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Safety of Anti-hepatitis B Virus Therapy During Pregnancy and Lactation

SUN Dongli, ZHENG Caihong*(Women s Hospital School of Medicine Zhejiang University, Hangzhou 310006, China)

ABSTRACT: Hepatitis B virus (HBV) infection is a worldwide epidemic, while the mother-to-child transmission is the main
route of transmission of HBV infection in China. Women of childbearing age often faced with antiviral therapy problem during
pregnancy and lactation. Through the retrieval of domestic and foreign database literature, all the approved drugs for
anti-hepatitis B virus infection (including interferon o, lamivudine, telbivudine, tenofovir dipivoxil, entecavir, adefovir dipivoxil
And enquitril) in pregnancy and lactation using safety data and experience were summarized, and presented by placental
transport, animal reproductive toxicity and teratogenicity studies, experience of using in human pregnancy, drug milk secretion
and experience of using in human lactation. Among them, research data of tenofovir and telbivudine is relatively sufficient and
can be used as a choice of anti-HBV treatment during pregnancy. No teratogenic of both is found in animal studies, and the
incidence of birth defects is not increased while tenofovir and telbivudine were employed in human pregnancy. Lamivudine is
widely used during pregnancy in human (HIV treatment), and no increase in the incidence of birth defects, it may also be used as
one of the options for anti-HBV treatment during pregnancy.

KEY WORDS: HBYV, lamivudine, telbivudine, tenofovir, entecavir, adefovir dipivoxil, emtricitabine
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THEBEER R FEZIURTIRIT AN, B sk
22 T B50HE S OSBRI R TR S L
BEVRIT A IR R G2 TR W] BE A A T HBV
(i) B AL FE ) 4 0% S0 R 7L 0 LA O 5 25
YRIT R EE B 23RS n] DO S e A Rk,
AR, ZE WAL BT B LR
AE,

2% [ FDA &5 25976 N\ ip 48 FH 1 & 50 e
AT 5 AG JLEE AR AT Re s W i
XN AL By Cy Dy X K. AP
2 1) SR PR A R RV 35 [ 2R B B VR T
MR RS, 1% A0 1989 4E AL LLVE P HIV 95
BEZGWII BRI, 76 2003 SEINPL LR T2,
B LA A R 7 IR PR S 24 2 52 1
TFRIEREILAE R, H5A4Y) R HENTEE.

BT E AR PubMed. Cochrane. 77 [E #]
T A SCEE . e SO B, R R oG E E EE
BFE O, BlmE. BeRE. kR
. BTEAERR. B RS, R, EyR.
. WL, WSS T HORTE P R AR () 2R
BAYIHT HBV 259 4T 4 3 FH g L 345 P 1 22 A M 1
EHNAME R, Sl I 2EE 1. iR A 2L
PR (R 1 MBI H T A OB ), LAHIXT I PR U
YR MBI HBV 897 25k PR IR AL B A THI 1) %
EHEER.

1 F#=E a(interferon a, IFNa)

. E S HL#EY I8 IFNo A1 PEG IFNa H 697
18 ¥ 2 BT 4 (chronic viral hepatitis B, CHB),
P B TE A B P9 A, 4R v S ) R A Y 0
5 5% 4 ) A W D R, G S bR EL 4 R oS R 4 i
ST 5 R SR 5 P 4 B D e

K28 TFNo. 70 F B4 K(2) 19 kDa), fa#idid
ko 1995 4F 2 44 HIV-ILiE FH P 38 7= i 5 2 UL
7£ 500 /i U IFNa-2a, 3 h Ja R 2 REA i 3% 259
WM, 435908 100 U AT 400 U, i fifF 5 LA 2 7K
YAAE L h fl 4 h J5UREE, 4 4 FE S IFN #REE Sy
T TR UP, AH TR T 2 4
18 M BE R B I 8 SR IR A IFNa( & 4
WHANR: &K 800 /i U AKX 800 JiH U, /H
3 ORI JLIE AL YK, IF 5Bk
MG K ELEE, g5 SR 37 A4 LIS 259K 5 4
<1 U-mL™", A3 P2k 43 5 1.4, 6 UmL ™,
Xt IS B L7 9 P 43 1A 20.8 AT 58 U-mL ™', i
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AR/ 22 1 16 5 B A 13 R DL
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IKFFARER N 2.9(BLEK-HR )L AUC ELAE >,

PR RN G b (1) 3 350 W 4 At 7 S 7 oK
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AT A 1k 5 R 2 B 38 A U R e I HE AR B )L 32 e T
140201,

— I it AL T HEBIF 9 3 B 2 I S oK 5 VR T
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AR AE LR IR M i oK 558 BUR BEVA 9T AT DAsE— 2B T
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PRI AR NFLI i o T BRAA i Sk i P,
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o, KM AKRBHRE T AAERE RH
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SB RS R, (B RAEIERTE T e S RSN
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o PR A R B

H AT 76 R B Ak ik B B AL, T
HAEB b B NS0, A H MR
i 22 A PR AR B AP I AR T, B bR
KKE, BERBEEERAEE R, BEFxX
TRERTX HBV B 2L R 52 £d o AR 4535
FE] U 0% 39 0 B 96 97 VR O 4R A B, Ak
2017 4F 1 A, ZRWIRETRERE 58 41, K
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BE R T LA WK RAH, H
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6 BiLEwES

BT FDA IR 908 B, —ERE A
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iR 12 W n] o i #4584k ABCB1 1 ABCG2 [
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5 (0 T 2 s e A R T 3 2 R PO
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PO EEIEIT B G AR A S A2 7 DUBR (K HBV B 244%
& EOWE 7t H ST n, W 7045 3R R AT AR
= HBV BEELBHWT e h 28, ENRESEAIEL JLA 3 I
I AN KR P10 93 35 & At U LAY
TG AR, AN 328 SHEESEAIZE L, IR
28 JE R E G 2 A H AR E R & v AR T e
H 300 mg /697, 45 3 BT 70 41 A0 22 JE 5 5 B
4 HBV BEEMERE L2735 3% A0 12%(2 ZH 355k
ERRE TR ERE A+ 2 PR )Y, 2012
TN T 449 44 1~12 % )L FE (L RESE 2
A EEDNENAEKKE, SRAENRES
WHRBEAML, NEEBA, KB EATE, F
WX R R . AR R A REER. H
fE 1 I, B v 5 5 R 4L AR08 0 A4 I R Sk
P B T R B HE A,

T B EEBEERA LT H R R %
SPERORE, DL HBV 251w e, &
AR T AN B WA TR AT UR B AT R 2 R B
BRAYT T RLAR> HBV BEEAL IR LR+

Fr VAR 5 CAF ST 20 A K R AHE LA,
55 HIV G RESESRE H A Bl Al (200 mg)-#
AR5 (300 mg), HFLA B AR IR E Y R
5 14.1 ng'mL™", RAKME N 6.8 ng-mL™", 22 )Li#
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R IRAG I B AR T A AL N B LR IT
11 0.03%7, AN AR S R R 30 10 1 R
AT BEAR (5%), BRI MR HE I BF L R 22 LT fg
(A RS, R FRIE 70 1 A R B0 5 4 =
LR B LR R . 2014 4E— TR
FUH B v AR T BR A Uk IR T W HBV (9 ELA%
%, BEERASEEREE)G 12 8, LR
FEMV B LA WA R ARIEPY,
7 Bk

B fh i () FDA 4RI 208 B, Bl iz
W5 B BB BT S b, A T 5t 26 B B At i
JE S R, 9 ] HIV IR U 4R 1A Lo H
5% 200 mg B i fl i, T8 i/ BE R i 3K LA
N 11740.6P8 B8R AV AR 4 R 0 L b i 254X
15 R G o A BB R R R, AUC U,
{BAS 5 Z i e 5 2 %1,

NN G2y BT T 60 5 A1 120 5 N3G
I BRI SR R BURG ) L A% S A0 3 R (14 189 o
T P RO P K B 20 Sl B2 52 24 140 F5 R0 60 £i5 N2RiA
I R AT AR A1

R M B)ER M SR food ST 4L HBV I8 )7

R 48 5 6] 0 O HA os 2596 97 VE M RO AR S 2R
PE(PT HIV G EIRYT), Bk 2017 1 A, ZE
T T B 2 523 6, RILEE )L A B kA
60 i, KAEFRN 2.4%, Zrrp g A2 FE T Rl A
1142 9, R LHASFEE 23 6], KAEXRN
2.0%, 50PN EE 20 2 R 10 NBE AR R AR
=S RTE T =L Ll

H i 2 A AR SR YR BRI % F T 41 HBV %
JIRIT AR, 1 T8 T R 28 BEL W7 (B 7
16, BEJCAIE I R R R U ORI 48 2 (R AL
I 21 BUih Al 5T HBV ¥ 77 I PR S % 5 LR
SR HAE HIV 835 (10 N 2856 S 4 9 2 1
B, FAAEYR CHB & AT 1 5 5 S L i At
BEAT 107 P BE B2 A% 3 BH W 77 35 20 1R IR e o 1 4t
HBV 771,

B fdsE ATy WA NFLTE, 5 5 HIV IR BESE,
H ik &L #h 952 (200 mg)-# 17545 5 (300 mg), H
FL 2 1B i At T BN 679 ng-mL ™, K
E9 177 ng-mL™", B2 )L i 2Lyt 3845 10 2l A i
I E LN LIBIT FIE K 2%,

Tab.1 Anti HBV treatment of nucleoside (acid) analogues during pregnancy and lactation

B8 iR s

zm O ﬁfgv g;; (%ﬁi)tl’;:) A AT giﬁ L ﬁg%ﬁ’?
%% B = = (A TR FHR) TR F) AUC /> L5(HIV), W4y & 4R 8 ) AN 3
wE 0.6~1.0)  FEAATTE. KBK WNKBME M, BRETSF
TR CIEITAR) TR, AR B IR WA
it PSR
i B = & ROKRAE RKERIMCKBMEREE LT IE 50% k- K L3, Al r Nk RAEEFR KT
K& %) T 1000 mgkg ' (BN KAE KR BET AL, seRaE RSB 5 AT 7 4T
6 f5H0 37 fEANKIBITH =75 R ANFIRIT AN R FA BRI R A s R
) i) 25 11 1) A B BE L
IR
B B PR 0N RRMMBEIEILEFEECN  RRWCKREBZET HEREH  LSHEHIV), W4 ZEEM; #h
A1 1.0~12)  RAMKRHHRET 60 140 f1 60 fi5 ARG I, AUC  WEAANRIT, B
&R 120 5 NFIRITH 7RI b A XL &=
i) H 2%
fik C hEm K Z(A: 0.86) RKRIV(KRAMK R 35 MR EkEH wowidAN  RAWAASESL
K& & NKIBIT HIED) (KRB TEBN N22% it it s IRZA A
HFE, KR 35 fiF P 3 B b TR ELEL
N F R W) N 2.56
BE C =) [ AR B EERB(FE MK ZAMBEEERMAS £ L4, AT Zr Wb AR iR L8 LE [ XU
% By i 2 85 T>883 f% AR B b R 4l M A A AL, el R fEH M
F1>3 100 fis AT &) EGHENGL PSP AN R FA B 5 7 W AE
M AHEFEIRZ
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firfl  C & i AN EREBEMERIRG L E i RRIICRRM K R)  £H L4, REONF #UE0E T 8 R
wE TR AR IN(ETE 45 ) A 201 3B 2 4
5 AR, BRES N, AN s IR 2530 A AN
J BV T )(FE k48 TR T B LI 7

B 38 T A JIATT R )
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VP2 HBY M E B HUR TR T REA T
TEWS, RSP AT WA ) AR B R SR AN IR T A 44k
HRMEITFRERAREHNELEEE. FE5E
(1R 25 B0 38 BESR AW . R AT 440 A2 B DA R AT (1)
PURBAMM 2GR, RERATE—24
VIRHE U gR i, EREiERET. Fkem
$7 2K TR 5 e G A8 FH 110 22 4 1 A A 2550 I 4 R SR
%, FE OB 5 7 BE B AL R TR I K45
A 2 B 98 B 6 48 B A AE 1R =38 1E NIk R
JAAE A KT HBV 26412%), 17 2017 SE WM AT B F
FUPh 22 0 B3 IR G DR S B AR B 0 HE2E B v AR
PRI YRIA S % 5T HBV 259, HAA MR & k4R
FHA LS,

IeAh, TEURER IR ST B R MR A 3
k£ IR ERIT (RIT A NFIKR R E, B
bb R e ol 8 AR T, kIR T B A AR ORI
GAVIIIRIT « SRR G H 16T T A SMEE,
Bl 29 B T 10 TG 4 00 H3FE 28 0 ] 76 48 11 PR F8 A
T HAETWRET 3 A Fik, EyRME A E
JHAFEAb () 83 e o B o 22 A 25, I i
1, B bR B K I e & — P A RIE e B

T MBIT RO PUR R Y H TR HBV
M BEEMERE . HATHOoK R E . BHRE. B itE
F5 Y9 B AR 7T UE SE G Uik A B 1 46 4 A AT
F PR HBV 1 BE 2% 36 2 1T o B S 1R 0] B 5 22
JLEIAS R B, BTG 5 22 (B 78 SCHe 2 ek
JA RN

JUT- PG HLHBV 25435 C A1) 7 N8P 5L
HEcE NFLH, X BERL SR B LR 2 R
AIREA TS EEH .. — AP HBV 44
YBIT W BESE REAL R IR L. W R BERL B AR 77
Ry ANTT RS S5 DR R A SL 7R B RE LM R 11, i
B ER TGN B R w sk K EE N
HBV 697 .

B A BT HBV 254 7E 4T GR 46 F # AT SR 2 A7 XU
[, R RSl 25 W 22 4 M AT 7 B s Aok 42 56 A
X745y . BEAL, BT HBV 25 250 R A B %
JBE 1) 2 A 238 R s FLAE G 0 340 R 2L 4 P 1
FHEHFE. ETHAMZE, SiEEf. Gk
JE Az K R 8 A G O A AR G R AR 1 24
Yo SRS T & 68 W oMU s i e, A&
B/ H AR B2 L A T HBV S Bk 1 &
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LI EEAT 73 HBV A& R AL BRI iR
IR PO 96 9T B 2 R AR R4 75 B 2 T
FUUESE . BEAN H T 2 Bt 70008 IR T 25 B L
LA RNk, BELH A A B9 AR RS mi 47 7 B 3k
— BT
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