMA T RAAHRBALE AR ELE R T ¢
Fseen 0 AST: 85.6+ 37.58IU/L 5 76.17+ 39.131U/L.
ALT: 132.10+ 53.85TU/L b 109.40+ 58.621IU/L.
total bilirubin: 0.97¢ 0.30mg/d] it 0.89+ 0.32mg/dl.
direct bilirubin: 0.22+ 0.21mg/dl k& 0.27+ 0.26mg/dl.
Alk-P: 67.20+ 14.47TU/L ts 67.73+ 23.151U/L.
v-GT:: 45.63+ 35.43 IU/L kb 42.33+ 30.54IU/L.
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albumin: 4.25+ 0.35mg/dl 1t 4.16% 0.37mg/di.
globulin: 3.30+ 0.58mg/d! b 3.33+ 0.67mg/dl.
AJG EbqE: 1.34+ 0.32 k5 1.311 0.37.

24 - AST: 85.00% 41.741U/L tk 75.55¢ 40.931U/L.
ALT: 139.80+ 78.881U/L bt 123.30% 75.8071U/L.
total bilirubin: 1.04+ 0.29mg/d! ik 0.95% 0.33mg/dL
direct biliruin: 0.18+ 0.10mg/dl it 0.21+ 0.16mg/dL
Alk-P: 60.35+ 22.0910/L tk 59.40+ 21.161U/L.
v-GT: 37.15% 35.25 IU/L. k5 34.01+ 38.261U/L.
albumin: 4.04+ 0.19 tk 4.17+ 0.29g/dl.
globulin: 3.60+ 0.54mg/d! ¥t 3.374 0.52mg/dl.

A/G tbqE: 1.15¢ 0.18 1 1.27£ 0.24.

—#1 7 AST~ALT([E w2)-total bilirubin ~ direct bilirubin » Alk-P~ 4 -GT ~ albumin »
globulin & A/G lba % SRS £ B - 4818 24 § skl B 4065 - #5548 (serum
creatinine ) ~ 2% (Hb. Platelet. WBC) S £ AR HE -

Z-CAUMRAEEIHE

F B 44 B AT s HCV-RNA R E 735 % 0.76pg/ml » #8848 % 0.75pg/mi - 4248 24

EWsmis T a 3 e B4(3/30.10% » #1814 B 4(1/20. 526 )fo ¥ HCV-RNA

e B

HAWMBIAEXMECUNEARFTERRR IR
—~ ~CHFLREERREZENN
(—)& 54— 2 K RT-PCR
CRFF 35500 2o 24k 8 X RT-PCR thF X Ao bl i#AT « = $3| F3xitaodn
BEENCEFIHSABBREF G 5-UTR 12 » 45 A F1 3] F-289~-269 - R1
3] F-21~+1 B F2 3] #-279~-260 » R2 3] F-53~28(BH & ~ X)) > & 7 T LA RT-PCR
BB - A Chom BB e 0 A A AGPC 89 F iE R 5 RNA > #75 # RNA
WAT AL AR - BT R RT-PCR -
SR BT 2 BAT 40 R R A RT-PCR » Ll 7T 3% 8.2%10° 47 % S B
Bp o] 4830 3] (B £ A) > ZMEEBE MBS0 Al AR ERESSRBMOKET  FH
BIEAS B a2 @ AR R £ 82F 100 @ A RE A THA (B £ B) -
Jbo #1788 & RT-PCR #4740 RO RBTRAN G S 0k 44 100 EmEL
Bz AL -
(=) & #H—H 4 RT-PCR A3t $1 £ X RT-PCR
C AU EmFEZE TN AIRFM RT-PCR 097 R Aol igiT - RAKRKRIZAL
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RT-PCR RME ¥ Ao A—ik & E4o 0 F 3z RNA - B A3 F 4 RNA 9157 4 ¥k 4554
Fligsl F&4mE B FEELRRE » Biisr RT-PCR#% » S REHITERTH
TR RS BARIF A MR R B F e a R E o B = band gy @ FE - — 0 KA
ARESN S AEENHEE bond 4 @ - B A =4k band W RARF > RGN EE
#) ethidium bromide L FAR R * LR ZZELRAR » B pbob %8 %5 =% band i &
F AnLAAR GE o 2 955 A 4k band & @b E#r Wa 35 band ey @A F4F Ca v R EIL
435 # band gy @Ak Cac 23 E B Cax HAMKAE MFH KR - LEKLER - TH
AEsHNTHEEHE X s Cac ol Wa #3EEE Y & THBREME RE
Cac=Wa(Bp Cac Bt Wa %7 D2 B84 FHP AT A2 R EARRHBT(EN) -

Ji3$M RT-PCR # » 3551 RNA 9% A -E 2604 3 » BARFLE RNA &
M AKRAHAR NS FREANE  AEAPBALGIASHEBL AR EN LS
/#RT-PCR #5 > BAAGEMSRETELRE « BobRMERIHF M RNA 5 0 ZIRIR
B E A BRRAT AR T ARG - B A AE RNA AR L £ X RT-PCR #7252 bp
& A& My v 33 H 4238 %) pBluescrpt 4% 0 # R LR 252 bp M2 R HIBE Sma 1 & PpuM 1 7
) LSBT A A SObp Z B F K & - RAEAMA invitro transcription & R K E A 193
bp = # %1 RNA(BI &) -

#APEFH RT-PCR 7 aF# ot hELARROTE BT - §RFH
RNA a2 EHhotk - SFAMREF H P78 1 Rey band Fa b SR 2 840 - (245
# RNA 5 FHRBSxI10%8F » MHREFEREH - FHA LMZEH S
814 Cac 7 Wa B T R f i F 89 C AT 55 & RNA 99 F 34 % 5x10°8(E +
._.~) IS

BT TAHEFM RT-PCR sh8UE M » RIVE 405 F2(G.12x10° & 5.12x10%)2
smH RNA 132 3 24 FH2Z 5 M RNA R4 - 2 Fi#47 RT-PCR » B+ —827F >
ABESTHSA S2X1CHF  AAELGRT AR GREE  TRERES FHRL
A — A 10° . Bk > 3$H RT-PCR #iTAEMNRE ) TURALTEY 107
1B F 3z C RA X% % RNA -

# T i — 8 ho i F 4k RT-PCR ey i > A A S5 4 R X RT-PCR o507 sk
AR B AME S — M FHERNAC R FEAMEAFI AR KA A 229bp (B
B)e 2t —i & Do T2 B RNA S5 4 s H B 7 8 X RT-PCR- B+ =
Bi57 B lane 4 BF > BFA Gk FE ZRMBAMTARE A - BbA A RF RN
RT-PCR » T g4kt L3 107485 F B T 48R 2] -

S CHET R HFHME M AL

C MAF /Ao A X 22 A A Bw R 3480k - HRE4E4E5 Vero (5
1Ak R & Hep G2 (BFémfbd ) L - BAIA B LK RT-PCR Ao Ll{f
,Ell o
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(F)C R ERFRIR L2 FRE-—aREE - ARFRAREE

BT TM C UAF RAHBARRZREHEE  AMABRMAREE « KPR
hEFESR > 24 B EEREZ mB S g 0 MR mALE RNA » B 200 @354
RNA 5 F b BITHFHEX RTPCR HA O REAF AN B ZERES
2% AARTARZYSTHENRFH - B ABRTARKREE T B 5
#— K1 2 map(lane 1) B % FA LG E — k@R 2 mf(lane 2 ~ K EE oA 5 HF »
RA MR C R Rk F B ERRERITAY - BUR C R 3085 TR s R
R hTB LT

EREEHE Y E 0 BAE S F o dmpig o P REAAER 30 4 ERFXREFR
Mrtape b o HA3TCHER 45 48R0 24 BREF EmBBENLBA » R
— R BATBEELTE - BRET 0 £ 37°CHER 90 H4E > PTE R 2k B 45
w48 B (B+w A) -

ERREEF G KAVEREBEE R EF > ANl £ 6 ml P tm ¥ AT
BEBEET Im R LEAARMBRACARE - Aob b LEER  RMHER
A1 ml R R E 0 RE SRR 30 548 0 37°C A % 90 44874 0 B4 2000 xg B 20 &
GeiiESX  BATRFZTR -

(Z)C AR EBSPR R R RN —azHFSR

AT T8RCHRTERERE&BYAE 2R multiplicity of infection  (m.o.i)} & #
MFeE 2x 10 AR EH 0SB SRIFRLETRE - B+w B BT afHBRs
8042 Bl ib P 4K 25x10* Mm A A BHF AR RAL  BR R ki AR
BSEHELAE  BABMERFLFHE2048 > imeiFEn 01 98 F - #iTH
FE® -

(2)C AT X m FERM R R S RIS — T

BT THEES C ANEBRERSRLZHEN - RMAAR LEGREESE S
AR RE  BRET BEAEB PR R CHUNFRAASRELBAY
EE(E+uwC)e Bk FIAABE SR &M - TREHBITHRE 19 EEH2 H:E - U
B R Fdim R e R E -

=~ e 3RS T B BER C AN AR EARR

BAPEFBFER CAUFERSFART G wiEFH (CGHEH - okBEH > mwik
B ockmEg) RABFZ 1S B8R (B 2H¥ - Bay - BE %4
MoRE B CER-EHF -Haf  BARE -G B MEX -8kF) WRARE
Bt dEmyiEd  AHAPEER AIiTE 50% e ERAE (50% toxicity
concentration ; TCsp) (&™) » H4ri% & selective index % 8 498 A (B 1/8TCsp) A T 8
IR > A8 ribavirin A MRS LUEE (PEE) ARMHES > AR $E
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C RBF % d 09 Vero saf P o 7% 24 W4 + #IR RNA - 472 8 PCR - B RER -
PRREA AR FERLEAY(ETE)  BREETRAF A FRULR
R AR AR o

ﬁ’ﬁ%?T%E%%%%Wﬁ%%ﬂ%%z%m&ﬁﬁnﬁﬁ%%%&%ﬂﬁm
AL BARLR KRG BITHRFWEE -BTET FHRRAEBEMEIRFE
Einmb o Bebdaw o PETREEFIHAEFRHURFEAE
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k- & Ok BRI M B BAT X e iF HBeAg 2 #4b

78 B AT © bR 24 BB
HBeAg 54  Anti-HBe 4% HBeAg it Anti-HBe Bt
Fm (n=21) 21 0 16 5(23.8%)
#HBa (n=11) 11 0 11 0 (0%)

wma | E BRI | KRB LR A A
WE | e | & S s
| & |8 | F F
5
EF |
714714357 71.4 | 71.4 | 71.4[35.7| 71.4 |499.8| 318
(&)
[z F % 418%
A& 26.6%

RE D HEHRZE TR AR

2R % B Y BR | Y| &L R IR E T K AR

7B I A I I = B S = B S S-S > G - S S - S+ o -
B Y| E 12 ¥ w

2
£ 317.
48.8 |48.8|24.4|48.8 | 48.8|48.8|35.7148.8|48.8|24.4(36.6 | 48.8 [500.2

() >

WEFE 39.22%

A& 1 249%




)

Zw wHEIBRTIREREL S0% B FRER -

® 4 'TCSO(}lg/ml)
# & 53
Ao owk o i g 98

™ i B i2

ha ok v H 34
B (Mentha haplocalyx) 21

& H B (Glycyrriviza uralensisy ieé6
& %3‘ (Paconig lactifiora) 165
i X (Smilax glabra) 9.8

7 £ (Salvia miltiorkiza) 8.9

& B (Polygonum cuspidatum?) 28,0
ir t (Poncirus trifoliata’) 92.7
#® ¥ (Arnebia cuchroma) 4.2

8 I (Bupleurum chinense) i1.8
£ (Angelica sinensis) 39 .
¥ & K (Afractylodes m-qcrqfcgp?_:d"la.) 29 '
7k B (Zingiber officinaler) G
& ¥ B (Tmperata cylindrica.) T8

B i B (Thiaspi arvensisL:) 48-

& & F (Astragalus membranacens) 61
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ALT (IU/L)

200
180
160
140
120 &~
100
80
60
40
20 _

0 . . . . , .
4 5E S EH 12 2H) 16 24 20 EHf 24 BH]

B SEEEIRIEEEME B AT RET S ALT 2Bt

* P<0.05, DASEEFIEHIED - MRl ALT i, EEHILHIRA -
200 T
150 [

—— HEME
- - R

ALT (IU/L)
2

Lh
L)
T

0 : : : : - )
AR B R R B BE B
4217 8 EH 12 51 16 2Y] 20 BHF 24 B

Y AIKIIRA AR C B 4B ALT 284
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B~ A A HRE &4 HBV DNA » 32 pAM6 % # w12 HBV DNA %
FEFaBFRAFERER - 1. #4452 /o XDMSO ;3,4,5,6 % o dde
50, 10, 2, 0.4 mM; 7,8,9 & fu A 5X, 50X, 200X k& 10,11,12 peA 5X,
S0X, 200X gL % ¥ - RC(relaxed circular HBV DNA)

Z A &4k DNA @& Hindlll 34 d A EEERER -
[3F#4a:2 A DMSO ;34,5 & AeA dde 50,10, 2mM; 6, 7.8, 9, 10, 11, 12,
13,14,15,16 55 A SX R E R ook - W~ 95 ~ 35 - waf -
BAEE~BE-ER-AFR L #EH - RC(relaxed circular), I

(integrated HBV DNA)
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B A~

7|:1A (+)ori

Smal697

. PBKS-HCV5F1a HCVfragmem-=:

AmpR: RT_PERJ:nmET

/
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S'UTR . p7

£

C E1 F2 NS2 NS3 4A 4B

¥y — -« R1
-289 ~-269 21~ +1
F2 _ < R2
-279 ~ -260 -53~_28

BAx CANXmEAERGEHEREN RT-PCR | T E -

FE A CHAFEAEELFRGGLEHE » UTR %5+ untranslated fegion » F
BAEX RT-PCR B R F g o REBRMAERAZ _H3 F4o3 5

F1(-289~-269) & R1(-21~+1) » F2(-279~-262)%& R2(-53~-28) -
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Bt > 2% RT-PCR 498 % -

$5-F 3 A 1.3x10%lane 1) ~ 2.3 x 10"(lane 2) ~ 5.1 x 10%(lane 3) ~ 1
% 10%(lane 4) ~ 2 x 10°(lane 5) ~ 4.1 x 10%(lane 6) ~ 8.2 x 10%(lane 7) ~ 1.6 X
10°(lane ) ~ 3.3 x 10%(lane 9)& 6.6 x 10(lane 10)#4 % & RNA #1 A F1 - R2
B F2~R2 2 %3] F 835 40 R(A)E S0 R(BMEH 2 £ K RT-PCR 3¢
SAE 0 FTAFZ AL 2.5% 2 B B a5 o
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Serum RNA + — +  + + 4
Competitor  — + + + +
— — 4— Wa
— — | Ca

Cac/Wa

Competitor molecules

BA - HAHFHERTPCREECAHANFIZEERNAKHES -

B ETOF FHEHE RNA B —:iE & &4 i T 825 F #F(competiter)
Bl 4T3 FHE RT-PCR % » A A ERBEsHZHEAE - £+ Wa X5
4 4k band 89 EA% - Ca A 4% 4 band ¢ @HE - TEABBEEL ST}
BE X g HiiE 2 Ca(Cac)ip i Wa 2 31 A Y &b FRégh 2428 g



1
-
-

> ERAESEME RT-PCR Z 351k RNA f948 8 -

Serum
l AGPC

Nested RT-PCR

252:bp S’UTR region Serum

‘ l pBluescript /Sma’l o l AGPC
pBKS-HCVS (2961 bp +252 bp) HCV RNA
Smal ; PpuM 1

pBKS-HCV5a (2961 bp +193 bp)
l, In vitFo transeription
Competitive RNA:

- Competitive. RT-PCR
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< wt
d<— competitor

B+ - #A3FH RT-PCR 28 C AT £ % % RNA -

45 f i ¥ 2% % RNA #2 7.8x10° (lane 1) ~ 3.1 x 10*(lane 2) ~ 1.3 x 10°
(lane 3) ~ 5 x 10° (lane 4) ~ 2 x 10° (lane 5) ~ 8 x 10°(lane 6)& 3.2 x 107 (lane
TME# S RNA 5 -FR 4% #4TH F44 RT-PCR /743 2 & # 1X 2.5%
Tk LB 4 o Wt (B &£ ¥R R competiter (355 2094 BAR AWM A 1% o



Lane 1 Lane 2 Lane 3 Lane 4 Lane 5
Wa 0.0129 1.0467 0.05179 0.04911 0.02723
Ca 0 0.01622 0.03209 0.03823 0.03816
Cac 0 0.0212 0.0419 0.0499 0.0498
Cac/Wa 0 0.454 0.809 1.0161 1.8289
CRNA 7.8 31.25 128 500 2000
Molecule(*10°)
1.8289
L]
=
2
O
i g L . PR s -l
0 500 1000 1500 2000 2500

Number of competitor(*1000)

B+— #HABFHERT-PCRHECHAIESE RNA E&E -




- <«— wt
<— competitor

<~ wt
<- competitor

B+= - B5%H RT-PCR Y& B -

#% 1.6 x 10° (lane 1) ~ 8.2 x 10’ (lane 2) ~ 4.1 x 10" (lane 3) & 2 x 10° (lane 4)
B aFHR$£m512xX10Y(A)R 512X 10° BMB A T4 C AT X 5 &
RNA J&4-1% - ATHF M RT-PCR» Fifg 2 & #1134 2.5% E 5k L 58 54t o
Wt (2F 2 #R) & competitor (BF A )e i BAZ TR B A R B £ -
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<~ wt
< competitor

Bt+= - ﬁ%ﬂiﬁiz& RT-PCR #98 B M -

$¥ dn 5 P 2% % RNA #2 7.5 x 10 (lane 2)~ 1.6 x 10* (lane 3)~3.1 x 10* (lane
4)~ 6.3 x 10°(lane 5)~ 1.3 x 10° (flane 6) ~ 2.5 x 10’ (lane 7) & 5 x 10° (Janc 8)
B35 RNA 5T oiRb% > EITRFHEXRT-PCR B2 AY
BA 2.5%F B RE oA o Wt (BF 4 #k). & competitor (3t 5004 B2 T ¥

% -

4G



it
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Bl4w  CURXmelItE 2 REKHg -

(AR E ~ RRSH RS

WhFRE@BEEE X (lane ) BHAFR@PERE — R
(lane 2 ~ 3) > B F £ B E 30 558/ 37C R % 45 448 (lane 5)~ 90
4% (lane 6) ~ B #% 5% % | ml (lane 7) ~ 2 ml (lane 8) ~ 3 ml (alne 9) ~
4 ml (fane 10)~5 ml (lane 11)& 6 mi (lane 12)% & 41 %a fiz 34 BR 48 RNA 1% -

#1200 1% F 1 RNA 5 FiRb -
(B)7m & M FEAE 3

A 2x10%48 C AAF £ 7% % RNA #3488 54% (lane 1 > 2) »
10 4% (lane 3 ~4)~20 4% (lane 5~ 6) ~ 40 4% (lane 7 ~ 8) X 80 4% (lane 9 »
1OV 52 > Bt tafnth > 40 E4A RNA » #2200 {835 1 RNA 4-F 24

WATIHF M E A RT-PCR -

(C)3 | P35

BRI ARE A R F F A 0 diE RNA & 400 845 F
By B RNA A BATHF R RT-PCR: i 2 Mt 2.5%E

KB e
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Bt+& R CHMAXBEFETRYHE -

BBoh E R Rtk — R 0 A AEBIE 4 (lane S) ~ ribavirine (lane R) ~ i
&4 (lane 1) ~ H &P ook (lane 2) ~ wWiFEHL (lane 3) ~ Aok vg i# #4 (lane 4) ~
iy (lane 5) L H# ¥ (lane 6)~ X &K (lane 7)~ £ % (lane 8)~ 4% (lane 9)
A (lane N~ F (lane 11)~ £ ¥ (lane 12)~ #£48 (lane 13)~ 5 (lane 14) ~
&g (lane 15) ~ 4 E (lane 16) ~ & 4R (lanc 17) ~ g ¥ (lane 18) ~ &
&% (lane 194 A — X 4% > IhE4E RNA » 8 200 B 55 RNA 4-F84
AT F M E R RT-PCR AT 2 AL 2.5% B REBRR 04 -
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B+ A VR HCANIFEBRMATENTE -

kR EWIBE B o NE K (lane S) ~ # & fr(lane 1) ~ M EH
Aovk(lane 2) ~ v9 3% ¥ (lane 3) ~ Aovk g # #(lane 4) ~ 4 47 (lane 5) - i-ﬁ‘
ﬁ(lane 6) k& ;11 (lane 7) ~ % % (lane 8) » /£ (lane 9) ~ £ 4t (lane 10)
R E(ane 11)~ ¥ ¥ (lane 12) ~ g (lane 13) ~ & F(lane 14) ~ ¥ & K (lane
15)~ 24 £(lane 16) ~ & %#E;(lane 17) ~ B i ¥ (lane 18) ~ & &% (lane
19) » fe B 78 — R HR 4 RNA » 2 200 184 F 6y HL 5 1 RNA 24
AT S M E X RT-PCR > Fﬁﬁ‘i}%% YA 2.5%F KBBR8 b o
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AR B RIAT X 0 B8 ALT 2| EFE % > &y HBV-DNA - HBeAg 1% >
Anti-HBe $875 & 3% 0 AT s 8RB 45 R 7675 69 B A2 » B H ekt 12 M B BT X 84 24
Bt 339% 8 E ALT # 2 E¥£%E > ALT BATRABZANKEREA  BhF
HBV-DNA i & & #8452 » £ HBeAg B 5 & » AlF 24% %4 1 ¥ Anti-HBe - 8 30%
Lamivodine ;&% 52 28146 » ALT 419 8 &3¢ 3£ % » HBeAg 2123 32% » Anti-HBe
0% 17% » MmE KM » HBV-DNA $Rf8 ik 4495 » P BibBm Ak HBE > 4#H12H% B
MR LI ERBEZER -

AFFRAE R 22.15 4afotk[39.40] £EBE HRE SR ELREH DNA %%
HIRE - BhEBESTERGTEE - RREEVTEWZTH B 2 X% F DNA &%
30% ¥phlen A SX BB a R BB Fhe SX M E MUk B 5 #H55 5 DNA 28.9%
Wl o B—F R THRELEMREAGSVALEHEEREAR FH B ERDRE
50% A FArem SRR - o

B CRIBFE » MR ALT BEF42% » oo F HCV-RNA $52 Bk b AT 8%
BEAGEWYBE  fokmBHOGREECRNRES 24 289k > THEE ALT R A
EEARE  BAREHREA ALT diaH AT = 132.1IU/L 12 £ 109.40IU/L » {248 &3t Lok
W RN o AREST T THRES 1094850+ HCV-RNA #5423
BRmA A SO Ak HHEM CAMNRZRMER A R CUF R FTES
BB ERFRED -

BAT$n C R 50965 a-2 T F 2554 % 3244 Ribavirin - 4 % C R AT
Biam ey T4 £ 645 a-2b FiE% (Intron-A) ~ a-2a Fi#& % (Roferon-A) ~ ¢-1n 3%
% (Welferon)%¥ » S4B T E2 AR REFHEM - FHEAE B TRESEI
AEMBATEALNSSER - sbsb ) RAF A0 %BH CRF X EHAETIE L5
T e@F R BEIPEA LR RZIKE - 27 Ribavirin B4 B HEMRER
C AR % %% RNA Ea9 Rt AL 448 E) - B A Ribavirin & 1K ALT 8973 > 2L &/
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