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Clinical outcome and impact factors of HBV-related patients’ relapse after nucleo-

side/nucleotide analogues withdrawal
Yuan Jing, Zhang Changjiang, Zhu Yan, Wang Xiaohong (Institute of Infectious Diseases, Southwest Hospital, Chongqing Key
Laboratory of Infectious Diseases Research, Third Military Medical University, Chongqing, 400038, China)

[ Abstract | Objective To investigate the clinical characteristics and outcome of hepatitis B virus
(HBV ) -related patients’ relapse after nucleoside/nucleotide analogues ( NAs) withdrawal and its impact
factors. Methods The clinical data of HBV-related inpatients of Southwest Hospital in 2011 were retrospec-
tively analyzed. The patients who meet the following criteria; 18 to 65 years old, took NAs more than 6 months
before withdrawal and admitted patients due to disease onset after NAs withdrawal were recruited, with 152
cases in total. The recovery and exacerbation rate, duration of treatment of prior NAs, time of drug withdrawal
to illness onset, time of illness onset to admission, and parameters of serological, biochemical and virological
tests after admission were studied. Results In the patients, 98% withdrew on their own purposes and 82.2%
(125/152) recovered and were discharged from hospital, while 17.8% (27/152) were exacerbated, including
two dead cases. 17.8% of the patients had liver disease-related complications. 69. 1% took NAs for 1 to 3
years before withdrawal. The median time of drug withdrawal to illness onset was 6 months. 74.3% of the
patients relapsed within one year after NAs withdrawal. The ALT level in all patients showed a decrease trend
after admission, whereas TBIL and PT levels showed parallel changes in each group: two patterns in the
recovery group, a steady-then-descending pattern and a progressively-descending pattern, and a progressively-
elevating pattern in the exacerbated group. Diagnosed severe hepatitis on admission, shorter time of drug
withdrawal to illness onset and higher TBIL level, and prolonged PT were negatively correlated with clinical
outcome (P <0.05). NAs category, HBeAg state and rebounded HBV DNA level were not significantly
relevant to clinical outcome (P >0.05). Conclusion About 1/5 of HBV-related inpatients relapsed after NAs
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withdrawal have poor clinical outcome. The dynamic changes of TBIL and PT level have some particular

patterns, and may be used to predict the clinical outcome. Shorter time of NAs withdrawal to illness onset

indicates worse clinical outcome.
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K] SPSS 18. 0 A4 43 A 8CHiE , X 1 H B9 kE LU R (i 4y
L) 2w, 4R LEECR R 5 K30, W AF 6 IR A A TR SRR
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K6 5 X T A 5 i K 237647 Logistic [1J443#7 ( Backward : LR) .
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152 {5 F8 3% 58 o 137 51(90. 1% ) , 4F 5 (39.8 £9.9) %,
e BURFHPEE H 88 1 (57.9% ), & AN HBV DNA ¥j{H Ny
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Yoy 6(1~96)1 A, 2% A Alfh LAM {5255 % 41 \ADV {52552
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(1~42).6.5 (5~38).4(1~36).5.5(1~60)"H. féﬁj):
| AR AL E B A KR 50% 91. 7% 85. 7% 15% 85% ,
ETV 4 (n=14)#1 LDT 4 (n = 12)%@]?&&’“*ﬁﬁﬂ‘ﬁ%l‘f
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REH(n=40)3 4 1| NG KRIATHM LI, LAM 4 'ﬁ
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2.1.4 EIEEIEZE ABERTA i1 K AE = ABER RS- R
15(2 ~180)d, CSH £H -2k 19(3 ~180)d,LC 2H Ny 15(4 ~
180)d,CHB ZH/ 15(2 ~150) d. W5 H B4l F 4 H 15(2 ~
180) d, JEAk i B gl -3k 15(3 ~60)d, CSH.LC 1 CHB 4 /4]
AT EL3E B T 1 e R AL B PR A 3R 25 R R G i 2

F£1 152 Gl EEHNELFE

2.2 i’f%#ﬂﬁ‘ﬁ] LR
BE TR R A E R 16.8(1 ~117) d, LIS 5%
9434 WEEA B 5 ALT TBIL F1 PT (4 3h 7%
AT ALT 7545 20 34 52 F P g %5 TBIL #1 PT 7845 40 2 17K
AR GFEE A IR — ORI A R R T, ) — RO
AT T B 5 WAl B0 T A A2 B — PP = 19 2 R A M T
o U2 TBIL 1 PT 3K UE(E AL A ABE 1(1 ~47)d,
2.3 FREREFE
AR GERL R 27 B (17. 8% ) % A2 BFWE MR S B 9F o , v
19 i (70. 4% ) Ay 12 1 8 AU 2, B0 JEME AT R
IR . ZHCGRHE (22 B) R & Az 20090 AH G 1 3 &
AR S B AE 1 FOT R AE (4 )& AR BB A1 & A Ak
HHm) .

R HZE LR 2, i

, 8 491(29.6% ) Ny

S B Eﬂ?/\éﬂﬁ&% LAI\_/I ADY ET\i LDT_ %Z’Z]}ﬁjf}i}(
(n=152) (n=50) (n=36) (n=14) (n=12) SIATT (n =40)
AR () 39.8+9.9 39.9 £9.1 40.2 +12.5 38.0+7.5 39.3+9.8 40.1+9.6
(1, % ) 137 (90.1%) 47(%.0% ) 30(83.3% ) 14(100.0% ) 10(83.3%) 36(90.0% )
(FEHPEOREITR(A)  19.5(6 ~102) 16.5(6 ~72) 18.0(6 ~58) 18.0(9 ~36) 12.0(6 ~46) 35.5(12 ~102)
(TG RVEERRI () 6.0(1 ~96) 14.5(1 ~96) 2.5(1~42) 6.5 (5~38) 4.0(1 ~36) 5.5(1 ~60)
S RAE R ARSI () 15(2 ~180) 15(3 ~90) 15(2 ~ 180) 15(3 ~35) 16(7 ~60) 15(5 ~ 180)
TBIL( pwmol /L) 70.2(6.1 ~764.8) 100.9(11.0 ~632.7) 68.4(7.5~764.8)  55.4(11.9~664.6)  71.2(34.4~451.0)  59.2(6.1~492.5)
ALT( TU/L) 529.5(19 ~2574)  410(36 ~1819) 536(46 ~ 1705) 659(48 ~2574) 666.4(111 ~2101)  448(19 ~1893)
PT(s) 15.0(9.2~63.3)  15.7(9.7 ~48.9) 15.7(9.2 ~63.3) 14.7(11.5 ~34.6) 15.8(10.6 ~25.6) 13.8(10.1 ~27.8)
HBVDNA (log,o IU/mL ) 6.22 £1.51 6.14 +1.56 6.20 +1.40 5.89 +1.91 6.72 +0.66 6.31£1.58
HbeAg + (f4,% ) 88(57.9% ) 29(32.9%) 18(20.5% ) 8(9.1%) 10(11.4%) 23(26.1%)
CSH(f3i],% ) 31(20.4% ) 11(35.5%) 10(32.3%) 4(12.9%) 2(6.4%) 4(12.9%)
LC (f,%) 60(39.5% ) 21(35.0%) 10(16.7% ) 3(5.0%) 4(6.7%) 22(36.6% )
CHB(f],% ) 61(40.1%) 18(29.5% ) 16(26.2% ) 7(11.5%) 6(9.8%) 14(23.0%)
SIS 1.LAM n =21 1.ADV n=5 1.ETV n=12 1.LDT n=3 1.ADV n=1
2.ETV n=5 2.ETV n=6 2.LAM n=1 2.ADV n=1 2.ETV n=8
3.ADV n=1 3.LAM n =5 3.LAM+ADV n=1 3.ETV n=2 3.LAM n =4
4.LAM +ADV n =21 4.LDT n=2 4.LAM n=3 4.LDT n=1
5. (46 NAs)n =2 5. LAM + ADV n=16 5.LDT+ADV n=1 5.LAM+ADV n=18
6.ETV +ADV n=1 6.LAM +ADV n=2 6.ETV +ADV n=6
7.LDT +ADV n=1 7.LDT +ADV n=1
8. JE(FELafIRHH NAs)n =1
R2 FRBEEITFESEL/FETHEE TBIL ALT F1 PT EHHET
] TBIL( wmol/L) ALT(U/L)
ABEiZ Wi 15 — — - - - Yy
S il {E thBEfE LA ) fE Hh e fE
T AR 2 itk 226.83 (32.7 ~451.5) 245.44 (26.9 ~574.9) 103.11 (36.1~227.6) 264 (76 ~1219) 64 (19 ~240) 43 (12 ~207)
WAR/BETS 392.15(66.3 ~764.8) 456.02 (108.1~961.2569.21 (108.1~1057.5) 177.5 (48 ~2264) 114 (24 ~455) 75 (13 ~271)
ZFHFREAL fiptik 89.7 (12.3~455.0)  87.4 (15.5~499.7) 42.6 (11.5~474.0) 344 (19 ~1893) 78.5 (21 ~571) 50.5 (3 ~368)
WA/BET 179.1 (69.7 ~492.5) 462.4 (190.9 ~664.2)  472.78 +272.15 238 (51 ~1733) 110 (45 ~526) 65 (19 ~401)
1B 2 lipkk 39 (6.1 ~269.2) 29.2 (6.6 ~339.5) 20.9 (6.5~76.9) 725 (21 ~2574) 192 (43 ~682) 79.5 (18 ~380)
BRI I Pres)
* ‘ Sff s B
e TR 2 itk 22.1(20.5~39.9)  20.2 (13.2~29.9) 17 (11.9 ~21.6)
AL/ BET 26.25 +10.44 27.87 +5.11 34.62 £11.73
Z NPT b 15.5+2.3 14.9+3.4 13.79 £2.30
A/ BET 18.3+1.9 22.7£5.3 23.5+9.0
18k 2T i3 12.9 2.1 12.2+2.1 11.9+1.4
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Vi~ RRAL) A
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152 {5 28 5 0 e B 82. 2% (125/152) G971 A~ H JE 2
5 BE 67.76% (103/152) , Wi H & B 556 Hi B 78. 3%
(119/152) . fRiEAkEEA i BE 25 4, 38T 2 4], B fb/FET- 5
17.8% (27/152) , ABeJa 1 A W B EAb/%E 1= 13. 8%
(21/152) 2 A H G BiEAL/FET- 16. 4% (25/152) .
2.5 ®wmiHERAEE
2.5.1 HRERFEST BHEM AT R JFE LA CHB
5% R 435 35. 5% 88.3% .100% ,3 2 [a] K 1 P LL 4% 22
FYEGITFEREL(P<0.05), H ETVAEAERH(n=14)F
LDT {52552 % 20 (n = 12) o R D R X Hoif AT Ge 12 3 4
FOGF LAM {5252 K 4 (n =50) (ADV {52555 & 4 (n =36 ) FIH
27 I A IR I 2 NAs Z 2553 K40 (n =40) 3 A G IRF;
VASEAT LB, TG 25 57 (P > 0.05) e TS FH 4 88 ] #
e BURBIM: 64 1] B F 4754 B 430k 80. 7% (84. 4% , Wi
Hig 2 R G (P >0.05) , WK 3,

®3 BHABEFRFTEFREALE [41(%)]

n g X2 P{H
Tt TR 2 P4 31 11(35.5)  54.765 0
LA L 60 53(88.3)
TP AP 61 61(100)
LAM {5255 &4 50 42(84) 0.808 0.668
ADV {525 kA 36 28(77.8)
A R KL 40 34(85)
HBeAg( +) 88 71(80.7)  0.346 0.556
HBeAg( -) 64 54(84.4)

2.5.2  Logistic ZJC Bl H 431 BRI AR RS e PLFR A
A TCHFEAL RO B 2 WA 2 R EDOR BT R F 2 B
15 K AERTIE] e A 2 A BERT E] .42 & if HBV DNA (PT ALT,
TBIL B A1 55 K 47 Logistic 2347, 45 R /R 45 25 £ 9%
s S ) 22 PT I TBIL, (8 IG JRA% 047 B0,
FAZR(P<0.05), Backward LR [BlIH45 R 0.3 4,

F4 FmIGEHKREAEZEM Logistic & T E T2 H7
95% & 5 X 7]
TR LR

R bRER SitE PE ORMH

ii{%ﬁ%k 0.122  0.034 12.560 0.000 1.129 1.056  1.208
PT(s) -0.365 0.097 14.205 0.000 0.694 0.574  0.839
TBIL( wmol/L)-0.008  0.003  7.062 0.008 0.992 0.986  0.998
HBVDNA 0.544  0.296  3.377 0.066 1.723 0.964 3.078
HBeAg k% -1.459 0.932  2.450 0.118 0.232 0.037 1.445
W 7.729  2.072 13.912  0.0002272.790

3 i

NAs HLLIFIRTER YT 7 58 M I R 2 1= SR I 114
— R KM NAs H B 245 Bow i 2k 1L
WG A B AEET ™ Hm BRI T X 2
AIRNBORTT T 5 . HATC T A RIXBNA YT Rmi 5
FHYTR T 25 B0 52 R 2 — A>T B R, (HA S
P A FILHE K VR A e R 5 il A AT B

RAF B 98% g AAT1E2. 69. 1% & 1
M) NAs 258 1 ~3 4FJR 52y (525 Ja s PR A A
f LN TR] SRy 2 4, 74, 3% BE TR 2 | AE N &R
1511 NAs 259l R A2 % J8 5 B AL/ S0 TR 1K 17. 8%,
PR 5= NAs 25 B0 1% 52 K2 S D) G A )
AR ] NAs 259 6 4 A AN A1 78 il i85
AR 22 ], o ECBAR/FE T Y 81, 5% o $an
NAs 259 )5 5 W N i 3 o e A 3o , vl g 55 5 24
(ISP EAT e, Marinos %51 S BT (R ) 25U
2R RITIN , REE R N S B T 94k L2 200 1Y B 2 10 25
AR, SCRE EA WL LU SRS 2 R i &
J AR PR I8 25 o 22 PR R A 4 2Rt TR 52 L
Mo P2 U= 5 6 A LIN I % )
WLE 1 LA BE L B S BT RO S IR T

A AT BE R P L[] 16. 8 d, K A JTF AH
REFEIAEA MK HEIESE PRI | B DIREA 42 1K
PIE AL T £ i, G P e A SRR e 8 O IR o
18.4% , YR 5 15. 1% , 2 KA TR UG5
WAL, CHB L JCIF R AE R AR . A TEAE B
WME] ALT ¥ 52 R [ #a 4, TBIL A PT 75 4% 455 5 0
o/ FETH AT UK, S 2 B B P P o — P
PIFRRE G TR # AT VE N e, B AL/ sE T2
P—FpRE S W AT PR T R BN L R
TBIL 1 PT 2 2572 o n] BE T HLlfk R L U7

BEA, NAs 45 25 52 e S8 Wi PR A U )2 0 DR 38
B RBEEE IR NAs F02 HBeAg IR 25 S 2 3 HBVD-
NA JKF-x 8 i PR % VAR DL, {2 ADV {52552
KA IR S KN 8] S 2.5 A A BCH A NAs &2
RWTREL, ATRES ADV FUR#EAE IS A5G, AWT5E4s
A HBeAg JRAAREH W sl B A% H (R ) 2RI 152
SR BB FE A

BN, SRS AT (IR UM 5 25 2 A 1)
FERE R E HIE 1/5 s AL LT i Be, TBIL &5 PT
B ASAE A — s R, w] 000 FL I PR A% U, 4524 2=
o 1 52 I B A L e PR DA B2 . AP R SRR
KRR TR RE 25 W) B L A AN AR R, DX D H AR
15225 52 e OB PRI 5 25 W) 1R B % v JC 48— M
GG RV REA — BN . 73 SMASHIT S rp B
ATV LG I 15 24 52 K AL {91 AR o A5/ o x
PTG T BT EEA: NAs Ji B9 24k, PR ot
TR R S PR TR BE 25 W 6 L CHRR Y T Y
KAV 7 RORITRS 245 [] R {ELATH I PR O T
S 3k
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