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Study of the correlation between HBV genotypes and the resistance to lamivudine "
Zhang Shunan' ,Yu Wenhui'® , Zhou Daqgiao® , Zhang Chunlei' ,Feng Yuli',
He Jinsong®, Zhou Xiaomei' ,Li Weiziong' ,Chen Xuehong' ,Lin Zhuoling'
(ShenZhen Traditional Chinese Medicine Hospital : 1. Department of Clinical Laboratory ;2. Department
of Liver Diseases ,Shenzhen 518033,China)

Abstract: Objective To explore the correlation between hepatitis B virus (HBV) genotypes and the drug resistance. Methods
340 patients with chronic hepatitis B (CHB) ., receiving LAM therapy for more than one year, were enrolled and detected for the
plasma HBV DNA level,and HBV DNA were extracted and amplified for sequencing and genotyping. Results Sequencing and gen-
otyping revealed that there was a different prevalent frequency of HBV infected genotypes. 16(4. 7% ) cases were with genotype A,
112(32.9%) with genotype B,148(43.5%) with genotype C,44(12. 9% ) with genotype D and 20(5. 9% ) with mixed genotype B/
C. The frequency of mutations in YMDD motif in patients with different genotypes were 4(25.0%) in genotype A,20(18.5%) in
genotype B,64(42.1%) in genotype C,8(18.2%) in genotype D and 4(20. 0%) in mixed genotype B/C. Conclusion The frequen-

cy of mutations in YMDD motif in HBV genotypes C were higher than that in the others. There could be a correlation between

HBYV genotype and mutations in YMDD motif.
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ASHEZ 1 242N, 8 S JF (CHB) W) 3k J& S JiF 14k | i
JEAET g H ST, REREAENF 100 H AL TS5 HBV
FASRHRFRES G . % CHB B9 38 97 S o7 R0 T = 4 2R AT 5
TF MG AR A 5 T I 9 b R Bk RT ™ . CHIBYR YT 19 H Y 2 1
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[ Z N RER.
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gl FE B AR MR R 2L 7= P 4 A pGEM-T Easy # 44 (3£ [#
Promega 24 7)) o I I B3 00 7 026 %8 B A6 TR 2 Al AR SR
FRUE BT ¥ Bt ok (CUM: DQ351994; CUI: DQ351989; CUV,
DQ352026) ,

1.2.3 HiE (LNA) SZHf PCR E &M HBV DNA (D)
LNA TagMan ¥4t 191% it : YMDD 541 [ (747~731 nt Jg X 4%
5'-(6-Fam) ATC ATC CAT ATA RCT GA (BHQ1)-3'7J;
YVDD #4747 ~ 731 nt Jz X 4% 5'-(Hex) ATC ATC CAC
ATA RCT GA(BHQ1)-3']; YIDD # 4 [750 ~ 732 nt & X4
5'-(Cy5)CAC ATC ATC AAT ATA RCT G(BHQ3)-3'], 1
L DNA 5 Biotools QuantiMix KIT (P4 ¥f %" Biotools 2\ F]) &
(2 pL QuantiMix ZZ #p ¥ A.4 mmol/L MgCL . 0. 2 mmol/L
dNTPs.0. 5 pmol/L F4,0. 5 pmol/L R4.0. 4 pmol/L £ Fl 44
#,1U DNA B4 W f QuantiMix Buffer B) B [z b 18 & W 45
A dJa OB AR B 20 pL. LNA TagqMan 56207 251+ : Tag
DNA AW #US 31 95 °C 10 min, 33 95 °C 15 s 1 66 °C 20
sy 3845 WAFIR . 755 RAG EF B LAl B BL L 43 A 4E 520,550,650
nm Wl E FREH YMDD, YVDD # YIDD 955 645 5. (2) LA
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B35 . BIRIE I 5E BT AR HEAT 965 5 E .
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QIAGEN 72y m)) o " & # b5 ol 8 AF AR (SOP) SR AT o il i
{#i ] ABI3100 [ 3 ¥ 1% ( Applied Biosystems 2 #@)) ik 47
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A~G 8 FhILH M (FLE M A.Z35717.X51970 . M57663 ; 5L [ I
B: D50521, X97851, M54923; 3 (K #I C. D23682, D50517,
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X75664.X75667; 3 P % F, AB036910,X75663,X69798; 3t [A
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BT 0. R AT ¢ M. L P<<0.05 HZERA
giitEE L,

2 % ES

520 L, 45 DNA #if 1 pL.10 X QuantiMix il A 2 2.1 WIS RHRIEASE WE 1.,
pL.4 mmol/L MgCl, ,0. 2 mmol/L dNTPs,0. 5 pmol/L F1,0.
F1 340 il CHB BEEAREE (T L)
WH AL B 7 cm D B/C i 437 1 P
PERICEB /40 16/0 104/8 136/12 36/8 20/0 2.29 0. 682
A () 38.0+14.2 42.04+15.5 45.0+17.4 39.0+12.7 35.0+18.2 1. 49 0. 828
HBV DNA 7K (lg TU/mL) 2.341.4 7.6+4.2 6.343.8 1.8+1.0 0.840.5 14. 30 0.006

2.2 FENPTUZER BT A 16 (4. 7%, FEH R B 112
(32, 9%), HE P T C 148 ] (43. 5%), J N B D 44 i
(12.9%) JEFE & B/C 20 (5. 9%)

2.3 YMDD %48 438 s, YMDD B PR 5 A8 32 ) J
R A 25.0% (4/16) s FEF M B 17. 8% (20/112) 3 F:H
B C 43.2%(64/148) s B & D 18. 2% (8/44) ; I H #I B/C
20.0%(4/20), WF 2, £FEFEEZ ) YVDD 78 5750 % (1) 2%
FEA G L (y* =14.703,P=0.005), 4 % [} YIDD 7%
SRR 2E 5 B Gt ¥ 3 X (" =21, 276, P=0. 001),
FPHM C By YMDD(YVDD, YIDD) %€ 78 %2 f% 5y » 5 3 Ath 5 A
B H . YVDD # YIDD 48 5 0 6 1 22 5 ¥ HA i it 22 X
(P<C0.05), BFFT B4k, B4k YVDD 78 5 2 (20. 0%0) L
YIDD(9. 4 %6) i » fH W % 78 57 KA 2 S R G2 B X (' =
2.25,P=0.690), I4h, YVDD 28 S5 ££ & L180M 78 5 (%
A A.B.C.D.B/C % YVDD %848 iy i 50533 g 4.12 .40,
8.4 HAR N L1SOM 78 il 4y 4.12,16.4.0),
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YMDD %748 [n( %) ]

FEHEB n
YVDD %45 YIDD %75 &if
A 16 4(25.0) 0€0.0) 4(25.0)
112 12(11.1) 8(7.4) 20(17.8)
C 148 10(26. 3) 24(15.8) 64(43.2)
D 44 8(18.2) 0€0.0) 8(18.2)
B/C 20 4(20.0) 0€0.0) 4(20.0)
At 340 68(20.0) 32(9.4) 100(29. 4)
3 it it

LAM Jy A8 I R B iZ 940 HBV 254, %2538 id
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(ALT) KB | B AR . HBeAg & A= 1ML 4% # o I 20 22997 345
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R S0 4875 i [ & YMDD 2845 07

AW AL & B 100 5] YMDD 5848, Horpr A S #Y 4 4], B
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SCH RO SR, Ak & M204V B4R 2248 (i HBV Ay T 25 1
8 M2041 € 48 /) HBV i 245 1 55 . 3% 5 18 A — >0l i 36 B
M204V Jpfal & 5 L18OM ff & i fF. X &5 48 % 7 LAM if
57 6 A~ F )5 IR IR B B, L RE TR YT B E] Y AE 4 L 58 AF AT RE T
. 2% w10, FE 8 B HBV %4 YVDD 25 5
B AR B R Y C g, T 2 2% SCIR LA J4RGE L R R B AB i C
5 LAM Mt 5% A M. (AFEZLHE A B /Y 2 Fh R RD Ba A1
Bj B # . kB Ba WA HBV it 25 28 25 B i 5 T By W A
. S CEIRIE £ HBV iy LAM it 25 28 B 58 vh &
PAEH A A B 2R m FAER A D, S5 k1214
L ARR S E R S HBV R P BUR A — &M, C
SR RIAE T AL R R B E T Oy LA B R A, R e C BE R Y
HBV (% Y B LN B HBV (5 5 & J8& k8 1k I I
PG, F HR I N L, B % LAM M P E M A b C
RUUF 3R 3 B 5 I PR 5 1 0 i g DDA oG . BRI A AT
HRIE P AL 5 C SEE A HBV [0 M ek B K, 5 A BF 5%
SERAAF . ATFIT & B, YMDD i 25 28 35 K Sy 29. 4% (100/
340) , Horh JE A C (28 A48 % 0 g g F H A SE AL, X T g 5
B H RN E (148 Flh g 12 BRI REEE
Ko AHBIFGE X G o OR HEBR A7 76 5B WA He R U8 FH 25 A 03X
Fsgm g5 R TTE . HAh AT REAEFE R E 7R LAM A

FEATT %k YMDD B[N %6 2, T MR C 2 9
HBV 5 5 % B i CHB JFFGE AL AU 40 M0, HBY 36 [ 1056 15
B 1RO 3% 3 AR R I

5 LT3k FUBV R0 5T 245 4 B )7 1 A A S
HBV i 2595 04 5 0 B 5006 47 B) 5 BV B3 # 10 1 05 36097
RIBUR 48 a4 3) T B BV B0 LSRR L
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