HBV DNA S #2022 P
N E 5L B AR T e
PUR B VE 9T 15 24 1) [R) o BF 22 7 52 M

ZHA, A R, ERSET N BRI (LHRER T AL Yum BE e A RE, b HEHE 056002, 2. HRHET 25
DU BE dr=Rt, 4k HEHE 056200, 3.HEHETT S8 —Bfe Wr=Fft, ik #EHE 056001 )

b

THE: BH WIHEIRP I BT %75 (hepatitis B virus, HBV) DNARERZAIEFH E LIRS 1R
35 MERKEE (tenofovir disoproxil fumarate, TDF) U 8767715 2 [A] X628 B 20 S A5 24 )5 TH &R
A (alanine aminotransferase, ALT) FHE IR E . F53% EH20164E1 H 2201841 H HE#E %
LI B= B S0iA FR3 5061 I 4R Hh S s HBY DNAZE Z AR FEN R, I 221035 T4 iR24 ~ 28 A TF 46 1
ARTDF. #4832 E A NAA (16065])) FIBAL (19041 , Hrh AL M 24 RANEZ,, B4 MG fE4~12
JtEd). A ) LA JE Y TR 100 TU Z T Bk AN10 pg s 20 RE 2 CHHARRT . HAELAS AN
WA o WIRMAZEITHT. AN 1525408, 8 K12 HBYV DNAZ & KALT/KF;
PR ) L7 a2 A AT AHBVRRW 2 . ARYEIS 258 AT ALT/K T, H451a 5 NALTH =4 (>
45 U/L, 60f1) FIALTIEWR4L (< 45 U/L, 290%1) , RHLogisticZ K& [E1A /3 Hrikit 22815 248 J5
ALTTHRMfERIR R . 45R 3970, AZURBZAIZ2A1EHBY DNARE] (7.45+1.38) Ig IU/mlvs (7.51 +
1.42) 1g IUmIZERLGH#E N (1=0399, P=0.690) ; {=z4if, AZIMEHBY DNAZE R E5 TBAH
[ (437£0.65) lgIU/mlvs (2.81 £042) Ig IUml], ZRAGiHE (1=27052, P <0.001) ; {H{FZ
JE4JE[ (532+0.78) IglUmlvs (525+0.71) IglUmI]. 8fH[ (625+096) lgIU/mlvs (621+0.92) Ig IU/mI]F
12/ (7.33 £1.27) 1g IU/ml vs (7.29 = 1.23) 1g IU/ml], FZZEMIEHBY DNAZ RG24 X
(P¥)>0.05) . AZHLFIBAHZITIGITRI] (28.29+5.71) U/Lvs (28.72+6.04) U/L]. {525 (28.05+
6.13) U/L vs (28.78 +5.78) U/L]. 5254/ (105.92 + 28.34) U/L vs (103.35 £ 27.58) U/L]. 8/
[ (63.36+18.82) U/L vs (64.11 = 18.35) U/LJFII2JE[ (30.31 +5.38) U/L vs (29.99 + 5.93) U/L]IfL
WHWALT/KFZRH LG5 E L (PH> 0.05) . AAFBABA LA G 24 HHBVEE % Th 243 5
N96.88% (155/160) F197.37% (185/190) , ZERELHEE X (F =2.698, P=0.100) ; FHALHE
JLH A B 74N H HBVEE BT L D) 2643 5115498.75% (158/160) F199.47% (189/190) , ZERFL4iitiE X
(P=0.464) . ZH&KLogisticBlA5HTRM, BT RFRE. LLAFLINHBV DNAZ R 2 41H
122588 JE ALTTF & IS G % (OR = 1.235, 95%CI: 1.074~1.896, P =0.018; OR = 1.724,
95%CI: 1.358~2.265, P=0.008; OR=1.892, 95%CI: 1.432~2.492, P=0.004) . £t HBV DNA
o 3 A A B O P W S FH TDF B & 32 9 30 o 2 v 6 R P ITHB V BESEAL 3, 459 24 B () 0 B B i B 5
WK, (F2 )= HALT At R B m R I, HAaR N =R QBT RNFE . B4 MF 2T HBY
DNA# & .
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Abstract: Objective To investigate the effects of tenofovir disoproxil fumarate (TDF) antiviral withdrawal
timepoints on maternal and child health and factors affecting the increase of alanine aminotransferase (ALT)
after withdrawal 8 weeks in pregnant women with high hepatitis B virus (HBV) DNA load in the middle and
late pregnancy. Methods A total of 350 pregnant women with high HBV DNA load in the middle and late
pregnancy who were admitted to Handan Infectious Disease Hospital from January 2016 to January 2018
were selected. At the 24th~28th week of gestation, TDF was administered orally to all pregnant women. The
subjects were divided into group A (160 cases) and group B (190 cases) according to the individual wishes,
pregnant women in group A stopped taking drugs on the day of delivery and those in group B stopped taking
drugs 4~12 weeks after delivery. All the newborns were given 100 IU hepatitis B immunoglobulin and 10 pg
recombinant yeast hepatitis B vaccine (at birth, 1 month and 6 months after birth). HBV DNA load and ALT
level were compared between the two groups before treatment, at withdrawal time, at 4 weeks, 8 weeks and
12 weeks after withdrawal. The successful rate of HBV blocking in newborns of the two groups at 2 months
and 7 months were compared. According to the levels of ALT at 8 weeks after withdrawal, the pregnant women
were divided into ALT elevated group (> 45 U/L, 60 cases) and ALT normal group (< 45 U/L, 290 cases),
multivariate Logistic regression analysis was used to analyze the risk factors of increased ALT in pregnant
women at 8 weeks after withdrawal. Results Before treatment, there was no significant difference in serum HBV
DNA load between patients in group A and group B [(7.45 £ 1.38) 1g [U/ml vs (7.51 + 1.42) 1g IU/ml; ¢t = 0.399,
P =0.690]. At the time of withdrawal, the serum HBV DNA load of pregnant women in group A was higher than
that in group B [(4.37 £ 0.65) 1g IU/ml vs (2.81 £ 0.42) 1g IU/ml], the difference was statistically significant
(t=27.052, P < 0.001). However, there was no significant differences in serum HBV DNA load between
patients in group A and group B at 4 weeks [(5.32 + 0.78) 1g IU/ml vs (5.25 £ 0.71) 1g IU/ml], 8 weeks [(6.25 = 0.96)
lg TU/ml vs (6.21 + 0.92) Ig IU/ml] and 12 weeks [(7.33 & 1.27) g [U/ml vs (7.29 + 1.23) lg IU/ml] after withdrawal
(all P > 0.05). There were no significant differences in serum ALT levels between patients in group A and group
B before treatment [(28.29 £ 5.71) U/L vs (28.72 + 6.04) U/L], at the time of withdrawal [(28.05 + 6.13) U/L vs
(28.78 £5.78) U/L], at 4 weeks [(105.92 +28.34) U/L vs (103.35 + 27.58) U/L], 8 weeks [(63.36 + 18.82) U/L
vs (64.11 +18.35) U/L] and 12 weeks [(30.31 = 5.38) U/L vs (29.99 + 5.93) U/L] after withdrawal (all P >
0.05). At the second month after delivery, the successful rates of HBV blocking in group A and group B were
96.88% (155/160) and 97.37% (185/190), respectively, there was no statistically significant difference (* =
2.698, P =0.100). An the seventh month after delivery, the successful rates of HBV blocking in group A and
B were 98.75% (158/160) and 99.47% (189/190), respectively, there was no statistically significant difference
(P =0.464). Multivariate Logistic regression analysis showed that the duration of hepatitis B, HBV DNA load
on baseline and at withdrawal were the independent risk factors for ALT elevation at 8 weeks after withdrawal
(OR =1.235, 95%CI: 1.074~1.896, P = 0.018; OR = 1.724, 95%CI: 1.358~2.265, P = 0.008; OR = 1.892,
95%CI: 1.432~2.492, P = 0.004). Conclusions TDF combined with active and passive immunotherapy
can effectively block mother-to-child transmission of HBV in pregnant women with high HBV DNA load
in middle and late stage of pregnancy. The time of withdrawal has little effects on the heath of maternal and
infant. The main abnormal symptoms are elevated ALT after withdrawal. The risk factors include the period
of hepatitis B, HBV DNA load on baseline and at withdrawal.

Key words: Pregnancy, middle and late stage; High HBV DNA load; Tenofovir dipivoxil fumarate;

Withdrawal time; Maternal and infant safety

Har, 8% 4RHF % (chronic hepatitis B, 7K FHIARWEE R, #id: )L b sh F 76 4 F %4 2
CHB) 12 s &Rk A Al e E B e —, 1 EBEREASLIVESL, HBVIEBEALFREER, H
REE ZTIAF 4955 Chepatitis B virus, HBV) &  {A717E5%~ 10% B W7 2600, 70 H 5K 5 22 0 HBV
R EmRIX, HhEREL 56%~8%, fHE DNAE#HEAG XD, EN&EEH R EHBY
B R R EHBVIRGM FE iR —, ¥4 LA DNA#EZAOEAYINIEZTURSRTT, H2de
ZRPIASRE EAL IR YHBV! Y, Ak, BEEREE MG CEREEY. §OREBIEET K



fig (tenofovir disoproxil fumarate, TDF) #&3%[E &
i 247 b W B B R VIR RGBT A R B 2, )T
HFHHBVIRIT™ . 205U, EBCA bR
G RE PP LA L, SEYR TP IR0 F TDF Al 2 2 2
HBVERE WA, HooBREME RETC I W ggi, 224
WHTHB VIR L1 e i 259", R 45 24 1 i) 2 BF 02
T B 7SN . A LLHBY DNA %,
BN AN R, PRI ISR P I3 S H TDF 5%
BEVRT A5 2 I T] S0 B B R PR 52 M)

1 BEREEE

1.1 ARt & iEE20164:1 H 2201841 F HEHE 17
L G = B SUIA (19350451 4 4 v 6 S ST HBV DNA
BEAEATANN G BINIRHE: OFJE TR,
UEPR24~28J8 @i &MY A 0 75 3 1 B 5
(hepatitis B virus surface antigen, HBsAg) 12
BT 4 9 FfediJil (hepatitis B virus e antigen,
HBeAg) [A{E, HBV DNA = 2 x 10°IU/ml, K4
lR A JE ¥ F2 8 (alanine aminotransferase, ALT)
B ©20~40% . Hibrbrdt: ORI K20
6™ H#THHBVIRIT & Q&P MR, N
T 9 46 HAb R B R IF R s @& IF N K o Bk
3% 7 (human immunodeficiency virus, HIV) .
Mf& S TORCH [BUNIH 5 /£ B (toxopasma,
TOX) . X¥&JRdH (rubella virus, RV) . B4
J5i7¢ (cytomegalovirus, CMV) . H4lifa 2 &
(herpessimplxvirus, HSV) 13; @& gLy
Wi @RI LR & ©IRYIE
ALTSRE & . 2AMFIEHZEB NGRS, At
FERGABZ R (it : L2016009) .
1.2 AR 75 ik A 20 T 1 gR24~28 4 J145 1 IKTDF
(3£ [EGilead SciencesAF]) , &EHI1IK, 300 mg/ik,
HRAEZ A NZIB 4 NALL (160%1) FIB4L (190
Bl , HPhAA T HERIFS, BAT )G
A~12f1F) . BAFA LA S T 12 hN4: 3100
U RZERREE (R IREYAR AR ™,
ZHHEFS20043064, 100 TU/AR) A110 ngH A FEEE 2
g (REE 2R Lo, 2515720050034,
X 20 pg/1.0 ml) , LR VAT HAER
TS, EB2BF A3 S 2 T AR LA A e A
B o WAHZIER T W45 T ORI PRI . #h AR 4E
ARSI R TT . BN ER KR S SR A A
PEHIK (RiBE B EEGWAHER AR, EHZA#EF
H20031265, 0.6 g/37) 1.8 g. HiEsERIN (LA Ty
WY 250Mb S M e A BR A 7], 24544E 57 H37023307,
0.133 g/32) 0.399 g, 4EEZKC MM i 25

CipE . 4

BT, [E2451E5H41023079, 43205 g2 mb) 2 g,
¥IREHLTIR,

1.3 WA AT

1.3.1 IfliEHBV DNAKGI KA SLh 9%t &R A
M4 2L S Y (polymerase chain reaction, PCR) #&
W, B G B A R Sk e B R A A R A A
CRO FBR A1 x 1078 J1/ml) , 4% %% A% +:Roche
/A ] Light-cycler4803EZ i) %% )t 72 #PCR{L . HBV
DNA = 1 x 10°% DUmIHE B E, 2 AR .
PR AL 2R TT R 12 (255408, 88 K&
12JlHBV DNA# &, LR )L a2 H A
7/~ HHBV DNA#; & .

1.3.2 Il 7EHBsAgFIHBsAbKG I K F A2 K 6 iokis
TR IER I, AEE 3L E HERT 120004 5 B Ok
TR IR A RN &R .
HBsAg = 0.05 IU/mUAFH:, HBsAb = 10 mIU/ml
JREE . LRAER A ET AR L fE 2/ H AT/ HBV RH
1.3.3 MyHFALTAM KA R A, A28 3k
HeH2 ARCHITECT ¢160004> [ 3446 4%, iR
FHEHEERFNE, ALT > 45 UL AR . A4
MBAEFIGITHT . FAR . (T2 /548, 812
JIALT/K . RS2 588 & ALT/K T, ¥H
S NALTTREAH (> 45 U/L, 60> FIALTIE & 4H
(< 45U/L, 290%5]) &

1.4 # A UHBVIELE i P47 MIHHBsAg [ 1 .
HBsAbFH 4 &z HBV DNA B 14",

1.5 %t 432 SR SPSS 19.048 122 #4347 $ 4
RhFR . HERY . 2k, PPk, ALT XHBV DNA
HERETTEREFAEESSN, Uyt s®n, WA
8] P A3 R FH ST FE AR R 565 142 JLHBV FH Wy sl 2
FONTHEGRL, BB o8&, P4LE HeEs
KK, BN < LR Fisherffi ik
Fik. KM LogisticZ K 2[5 V34 MR 1+ 2 15 2458
JAALTH @ M faf K 2. P < 0.05 8 ZE 7 A
Gt E L.

2 7

2.1 —ARFH AHE TGN 15041) 3 4R vh G 30
HBV DNA# &4, HPAZH160f], BZH190%1,
P B FEER . FIR. PRIk, ELALTHHBY
DNAZ R TG %E X (P > 0.05) , BEL
. L,

2.2 A% H i AHBYV DNAKE 4L HE VAT A L
JEHBV DNA# & Z 7 Lgiit =& L (1= 0.399,
P=0.690) ; {=Z4if, A4LIiEHBV DNA#E &
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ETBYL (1=27.052, P <0.001) , {=25/54)%. 8/
MI2AZERTG T EE L (P> 0.05) , WL&K2,

2.3 MR EE FEALT ALRNBAHBERITHI. 152
W 225054 . SR N2E s ALT /K2 73718
Gt E X (P> 0.05) , W3,

2.4 HAF A )UHBVILET s AZLAIBHAE LA
J& 2~ H HBVBH W % 2 2 73 51 2896.88% (155/160)

#197.38% (185/190) , ZR LG HE N (fF =
2,698, P=0.100) , FHWr &M #FHBsAg. HBsAbA
HBV DNAY A, #4smA L4 /574 HHBV
BEL B B T 29 531 9 98.75% (158/160) F199.47%
(189/190) , ZERLEGFIIHFENL (P=0464) , W
%4,

25 EHXIFAHBEIAALTH LR E o4 (F2458

) ) 20204 F12% H3HH

JAJGE, ALTHE60M%, IE#H290%, PiAER. 4
RIRF R FE . HEZLHBV DNA# & =25 HBV
DNAEZEFH ST EE X (P¥<0.001) , I
x5,

2.6 EH#1%24 58 FALTH 549 % B & Logistic® )2 5~
o OBREERSNTTTERAE S ER R (5
WL OB RPFE. FEZEHBV DNAZL & F{5 25 i)
HBV DNA#E) 49\ % [K % Logistic[m] 43 # 5 8,

LR R IR KRR . FELEHBV DNAZ E A
ZjITHBV DNA# & /2 B35 15 2 Ja 8 ALT =y B 4
SR (OR = 1.235, 95%CI: 1.074~1.896,

P =0.018; OR=1.724, 95%CI: 1.358~2.265,

P=0.008; OR=1.892, 95%CI: 1.432~2.492, P=
0.004) , NL3Re6,

& 1 AHF B HZPFGH] HBY DNA SHEZRE—MRER (£s5)

@R Bk (H) i (%) 2k (KR) R (R ALT (U/L) HBV DNA (lg IU/ml)
A4 160 28.54 +6.21 3.85+0.76 3.04+0.51 28.29+5.71 7.45+138

B 190 29.05 + 6.94 3.74+0.83 2.95+0.57 28.72 + 6.04 7.51+1.42

2 0.718 1.283 1.534 0.680 0.399

P& 0.473 0.200 0.124 0.497 0.690

T A AN B HZEE)TALYR 24 ~ 28 TR DR E SRR B e kg A, A AT B AaRES, BAT G 4 ~ 12 AFEY

2 A AT B A2 % H HBV DNA S3 2239 ME HBV DNA & (x+s, lglU/mD

287 gk (41) BIFE #5280 155545 15258 FHEI12R
AR 160 7.45+1.38 4.37+0.65 5.32+0.78 6.25+0.96 7.33+1.27
BzA 190 7.51+1.42 2.81+0.42 525+0.71 6.21+0.92 7.29+1.23
A 0.399 27.052 0.878 0.397 0.298
PiA 0.690 < 0.001 0.380 0.691 0.765

E: A YA B HRIEHYTUEYR 24 ~ 28 FIJTMA DI IR E vEHE 5 kB, A AT RIS, B AT WG 4 ~ 12 HfFZ

% 3 A ‘A% B AZFHEEA HBV DNA &322 33 Mm5E ALT LEE (X +s, U/L)

287 gk (41) BIFE #5280 155540 152585 FHEI12A
AR 160 28.29+5.71 28.05+6.13 105.92 +28.34 63.36 + 18.82 30.31 +5.38
Bz 190 28.72 £ 6.04 28.78 £5.78 103.35 +27.58 64.11 +18.35 29.99 +5.93
Hh 0.680 1.145 0.858 0.376 0.525
Pi& 0.497 0.253 0.392 0.707 0.600

E: A4 B HRIEHTUEIR 24 ~ 28 FIJTAA DI DR E vhHE T kB, A T4 RIS, B AT G 4 ~ 12 fFEZ

4 AL B AZPHH] HBV DNA SHEZ L)L HBY FEETIhELEE [ (%) ]

40 5)] Hldk (1) - PR - FRTRA

PRI % PRI % M
Vil 160 155 (96.88 ) 5(3.12) 158 (98.75) 2(1.25)
B 190 185 (97.37) 5(2.63) 189 (99.47) 1(0.53)
! 2.698
P& 0.100 0.464

e A AR B A2 Y TIEYR 24 ~ 28 JTUR DR S SR BT —MekEs A, A BT o8 KFd, BAT DG 4 ~ 12 AF4;

“-7 KM Fisher HIBERD:, LRSI EME



. 45

5 ZHH HBV DNA S8 22315/ TDF 8 B ALT ASKBEREZN (x+s)

45 %% 24 (%) Zok R A LKALT AT K ate f&f@HBV DNA 4%25 T HBV DNA
(#1)) (%) (%) (U/L) (%) #% (1gIU/ml) #% (1gIU/ml)
ALTH %48 160 3248+5.14 3.53+037 324+031 29.34+6.88 424+ 1.65 832+2.17 6.85+ 1.69
ALTE ¥4 290 27.95+£3.62 3.61+041 3.18+028 28.72+7.01 2.11+0.62 7.34+1.38 5.92+1.22
HA 8.149 1.398 1.482 0.626 16.996 4.479 4.999
Pit < 0.001 0.163 0.139 0.532 < 0.001 < 0.001 < 0.001
# 6 Zhi%EA HBV DNA &3 221312 H TDF 8 B ALT A& ZE & Logistic [EY353#
o & B SE Wald Pi& ORA 95%CI
TR K stz 0.765 0.173 6.137 0.018 1.235 1.074~1.896
%4 HBV DNA# & 0.802 0.235 7.052 0.008 1.724 1.358~2.265
42255 HBV DNA#, % 1.124 0.386 7.685 0.004 1.892 1.432~2.492
3 g HMBHIMIFALT /K5 T IEHE ER, #0575

719 s HBYV DNAZ & 2 F A ah K& S 1y
S BELIT 2 e R R 2 — 1 R, BURERIA T
XTHBV DNAm# &A1+ ¥, TDFNIEIRBA
BHERPURTEAY), BEFRERM, ISR
BRPURBRIRTT, B LR AR RS IR A E R
Tgiit2m Y, TDFECS F 4 sh f Xt mHBV
DNA# & 22 5 [FTHBV B B2 I 3 830 100%! ',
B0 5 2 S 18] H Al o g8 — bR dE, 201543 [
i 70242 (American Association for the Study of
Liver Diseases, AASLD) #i{;= 5 Rl ZI{% 258577 5
3N, 20174 MR FFR I JE % 25 (The
Asian Pacific Association for the Study of the Liver,
APASL) NIt 45 2451, 1 £ 24 Ak i) S
T Re i BEFLRFR M G E R R 2 — . DRIk, PR
15 2 IS TA)S6F 50 FH 5 v A 3 R VA 9T IHBV DNA = 3%
B AAEEE L

RFFEW, FEHALIMEHBY DNAZ &
FBA, IR UE4~ 12817254 KHBV DNA#
EIBRNT 4 RIF2 . MiEZi4~ 12 A
A MIEHBV DNAFLIIRITHIZK -, 5 K285
gAY AN ZER LG R L,
FRIRAT 2N (AP HBY DNAJR 5K RS2 A R R
IR, WMo E G HIRALTA &S IRE,
H5% R, 24tk R G H ), Nguyen
PR, AN RIT 2 S ALTURE BT RN
F, H#EW BATSEM, CKIUREEGIT I A RE
HRUPERALT %, (HWAARH, ~EEY
AIEAEHALT . EE T E, 5097 R DhEe &t
BRI T 2 A OGS AR Tk, {5 2R
HEFHMIBALT LR %, (BEFLEHE4EN, A

— B ] Z i nT AR IR FE P IR R, WTRE S
77 i 2 A G P2 1) e oA 1 e Al B AR % RGE A
Ky (HPABALT/KFZER LS FE X, #RF
2GRS AT 254 I ALT/KF e A K M e, &%
AP e A B E DR A E IEH . AW
HKim&ZG O g5 BRE, 0T 6451 7 1 H B
HEEALTT R, P2 E R0 P f5 A2 15 i & R T 2k L
It ATRERNAARHEAFFTEL A FHER T ALT
FEEWZE . WA LA B b, AT T B AR
AL A2 A R T7AS I HBV BE B2 RH B Rl T 2% 2 5
TeGiit 2 S, U W 52 24 Ik ) b5 B2 BH W7 B Th 3R 5
AR H2H 8 F17 H S BT 2K 1 W HBsAg
HBV DNA. HBsAbHM:, XATRERHT A LMK %=
SERE. AN, AWTRIEER BT, R
Az Zj B HBV DNA# & 42 242 B 25 5 ALTF & (1)
Mo fER R R, IR T/E# /EHBV DNAR
ALY ] E SOGE DL B e bR, T R
T, ORI FE FRARALT 57 26

g b, R UR G 48 F TDFBE & = 4 5l e e ]
B RPH K S HBY DNAZ &2 0 R BE 4R, 152
B[] %) B} B2 R R M 30N, 45 24 JE ALT T i A R
M FER R, HAKKE RO BT RPE.
R FEZjTHBY DNAR & . (HAWF FAFEREA
AL W B R PR R i U A TR A G A
f&, XTHBV DNAFIALTAZLIE B M AN 410, J5
SRR AN DAL ) A T 5 .
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