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I, Đặt vấn đề

Burden of chronic hepatitis B infection (HBsAg positivity) by WHO Region, 2019 

WHO-INTERIM GUIDANCE FOR COUNTRY VALIDATION OF VIRAL HEPATITIS ELIMINATION. JUNE 2021

J. Liu, X. Wang, Q. Wang et al.
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Linda Dunford et al. A Multicentre Molecular Analysis of Hepatitis B and 
Blood-Borne Virus Coinfections in Viet Nam . PLoS ONE | 
www.plosone.org June 2012 | Volume 7 | Issue 6 | e39027 

Map of Viet Nam Depicting the 
Prevalence of HBsAg in 5 Regions.

The map depicts the percentage HBsAg 
positives in Ha Noi, Hai Phong, Da Nang, 
Khanh Hoa and Can Tho. To the right is a 
graph depicting the prevalence of HBsAg in 
each of the study groups in the 5 study sites in 
Viet Nam. 

n = 8654
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Scientifc Reports | (2021) 11:8676 

Liver Disease in 
Pregnancy

Liver diseases 
coincidentally in 

pregnant females

Pregnant women with 
Chronic liver disease

Liver diseases specific 
to Pregnancy

 Acute Viral Hepatitis
 Budd Chiari 

Syndrome
 Gallstones
 DILI

 Chronic Hepatitis B
 Chronic Hepatitis C
 Autoimmune Liver 

Disease
 Wilson Disease
 PBC or PSC
 Cirrhosis 
 Portal HTN
 MAFLD

 HELPP syndrome
 Intrahepatic cholestasis 

of pregnancy
 Hyperemesis 

Gravidarum
 Preeclampsia
 Acute fatty liver of 

pregnancy
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Pregnancy Complications in Patients with HBV or HCV

Chen B, et al. AASLD 2021. 891

Retrospective, nationwide, 7-year study utilizing the National Inpatient Sample database from 2012-2018

Outcomes of Pregnancy-Related Admissions 
by Chronic Hepatitis Status 

p=0.019

p=0.035

Patients with CHB were associated with a higher rate of gestational diabetes, 
and patients with HCV were associated with higher rates of preterm labor and all-cause 

in-hospital maternal mortality during pregnancy, compared to uninfected controls

p=0.044

p<0.001

p<0.001

p<0.001

p=0.274

p=0.455

p=ns

p<0.001

II, Viêm gan siêu vi B & thai kỳ.

JOSHI AND COFFIN. Hepatitis B and Pregnancy: Virologic and Immunologic Characteristics. Hepatology Communications, Vol. 4, No. 2, 2020.

Schematic representation of immunologic changes in the peripartum period in 
mothers with CHB and their infants 
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Guidelines: HBV Infection and Pregnancy.

• All pregnant women should be screened for HBV1

• Risk of chronic HBV infection linked to age of exposure; 
~90% infants, 5% adults2

• HBIG and HBV vaccine should be administered to newborns of 
HBsAg-positive mothers <12 hr after delivery1

• HBV therapy should be discussed with expectant mothers1

• HBV flares are uncommon in pregnancy (~9%)3

1. Terrault. Hepatology. 2018;67:1560. 2. Weinbaum. MMWR Recomm Rep. 2008;57:1. 
3. Chang. Am J Gastroenterol. 2016;111:1410. 

Liver Function Tests and Pregnancy.

• ALT, AST may be slightly lower or unchanged in second and third 
trimesters

• Total bilirubin and INR do not change
• AFP increases
• Albumin and hemoglobin decreased from hemodilution
• ALP increases from placental source

Tram. Am J Gastroenterol. 2016; 111:176.
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JOSHI AND COFFIN. Hepatitis B and Pregnancy: Virologic and Immunologic 
Characteristics. Hepatology Communications, Vol. 4, No. 2, 2020.

Summary of proposed modes of HBV MTCT and underlying mechanisms 

ASGPR, asialoglycoprotein receptor. 

Perinatal HBV Transmission Is Related to Maternal eAg 
status and HBV DNA Level

• All infants received HBIG + first dose HBV vaccine within 12 hrs of 
birth and additional doses of HBV vaccine at 2, 4, and 6 mos
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Wiseman E, et al. Med J Aust. 2009;190:489-492.

Maternal HBeAg Status

P = .039 P = .031

n/N =

*Perinatal transmission = HBsAg positive at Mo 9.
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Algorithm on maternal and infant 
interventions for prevention of 

mother-to-child transmission, and 
assessment of eligibility of mother 

for treatment for her own health

PREVENTION OF MOTHER-TO-CHILD TRANSMISSION OF 
HEPATITIS B VIRUS: GUIDELINES ON ANTIVIRAL 
PROPHYLAXIS IN PREGNANCY. WHO JULY 2020.
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Asian Liver Center. 2007 Physician’s Guide to Hepatitis B: A Silent Killer. 
http://liver.stanford.edu/files/2007Handbook.pdf. Accessed November 7, 2007.

Progression to Chronic Infection is Dependent on the Age at Acute HBV Infection

Preventing Perinatal HBV Transmission:
Why Is It So Important?

Journal of Hepatology 2017 vol. 67 j 370–398 
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Global Progress Report on HIV, viral hepatitis 
and sexually transmitted infections, 2021.

Incidence of hepatitis B virus infection — National Notifiable 
Diseases Surveillance System, United States, 1980–2015

Sarah Schillie et al. Prevention of Hepatitis B Virus Infection in the United States: Recommendations of 
the Advisory Committee on Immunization Practices. CDC. January 12, 2018 / 67(1);1–31 
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GIẢI PHÁP TỐI ƯU NÀO ĐỂ GIẢM LÂY NHIỄM HBV 

Nayagam S, et al. Lancet Infect Dis 2016;16:1399–408 

*Green line is overlapped by red line.
BD: birth dose; PPT: peripartum antiviral therapy.

FDA Approved Therapies for CHB U.S. Food and Drug Administration (FDA) 
https://www.fda.gov/forpatients/illness/hepatitisbc/ucm408658.htm Accessed May 18, 2018

Điều trị HBV như thế nào.

III, Điều trị HBV ở phụ nữ mang thai: Dữ liệu 
mới từ TAF.
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Goals of HBV Therapy

Concomitant goal of antiviral 
treatment in pregnancy:

Decrease risk of HBV 
transmission to infant

Goal of CHB Treatment:
To prevent liver-related morbidity and 
mortality associated with CHB through 

suppression of HBV replication 
(HBV DNA undetectable <10 IU/mL)

Terrault. Hepatology. 2016;63:261. 

Associated with normalization of ALT, loss of 
HBeAg, and improvement in liver histology
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JOSHI AND COFFIN. Hepatitis B and Pregnancy: Virologic and Immunologic 
Characteristics. Hepatology Communications, Vol. 4, No. 2, 2020.

SUMMARY OF MAJOR GUIDELINE RECOMMENDATIONS FOR HBV 
MANAGEMENT IN PREGNANCY

Tenofovir prophylaxis to prevent mother-to-child transmission of HBV

PREVENTION OF MOTHER-TO-CHILD 
TRANSMISSION OF HEPATITIS B VIRUS: 
GUIDELINES ON ANTIVIRAL PROPHYLAXIS 
IN PREGNANCY. WHO JULY 2020.
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Entecavir, tenofovir disoproxil fumarate, tenofovir alafenamide, 
pegIFN as first line

ETV or TAF in patients with renal 
disease, bone disease, age >60 yr
 ETV over TAF in patients with CrCl 

<15 mL/min or on hemodialysis; 
generic/cost

 TAF over ETV in patients with HIV, 
prior LAM exposure

PegIFN less safe with cirrhosis 
(reserve for mild CHB), contraindicated 

with decompensated cirrhosis

TDF preferred in pregnancy

AASLD Guidance: HBV Treatment Options

Terrault. Hepatology. 2018;67:1560.

TRƯỜNG HỢP GẶP PHẢI:

1, Phụ nữ đang điều trị TAF có thai ngoài ý muốn.

2, Phụ nữ mang thai có loãng xương.

3, Phụ nữ mang thai có bệnh thận mạn.

1, Phụ nữ đang điều trị TAF, có thai 
ngoài ý muốn.
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2, Phụ nữ mang thai có loãng xương.

29

30



16

31

32



17

All the included PLO patients aged 19 to 
47years. A total of 191 cases documented 
the detailed age information with a mean 
age of 35.7years. Of the 191 cases, 6 cases 
over 40years old accounting for 3.1%, 109 
cases over 30years old accounting for 
57.1%, 29 cases under 26 years old 
accounting for 15.2%. 

The age distributions of the included population 

Ying Qian et al. Pregnancy- and lactation-associated osteoporosis with vertebral fractures: 
a systematic review. BMC Musculoskelet Disord (2021) 22:926 

Te earliest time of symptom onset 
was determined at the 5th month 
pregnancy, while the latest was at 
9 months postpartum. Of the 82 
cases with defnite symptom onset 
time, 75 cases (91.5%) with back 
pain occurred during the last 3 
months of pregnancy and the frst 3 
months after delivery 

Symptom onset time of the included patients 

Ying Qian et al. Pregnancy- and lactation-associated osteoporosis with vertebral fractures: 
a systematic review. BMC Musculoskelet Disord (2021) 22:926 
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Crude prevalence of osteoporosis, by age group, among Vietnamese adult women 
living in Hanoi City in 2003 who participated in a survey of osteoporosis 

Vu Thi Thu Hien et al. Determining the Prevalence of Osteoporosis and Related Factors using 
Quantitative Ultrasound in Vietnamese Adult Women. Am J Epidemiol 2005;161:824–830 

International Journal of Women’s Health 2016:8 273–285 

3, Phụ nữ mang thai có bệnh thận mạn.
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Điều trị HBV ở phụ nữ mang thai: Dữ liệu mới từ TAF.
TAF hiệu quả & an toàn cho phụ nữ mang thai trong nhiều nghiên cứu.
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Antiviral kinetics of tenofovir alafenamide and tenofovir disoproxil fumarate over 24 weeks in 
women of childbearing potential with chronic HBV

Calvin Q Pan et al. PLoS One . 2021 May 13;16(5) 

Yang Ding et al. Aliment Pharmacol Ther. 2020 Oct;52(8):1377-1386. 

Efficacy and safety of tenofovir alafenamide fumarate for preventing mother-to-child 
transmission of hepatitis B virus: a national cohort study
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Tenofovir Alafenamide to Prevent Perinatal Hepatitis B Transmission: 
A Multicenter, Prospective, Observational Study

Qing-Lei Zeng et al. Clinical Infectious Diseases, Volume 73, Issue 9, 1 November 2021, Pages e3324–e3332 

Tenofovir Alafenamide for Pregnant Chinese Women With Active Chronic Hepatitis B: A 
Multicenter Prospective Study

Qing-Lei Zeng et al. Clinical Gastroenterology and Hepatology 2021 Dec 11;S1542-3565(21)01306-9 
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TAF for Prevention of HBV Vertical Transmission

Zeng. AASLD 2021. Abstr OA19.

 Multicenter, real-world, TDF-controlled study 
(N = 207)

 Eligibility 

‒ Maternal age >20 yr

‒ All pregnancy stages

‒ Newly diagnosed with active CHB 
(treatment naive)

‒ Previously diagnosed with active CHB 
(receiving non-TAF regimen; continue TDF or 
switch to TAF or TDF from another regimen)

 Primary endpoints 

‒ Maternal safety: perinatal adverse events and 
complications, ALT flare and kidney function at 
delivery, and postpartum Mo 3 and 6

‒ Infant safety: structural defects at birth, 
Apgar scores at 1 min, and abnormal conditions 
from birth to 7 mo

‒ Infant anthropometric indexes at birth and 7 mo

 Secondary endpoints 

‒ Maternal: rate of undetectable HBV DNA, 
ALT normalization, and HBeAg and HBsAg loss

‒ Infant: HBV serologic markers at 7 mo

TAF for Prevention of HBV Vertical Transmission: 
Maternal Safety

Safety Result, n (%) TAF  (n = 103)* TDF (n = 104)*

Perinatal adverse events in ≥10% of women
•Nausea
•Anorexia
•Fatigue
•Vomiting

30 (29.1)
23 (22.3)
19 (18.4)
11 (10.7)

33 (31.7)
21 (20.2)
20 (19.2)
11 (10.6)

Complications in ≥2% of women
•Premature rupture of membranes
•Preterm labor
•Gestational hypertension
•Pneumonia

13 (12.6)
3 (2.9)
3 (2.9)
1 (1.0)

14 (13.5)
4 (3.8)
4 (3.8)
4 (3.8)

Zeng. AASLD 2021. Abstr OA19.

*All P values >.05 for TAF vs TDF group.
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TAF for Prevention of HBV Vertical Transmission: Infant Efficacy
• Perinatal transmission rate was 0% at 7 mo

• Positive anti-HBs: 99.0% and 100% of infants in TAF and TDF groups, respectively

Zeng. AASLD 2021. Abstr OA19.

Maternal Efficacy Result at Postpartum Mo 18, % (n/N) TAF  (n = 103)* TDF (n = 104)*

HBV DNA target not detected
•Treatment-naive group 
•Switchover or continuation group

100 (19/19)
100 (11/11)

100 (22/22)
100 (10/10)

ALT normalization 
•Treatment-naive group
•Switchover or continuation group

94.7 (18/19)
100 (11/11)

95.5 (21/22)
100 (10/10)

HBeAg seroconversion
•Treatment-naive group
•Switchover or continuation group

22.0 (13/59)
30.4 (7/23)

21.1 (12/57)
29.0 (9/31)

*All P values >.05 for TAF vs TDF group.

Physical and neurological development of infants was normal at 
birth, 7 months, 12 months, and 18 months

TAF and TDF were generally safe and effective for infants

What's New in the Guidelines | NIH - Clinical Info HIV.gov
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TAF

Pharmacokinetics of TAF in Breast Milk 

Lower limit of quantification: TFV 1.00 ng/mL for blood/breastmilk and 10.0 ng/mL for urine; 
TAF 0.05 ng/mL for blood/breast milk.

Phase IV, open-label, single-arm, multicenter study evaluating PK of TAF and TFV in 10 breastfeeding women with CHB

Concentrations Over Time

Concentrations of TAF and TFV were low in breastmilk with negligible exposure to infants

The relative infant dose of TAF is 0.07% of maternal dose of drug, well below accepted standard of safe exposure (<10%)

TFV Half Life 
(hours)

Cmax

(ng/mL)
Tmax

(hours)
AUCall

(ng*h/mL)

Plasma TFV
40.5 

(18.5-65.1)
16.7 

(11.3-19.9)
1.25 

(0.7-2.6)
207.4 

(146.4-305.6)

Plasma TAF
0.9 

(0.7-1.1)
166.5

(84.5-354.8)
0.5 

(0.5-1.1)
149.9

(70.9-214.3)

Breastmilk 
TFV

27.7 
(20.0-35.4)

53.1 
(29.6-57.8)

5.5

(3-8)

584.7

(453.7-1015.8)

Breastmilk 
TAF

0.8 

(0.8-3.3)

2.3 

(0.9-11.6)

0.5 

(0.5-1.3)

2.9 

(2.4-3.4)

Pharmacokinetics

Kayes T, et al. AASLD 2021. 772

IV, Kết luận.

• Viêm gan B là bệnh hay gặp ở nước ta: Tỉ lệ nữ mang thai nhiễm HBV cũng cao.

Tất cả phụ nữ mang thai phải được xét nghiệm HBV để có hướng xử trí thích hợp.

• Phụ nữ có thai đang điều trị HBV thì cứ tiếp tục điều trị với thuốc TDF: Tiếp tục 
thuốc TDF hoặc chuyển đổi qua TDF nếu dùng thuốc khác.

TDF là thuốc được đề nghị dùng cho phụ nữ có thai theo đa số các guideline.

• Có chiến lược tư vấn kiến thức lây lan cho tất cả các phụ nữ nhiễm HBV, đặc biệt 
điều trị dự phòng lây từ mẹ sang con đúng chỉ định.

• Được phép cho con bú trong khi điều trị thuốc kháng siêu vi B.

• Với các dữ liệu an toàn và hiệu quả mới, TAF có thể sẽ được xem xét cho phép để 
điều trị HBV ở phụ nữ có thai.
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