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[ Abstract] Objective To investigate the relationship between the ETV mutation loci and clinical
and its clinical significance. Method In our hospital clinical laboratory PCR room in between January
2013 and July 2013, the sequence of 18 cases of HBV polymerase ETV resistance loci (T184, S202 and/
or M250) mutations detected by PCR product direct sequencing method in patients with positive clinical
condition were analyzed, retrospectively. Results There were 7 (38.9%) cases among 18 cases of
patients with cirrhosis, 16 (88.9%) cases were a nucleoside (acid) drugs by patients, and largely in LAM
or LdT treatment failure after treated with single-agent sequential, part of the treatment of patients with
poor compliance. There were 12 patients for typical ETV resistance loci mutation, who with (L180M +
M204V) + T184A/L or S202G variations, 12 (66.7%) cases were detected T184 locus mutation while 6
(33.3%) cases were detected the S202 variation, and no M250 locus mutation were found. Six patients
was not typical of ETV resistance loci mutation, only check out T184 single locus mutation,These 6 cases
were treated without ETV. Conclusions Nucleoside (acid) drugs via treated patients with single-
agent sequential treatment, and patients with poor compliance is the main cause of ETV resistance occurs.
Born in L180M + ETV resistance in M204V variation on the basis of plus T184, S202 and/or M250 locus
mutation, but rare M250 variant, and positive does not represent a single T184 variant of ETV could
occasionally result in drug resistance.

[ Key words] Hepatitis B virus; Antiviral treatment; Entecavir; Virus variation; Drug resistance

DOI: 10.3877/cma.j.issn.1674-1358.2014. 02. 018
YEFF AL 100015 JB3T, AR R 2E I B AL nt Hhds B B 46 A
WIRE#: %I 7%, Email: chddt@]163.com



- 228 - Fp A S BN AR Y5 A4 R (L AR 20144E4 H #5845 %5214] Chin J Exp Clin Infect Dis (Electronic Edition), April 2014, Vol. 8, No. 2

BT (entecavir, ETV) S 114 k%
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i 24 B Bk, 4olz 56 [ R0 IR 9 9 7 O v o7 18 1k 20 L T
R ORPUR & L2 " BTV IHZ 50,
FO 24 35 B AF fv oK R %€ (lamivudine, LAM) i
25 LR B (M2041/V R L18OM A5 ), F
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M250] 48 5, A ey BCH A I IR & X ETV i
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ARFFTTRERIE T 2013 4F 1 H A 2013 457 H
AR R 5256 % PCR ‘48 H] PCR 74 1800 92
KM AR AT, 4493 4y, it &4 HBV £ il
77 %) ETV fiif 24 47 55 [T184. S202 Fl (uf) M250]
AR SERHPERRATL 18 4y, & 3.65%. 1l EE B &
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1. HBVILIE AR L ¥ FIHBV DNA 1A I -
HBsAg. HBsAb AL M A 25 0 55 5 HE B A A
ARCHITECT i2000SR 4= [H 3 4t 1% 73 B A % i £ 3k
FF Y . HBV DNAKTIIAY 85 0 2 [CA ) A+
ffJLight cycler 480JL R4 14 { . HBV DNAAG M
T H EERHEAEY AT, 2SR R R A
5% 10% # Jl/ml.

2. HBV DNARI#EE: KA “Mr-2 15 3 B
%7, MMiE200 pl, NE#EH200 pl (100 mmol/L
Tris-HCl, 2 mmol/LZ &I 418, 1% 1 ki iehn
FR4N, 2 mg/mlds FIEEK) , 56 Ci1k3 h, Jn400 ul
Wy /S0 R (25024 0 1) , EBIRAIG13 000
r/minZ 010 min (r =12 em) ; B R3S, oA
S AEE, —20 CYLE2 h, 13 000 r/mingZ50r10
min, FF FiEWG 75% P04 OEEEVE, EAHT,
DUEPHE 120 pl TEZZ PP, —20°CLRA -

3. 5] 4 % i K& PCR Y™ 4. = M STk &

Xt sl o kAT 5O PCR Y B, A 51
3 BP1 (5'-CTGCTGGTGGCTCCAGTT-3")
il BP2 (5'-CAATACCACATCATCCAT-3")
H A BEK B b 1410 bp {7 T K% 1 18 )5 %1 (1
2829 ~ 1017 fi. Al 51 % 4 b JiF 51 %) NS1:
5-TTCTIGGGAACAAGAGCTAC-3'. F Wf 5|1 ¥
NS2: 5-GCAAACCCCAAAAGAGCCACAAT-3',
nt 836-819, &5 1 /X PCR X N4k F: 94 CH#H A5 5
min, 98 ‘CAZPE10s, 50 ‘CiE-k 15s, 72 CHEfH 30 s,
30 MEER 72 CHEM S mine [ V45 o5 B 7 pl B
i EAT S 2 IR PCR 48, N4 K: 95 CHUS
# 15 min, 94 ‘CA5PE20's, 52 ‘CiEk20s, 72 C
FEMH 20s, 30 AMEFA 72 CZEfH 10 min, 3 PCR
SN EERE, LL10 g/L BUARBHEEIR f ik, 1 4ka
2174 800 bp, N FRAFHF et 25T, WX PCR 74
T4k, & H.
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5 B b = 2 A T .
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AT 18 ] e vh 10 651 8 Sk, 8 4k &
PE; 741 (38.9%) FE W AL, o 3 4
MBI Mg 4 6155 HBeAg M1, 0
A, LA A ) HBeAg 344 BH %

MR BRI i el LUE t, 18 il i i Ay
16 1 (88.9%) MiZiF (IR) KWa Lk, Hh
114 (61.1%) J LAM & &, 341 (16.7%)
S 8% b9k 58 (telbivudine, LAT) £034 Hi %, 2 {4
(11.1%) & Ff 7 45 45 B (adefovir dipivoxil,
ADV) £G4, Hod 9 BIEEEFE LAM 5 LdT ¥4
J7 W R BB 2 P BEIR T, 5 91 /E LAM B LdT
it 24 )5 BB ETV 0.5 mg/d BAZ5AYT7 . 4 4 4] iR
FEEAERIT RN, IO R IR Y, A AT
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A PR ETV o
5w om L HBeAg  WEAEHZi% M2t ) L180  M204  TI84  S202 M250  HAEAYT
1 o 62 EEER - LAM—ADV—ETV (0.5 mg/d) 6 4 M \% G ETV + ADV
2 535 EIE% oy INFHLAM+ADV— {52 KM ETV A LAM + ADV
3 o5l EJTFEHC / — LAM KR ETV \% I LAM +ADV

- B LAM (M%) SLAMFADV—S
4 ¥ 49 ML % —ETV (1.0 mg/d) 4 4F M \% L ETV +ADV
5 o6l Tk — LAM KR ETV L LAM +ADV
6 W51 JiFEEfL + LAM—ETV (0.5 mg/d) 34 M A L ETV + ADV
7 & 57 JHiEfk + o KR ETV A ETV
8 7 48 g+ ETV (0.5mg/d) (a2 44F M v G ADV
9 Hooo47 EMERR + INF+LAM—ETV (0.5 mg/d) 4 4F M \Y% G ETV + ADV
10 % 31 @R+ LAM—ADV—ETV (0.5 mg/d) 44F M A% G ETV +ADV
1 5 49 fEEERR + LAM—ETV (0.5 mg/d) 34 M \Y A ETV + ADV
12 & 64 MBEEHE + LAM—ADV—INF—ETV(0.5 mg/d) 2.5 4f. M \Y L ETV + ADV
13 & 38  MeHHER o+ LAM—ADV—ETV (M1 1 4E M \ G ETV+ADV
14 5 48  fBEEEHE + LdT—ETV (0.5 mg/d) 54 M v A ETV+ADV
15 4 41 fEHNE o+ LAT—ETV (0.5 mg/d) 34 M \Y L ETV+ADV
16 4 34 MEPHE + LdT KR ETV A LdT+ADV
17 % 20 MBPEHR + ADV KR ETV A ETV
18 & 32 MgrHR o+ ADV Kt ETV A ETV

H: LAM: HKKE;
525, Wk 1.
SN 1Y EZ5Y VAN R el
18 15 £ R 246 A ORI DL 1, g5 R,
18 15 i Ag 12 5] (66.7%) Kyl T184 o7 A
S, 7404 TI84A A 5, 5424 T184L 4% 55 6 i
(33.3%) A&l S202 48 5, e 1 424 S2021,
HR¥N S202G; AT 2 M250 £i7 5 A8 5o Uk
B} T184 F1 S202 & B - 5 i 24 AH S 1 Jge o LA 5
755
12 11 5% g BUTR () BTV i 25 67 55 A8 5, K
(L180M + M204V) + T184A/L ik S202G 7% %,
XL BRI R _E AR R i 25K B, 1L HBV
DNA S LLIATT (B A R #8> 1 log,, #% UL /mi1”™,
o 11 BIER ETV 3897 1 ~ 6 4E (PS4 42
Ja KA 25, A1 BB E R ik ETV @97, 18
K LAM i 24 5 46 21 g R (¥ ETV i 25 1448 57
6 1] e W AN ETV I 2547 5548 5, Hrp 5 451
) TI184A A5, 145124 T184L A&, Jo 1 BA il 2
S202 7 fi AR S, XML BB R Y R IR ETV iR
I o
7 B0 8 H L ETV 3697 16 8 5 R 1) T184
B S202 SNl iaky 100 A A 2
12451 3 R Y ET Vi 25 47 5 78 ¢ 58 A 9 4
BELTN 2GR HETV + ADVECS YT, Hrh741
HBV DNA F 2K FA00 R R 2490 85 KR IT 9%
FH 1) 853 73 R FHILAM + ADVIEA 7397 BLADV HL2Y
1B97, JLHBV DNAYAE FEFEMR TA M FBR .
191 5 35 BEAE IR LAMIG YT, IRIIA YT MM PE 22 S 8
iy 24, SUHLAM + ADVEEAGYT 34 )5 HELADVAH

ADV: PifEsgils; ETV: BUS-REF: INF: 4i%; LdT: HlLRE

RMEE R E, Mg MUK &, B RES, SOH
ETV 1.0 mg/difyy, {HAEE RKAEETVIZy, Hil
kSR HETVIRTY, BFEhREIES , HBV DNA K
5.34 x 10*% l/ml.

6 A HL Y FIET VI 2547 m3 A48 S (1) 55 35 vh A 2451
JADVEE, NADV 2557 AL AT i 25407 5
PRI, AT EIADVI 2547 s 19748 5, i ks 1)
TI84Af: A 5, MHETVAYY 5, HBV DNAYY
FEEFI< 50042 Ul/ml. 10 EE WA (R K2
YIVIG B, AERIT AT R R AR, A
T184AZA R, {HLFRETVIAYY, 6 HJFHBV DNA
< 50095 Dl/ml. 140 5535 BEAE T4 32697 R ML, o
HILAM + ADVYJAJ7 JiHBV DNA R3] < 500
# Ul/ml, (HE A1T152, FEHBV DNA K,
R 22 7 51, RILT184ALT mi A 5, TRk
LAM + ADVif¥7, HBV DNAFRR T [ 2K T4
TR, 1 B IR H LAMYA T 24F IS i 24, Akl
FIM204I/VHIL18OMAL 5, Fll 2| T184L7A% 5, 8/
H G #F HBV DNA << 500%% Dl/ml. 14 4 IR H
LdTy597104~ H, HBV DNA{}> 1 x 10*#% Jl/ml,
Rl EE P8, KINT184AZ: 5, M ADVEES G
7 JFHBV DNA << 5004 Il /ml.
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HBV K QL) FE ), HANRSG A, T8, A
RN BN DA . B, T ix ez R
eI bR & Y 28 995 25 (1 3L A0 T & 2R 0k DNA Ceee
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DNA) WA, 4525 5 2 W B s 30,
ST EHBV DNA J i, Kk, FTEKWW®KIT. m
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XF HBV A 5 K (3], FL 24 1) & A4 Rk, X
B (R RZWHa BEmIT 5 4 BRI A i
20 R AR 1.2%" A, T4 ki T PCR
FEY E W PR IR L) 2 M, ETV i 2y
A AR S P R Y, IR0 ey A AR S 5 1l
PRARIE I 96 2 B FL I AR 78 SCmT LARE Gy M ¥ 3 IR PR VR
7o

AR, ETV I 25467 5 B 1 5 88.9%
MR () Koeeisihid, W 22 LAM
FLAT &4 . RO LS 0 4, M204 47
R LAM R LdT 3% W P i 25 BE R 25 40 1 24 (1)
T AR AT A, M204 47 5 AR R AR R A A
PEL18OM A5 55 1, HEIX P AN A8 5 (1 S iy b 7
L — /N ETV BT 2547 55 [T184. S202 F1 (5)
M2507 4% 55 U R4 R T BT IR S X ETV i 2.
T A SCHEST 14 4 LAM 85, LdT &8 g b 47 9
BITE 25 Ja a4 T 32y SRy, Bk, 55 33
A eSS O 3

AT 38.9% (7/18) ETV i 2447 1 [ 42k [ i
Fot O R AL B, JLrp 4 ) 5B R AR AR 8
M ETV 3097, 1BEHER T () KA
¥IVa, AEHRIIHE ETV i 2507 S AR 5. X n AE A
TN FFFATAL B8 LRrS PRI R B3 R N (1) HBV HE
PR g ", WS RAREAL R, EEE
BAEVRIT R AT 0 Zaie Za s d ik 1 R,
OB R B H AR () SRRy T I F
I, B A T e T 2 B B 1 25 ) s WD AR B
1697, LR 88 e R AR 2. 54, 1097 N2,
() Dy AN A e 2, B AT 45 2t T 3 2 A
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Baldick 25 " W57 Bon, MK ETV i} 25 K
Z 15 M204V iy 25 3 R 5848 1 6 Al bR Az, IR/DAE
M2041 FE K SEAFHELLIL At Rk 2E . X S A 5T 45 31
AL AWFIT A, WAL BTV i 24547 5548 5 447
7E L180M + M204V A8 5, ARAL 2| M2041 4% 5
X BE A O M2041 SAZKRATI PR B 16 ETV i
FIRBURNE o M2041 A5 2 LdT i 25 (1) - EA F B R .
{HARWFS 2 ) LAT 236 B EAE 751 ETV AT )5
KA BTV i 2y, I M204 47 55142 7 M204V,
1M 4E M2041. HHLH 5 LAM fif 25 J5 & 42 1) ETV
Mif Z5 M4l #F LAM 2834 & 3% 1 M2041 58 4% 5

UL, vk & L180M + M204V 5845, i ETV i} 24
HIJE DL L18OM + M204V ZA% 5 46 6hf 44, At
SIFAE U HE, AE BTV i 24 5828 5 1 F o Al g
TAAE A M2041 %78 [a] L18OM + M204V 377 i 4
kB e AHFIEH T184 1 S202 2 B K 3 i 24
AR ) d5e 8 DLAR 547 05, 1 M250 A7 i AR S/ DL
Mukaide 2 " A %, L180M + M204V A% 7 1] [ i
e T184 7 fiEl S202G (NS 1tS202C) FAE NI
AT HBV 5 ETV &6 X MG, WhT ETV
LR S g a ), 51K BTV IRI7 R O # 2%
M OGN 2R, SAMEIEE R 3.

PLAE S8R 57 Hh 3 R I, LAM KIHIR 7T 24
B E e S TG BTV i 2547 S 584, K
ZAE T184 {7 S e, 1M S202G /b L, IX SEFE[A]
R GRAR TG XA AR SN S5 I A 7m0 ETV (1) 5
i 2yt B AT, 6 Bk A ETV i6
JPIR AR 2] T184 A8 5, DL T184A A&k &,
JC AR 2] S202 47 fiR 5. 6 Bl i A 3 B
H ETV 697, Ui RIFMPTmesr . xid—92
UESE TANAT T184 A7 i 2% 7 1R i FEARR AR N 1)
HBV *f ETV j72EM 24, {5l k#t ETV 097, {HH
THLEEI AR, X I e B o K YR I 1T 25 F
TCVERAGE o

5 [ERBRIN 1) LT % R @i, ETV fif
24 e A sl0hD 4R 5 - (tenofovir disoproxil,
TDF) 647, tn] LA TDF FUE i fths (1) 52 5 il
A7 e {HHT TDF K& Truvada YA AR [E 17,
Rk, BE (BB RBRIEEY &2, 4
I % 85/ ETV N 25 )5 NMiZ A ADV &0
F7 U REFAUABAESE, ETV i 251 £ il ADV
BEEVATT A2, 77.8% (7/9) [RHRE XS T Ik
C N BT AL K A LAM + ADV., ETV 1.0
mg/d BT T ADV HL25 307 A REA S b | HBV
Sl

B2, AU AESE, ETV 252 kAL
MAE (R Rk s, BEMNBIT KM
7 RV 2 e 16 $F 5 25 5 B1IR 97 2 ETV fiif 25 K A2 (1)
FEEJA N . LR 58 R Ak B A VR T T ] g D
Sk HE R 5 25 R v BOCTIUAF T 24 3 BE AR, SE S 5 K
2. BTV i 25— 7E 476 L180M + M204V 7%
SRR LR R T184, S202 F1 (HE) M250 fif
MRS, H M250 7 5 S0 Lo A T184 47 55
A5 IR R IEARERAR N (W HBV X ETV 7L 24,
TR ETV ¥97 , (HIL KT RcE Fr it — 2D M %2
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