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Genotype resistance profile in patients with chronic hepatitis B who underwent virological
breakthrough during adefovir dipivoxil treatment YANG Song’, XING Huichun, WANG Qi, WANG
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[ Abstract] Objective To investigate the genotype resistance profile in patients with real-life chronic
hepatitis B who underwent virological breakthrough during adefovir dipivoxil (ADV) treatment and clinical
factors related to ADV resistance. Methods The clinical data and serum samples were collected from CHB
patients who underwent virological breakthrough during ADV treatment. PCR products direct-sequencing
and pyrosequencing were used for detecting ADV genotype resistance. Correlation between resistance and
treatment history, baseline HBV DNA level etc were analyzed, respectively. Virological and biochemical
features of rtA181T resistance were analyzed. Results Total of 106 CHB patients were enrolled and ADV
genotype resistance were found in 45 patents while 67 ADV resistance mutations were identified. Less
resistance were identified in ADV naive patients than that in patients who took lamivudine/ADV sequential
therapy (° = 6.584, P = 0.010). ADV resistant patients carrying rtA181T mutation had lower level HBV
DNA rise from nadir than patients without rtA181T mutation (¢ = 566.000, P = 0.014). More patients with
rtA181T mutation underwent biochemical breakthrough than patients without rtA181T mutation (5° = 5.140,
P =10.023). Conclusions About 40% ADV treated patients who underwent virological breakthrough were
identified as ADV genotype resistance. RtA181 resistance mutation was more common than rtN236 for ADV
resistance. RtA181T mutation may inhibit HBV replication and cause no less biochemical breakthrough than
other ADV resistance mutations.
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PURTEVRIT A28 4 HF R (chronic hepatitis
B, CHB) [y XMt HATRIZEAM 1588 (adefovir
dipivoxil, ADV) 7tk [ECHBEEHTHBVIRYT 1)
KB . ADVEEMHEARTF KW, ADVIAJTS
A BTSN iR 24 AR R o 29% . HiHBVIAYT il FE
B EHBY DNABURARE T > 1 log,o#% Ul/ml, R[]
7 18 DU 5 5 A, FEFRER A OTELL K 2
T b S ) LI Y% FE AD VIR 245 (K1 0] gk o A RS0t
ADV R AT} i PRAK I e v 2424510903 35 27 SRS S
5 R PCR 4 XUt A2 -2 8B AT Ao D 7 B 45 SRR
WY, 369t SR I S A I 2 A DA R H
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1 BE RS MyE WA B R T AR R
K g AL s R B BE 20074512 H 220114F9 H
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HBVARYT R 22580 1 RS LR i s vk
T2 BUR BRI AT Lo B 22 R R e
J: {EVRITREFET, HBV DNA [ F M2 SRS
FhEi = 1 log, ¥ Ul/ml. e BB LIS AEAS S PR ot
RHIEAHEFH -

2. BB A% /M5 7 DNA/RNA /)
T & G H Axygen A F]; PCR VAR &
) 5 TaKaRa A )5 LTI 590 55 i 25 58 A8 FE i R
WA R G B SE R (R ABRAF
FEWFIR I T th Biotage /& ] $24it. PCR 4 4%
fii [ Eppendorf 28 w24k, PCR 74 Wit 48,320 /7
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1. PCREEH M 4% HUEF M35 100 ul, R
AxygenA A FE AL A S AL EHBY DNA, H4$
EZ BRI BB

2. §izCPCRY HYHBV Uk lig X . 25— FEPCRA|
PH: P3 (5- YCTCWSYCAYATCGTCAA -3', nt105-
122) 5 AP3 (5-GAGMCACAAAGGTTCCAC-3',
nt1238-1256) o KMVEAFHN: 94 CTAEES min;
94 ‘CAFPES0's, 50 ‘Ci+k45 s, 72 ‘CHEfH1 min 10's,

JE3SAMIEIN: 72 "CHEHT min. 55 #5194 Xnp2
(5-AGGCAGGATAGCCACATT-3', ntl46-163) 5
XAnp2 (5-GCACCGAACATGGAGARC-3', nt1034-
1051) o JRMNZ&MER: 94 CHIASPES ming 94 CARPE:
50s, 50 ‘Cid+k45s, 72 ‘CHEMP1 min 10s, 40
oy 72 CHEMPT7 min, PCRP=M)Z 4tk 5 B4 T
JF 53T o

3. PCRyWIAU AL ). EIRPCR™ )
AL BBV ED R A R A A BRR YRR
HRA A RATAA . WF . W75 EF Xnp2,
XAnp2 4y £ HI T 514 . 45 92 W H Vector NTI
9.0, LAChromasf Al 345 R HEATTN 2547 55 7347 o

4. FEWFRRI T SN B EPCRy AT AL IR
M, ELRERAETE ARSI R0 A oA 3P

=L Gt ab

N SPSS 1158 AT vt 3 M1 AWFFTH
TFE R L £ sRIN, PIFEAR BRI IE &
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WilcoxonFk R4 . TH 07 R LU B R 4 A A 5 AH Y.
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hZES AR L.
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. BE TR

g NADVIGTT H DL 55 27 51 i 3 106441,
L B, Lr1spl. BEFERI8~67%,
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T BB ADVIE R A 24 AR I &5

PCR ™) T 43 00 3 35 R/ 6 T 1588 ) 5 T 245
DUBH MBI € S ADVIE R AL 25 . SL 4G H AD Vi
255450 (42.5%) , FHPrtA181 + rtN236 XA 5,
AR S 1910 o i 24578 A7 677, rtAI81TAR
254, rtA181VASF204, rtN236TAF 522/, i
IS 24748 S A S LR 1

F 1106 ] ADV J657 95 T 24 S 18 TRk R B9 24 175 O

S PR R g 2428 70 B (%)

tAI81T 13 (12.26)
tA181V 9 (8.49)
rtN236T 3 (2.83)
tA181V + rtA181T 1 (0.94)
tA181T + rtN236T 9 (8.49)
tA181V + rtN236T 8 (7.55)
rtA181V + rtA181T + rtN236T 2 (1.89)
5 45 (42.45)
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1. HBV DNAK B RE T mK- P
GrtA181TAS 3 B % HBV DNAE T} =K FH
(1.686 = 0.875) log, ¥ Ul/ml, ANELETtA181TAR
i HBY DNA - mK R (2,567 £ 1.114)
log, ¥ N/ml, —FHWRZERAAR I #EX (1=
566.000, P =0.014) . fWETtAI8ITAR F i3 ] ik
— B Xy Bt A8 1 TAR 7 J 3 HrtA 181 THE S
e i, PR EAHBY DNAYI T =K
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2. A E SR R TR LA S rtAL8ITAR
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KA % AR W e 25 1 . X AEER AR R
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