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I. Pit van de.

Muw&i nguyén nhan gay tlr vong hang dau trén toan ciu va & Viét Nam, 2013

Viét Nam
- (# ca tir vong)

Bénh tim thi€éu mau cuc bd Dot quy 145 700

2 Nhiém trung hé hap dudi Bénh tim thiéu mau cuc bd 31900

I 3 Pot quy Viém gan vi rdta® I 31500

4 Tiéu chay Thuong tich do tai nan giao théng 24000

5 Thuong tich do tai nan Nhiém trung hé hdp dudi

giao thdong 21400

6 HIV/AIDS Ung thu phéi S——

7 Viém gan vi rat® Bénh phdi tdc nghén man tinh 20200
8 Sinh non Bénh Alzheimer’s va cac chiing mat tri

nhé khac 19 600

9 St rét Ung thu da day 19 500

10 Bénh nao sa sinh Lao 14 000

256 tir vong lién quan dén viém gan B va viém gan C cong lai.

Nguén: GBD (2015); Stanaway et al. (2016). TINH HINH BENH VIEM GAN VI RUT VA DAP (NG O VIET NAM -

WHO representative office for Viet Nam 2019
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NHIEU KHO KHAN TRONG TIEP CAN PIEU TRI HBV

9,000,000
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M6 hinh da bac wéc tinh mac viém gan B man tinh

TINH HINH BENH VIEM GAN VI RUT VA BAP UNG O
VIET NAM - WHO representative office for Viet Nam 2019

Dw doan ganh ning bénh tat lién quan dén HBV hang
nam & Viét Nam, 2015-2030
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Thay ddi vé tong 6 ca nhiém (2030) 56 nquéi duoc i song chiza knci) X2 |
Utic tinh 3 ca nhiém ~ 2015

Udc tinh 56 ca nhiém - 2030

GDPM and WHO (2017) TINH HINH BENH VIEM GAN VI RUT VA DAP UNG O
VIET NAM - WHO representative office for Viet Nam 2019




Ty lé hién mac HBsAg theo gi®i va tudi — 2017
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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

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 | €39027
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Estimated pooled seroprevalence of HBsAg in low-risk populations.

Studies N ] il www.thelancet.com Vol 24 Month July, 2022.
95% C.1.
Blood donors 7 449,271 1.86 [1.82-190] L]
Other low-risk cohorts
-
Overall 26 34,871 8.64 [8.34-8.94)
Ante-natal 6 6781 10.83 [10.09-1158) | =
Adults in general population 13 16,396 10.62 [10.15-11.09) .-

Children ingeneral population 4 9358 3.42 [3.05-38 -~

Inpatients 8 2336 16.23 [1474-17.77] —

Blood donors by decade

1990-2000 2 33,290 9.23 [882-954) -

2001-2010 4 3076 9.20 [8.20-10.25) ——

2011-2020 2 412,905 144 1e1-148) ™

Other low risk cohorts by decade

1990-2000 10 8883 11.63 [10.96-1232) ——

2001-2010 10 17,468 7.00 [662-739] -

¥ 6 8520 9.42 [8.81-1005

2011-2020 it ]
o S S S S S S S S S S S S e s pa |
o 5 10 15 18

Pooled prevalence (95% cenfidence interval)

Barnaby Flower et al. Seroprevalence of Hepatitis B, C and D in Vietnam: A systematic review
and meta-analysis. The Lancet Regional Health - Western Pacific 2022;24: 100468

Estimated pooled seroprevalence of HBV in high-risk populations.

Studies N Bk peanalni www.thelancet.com Vol 24 Month July, 2022.
[95% C.I]
overall 15 17,401 13.32 [12.81-13.83] =
PWID 9 7740 17.07 [1623-1782] -
csw 5 3899 8.77 [7.89-9.70 -
Dialysis 5 1110 10.76 (8.85-12.70) —.—
MSM sexual health 2 2274 13.50 [12.09-14.98] —-—
Multiple transfusions/surgery 2 902 847 [6.65-10.46] .
Prisoners 1 1400 13.00 [11.29-14.81) il
fants of HBV infected mothers 1 176 13.07 [845-18.48]
High risk exposures by decade
1990-2000 4 3394 13.22 [10.77-15.88] o
2001-2010 7 11,074 15.57 [11.88-19.65] R
2011-2020 6 2933 863 [7.35-1001] -
Liver disease overall 9 27,495 52.70 [52.10-53.29] -
Acute hepatitis 1 188 23.94 [18.09-30.32) e
Chronichepatitis 5 5151 14.04 [13.10-15.01] -
Hepatocellular carcinoma 4 22,156 62.13 [62.13-63.41] -

0 5 10 15 20 25 30 35 40 a5 50 s5 60
Pooled prevalence (95% confidence interval)

Barnaby Flower et al. Seroprevalence of Hepatitis B, C and D in Vietnam: A systematic review
and meta-analysis. The Lancet Regional Health - Western Pacific 2022;24: 100468




I1. Anh hwéng viém gan virus B dén thai ky.
1. Viém gan virus B dnh huéng gi dén me va thai.

27N
Liver Disease in
Pregnancy
NS
Liver diseases . . . .
- : Pregnant women with Liver diseases specific
coincidentally in Chronic liver di to P
pregnant females ronic liver disease o Pregnancy
NS N
= Acute Viral Hepatitis = Chronic Hepatitis B = HELPP syndrome
= Budd Chiari Syndrome = Chronic Hepatitis C = Intrahepatic cholestasis of
= Gallstones = Autoimmune Liver pregnancy
= DILI Disease = Hyperemesis Gravidarum
= Wilson Disease = Preeclampsia
= PBC orPSC = Acute fatty liver of
= Cirrhosis pregnancy
= Portal HTN
= MAFLD
11
Pregnancy Complications in Patients with HBV or HCV
Retrospective, nationwide, 7-year study utilizing the National Inpatient Sample database from 2012-2018
Outcomes of Pregnancy-Related Admissions
—p-0.455—— by Chronic Hepatitis Status
rp=0-2743 = Patients without HBV or HCV (n=28,499,085) 01
35 31.9 W Patients with HBV (n=52,445)
29.9 i m Patients with HCV (n=133,680)
30 0.08
25 [71?0.035‘\ ﬁp<0.001ﬁ ﬁp<0.001ﬁ 52 i (7’“0'001‘\
*‘20 p=0.019 [p=0.0444 [p<0.001 g Fopns 4 0.05
£ 8
% 15 12.8 5004 0.03
(1
10
002 0.01
5
0

Maternal mortality

C-section Preeclampsia/Eclampsia Preterm labor Gestational diabetes
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

Chen B, et al. AASLD 2021. 891
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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.

13

Limited Data on HBV Disease Course During Pregnancy

* Maternal immune system and hormone levels are modified during the peripartum period

* Viral replication may increase during pregnancy and mild, self-limited ALT flares occur in 10% to
50% of women postpartum (normal ALT: 19-20 IU/L)

* Progression of postpartum flares to hepatic decompensation occurs rarely: beware of advanced
liver fibrosis, HBeAg positivity, high baseline HBV DNA (>106 [U/mL)

ALT Flare Flare Prevalence (%)

Country Pregnancies (N) . ..
Definition During Pregnancy Postpartum

Australia 101 (44 early AVT cessation, 43 5% ULN NR Early AVT cessation: 50; late AVT
late AVT cessation, 14 untreated) cessation: 40; untreated: 29

us 113 5x ULN or 3 x BL 6 10

China 1097 2 x ULN 14 9.8

Ter Borg. J Viral Hepatitis 2008;15:37. Nguyen. Aliment Pharmacol Ther 2014;39:1225. Giles. Gut 2015;64:1810.
Chang. Am J Gastroenterol 2016;111:1410. Kushner. Clin Liver Dis 2018;12:24. Liu. J Clin Gastroenterol 2018;52:902.

14




Schematic representation of immunologic changes in the peripartum period in
mothers with CHB and their infants

> &

o ALTT(106,111)

e HBV-DNAT(56,118)
o IL-127(118)

o IFN-YT(118)

PREGNANCY

« HBV- DNA >107 copies/mL(56)
+ HBeAg positivity(56)

¢ Intrauterine infection(49)

¢ Incomplete vaccination(48)

¢ Immune escape variants(93,94)

1
i
i
Postpartum Infant i
D bl ST R E T L] pomm—— - <

P RS TR —

e ALTT(106,111) o 1127 1210 (120)

o HBV-DNAT(118) e Global immune maturation but lack of HBV-

e IL-12,IFN-Y, IL-21(118,120) specific T cells(99)

e Follicular T cells, dentritic cell functionJ,(120) * 400 differentially expressed immune genes in

o Immature B cellsT(120) cord blood compared to healthy infants’ cord
blood(99)

¢ Induction of trained immunity- strong T, 1
profile in bacteria-stimulated HBV-exposed
cord blood(99)

JOSHI AND COFFIN. Hepatitis B and Pregnancy: Virologic and Immunologic Characteristics. Hepatology Communications, Vol. 4, No. 2, 2020.
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2. Van deé lay lan tir me qua con.

[ Frequent MTCT Most common MTCT | ( Very rare MTCT
= HBV — 10% * HBV — 290% « HBV —<1%
» HCV —up 10 25% » HCV — 275% _ » HCV — <1%

(40% if HIV-HCY
coinfection)

Intrauterine Peripartum Postpartum

Potential mechanisms | | Potential mechanisms

* Maternal-fetal * Infant exposure to infected blood during delivery
Lranscytosis Risks if HCV* - N

* Trophoblastic cell = High maternal viral load | Potential |
infection = |nvasive infant manitaring mechanisms

* Maternal placental = Perineal or vaginal tear * [nfant blood
dysfunction * Prolonged rupture of membranes transfusion or

* Intra-amniotic * Forceps delivery other medical-care
bleeding related Risks if HBsAg* related procedures
to chorionic » High maternal viral load after birth
willus sampling, * HBeAg® aor HBsAg level >4 log, IU/mil Not a risk
amniocentesis = Failure to provide timely administration of HBIG and HBV vaccing = Breastfeeding

Mother-to-child transmission of virus in women with chronic viral hepatitis

Norah A. Terrault et al, Nature Reviews Gastroenterology & Hepatology volume 18, pages 117-130 (2021)
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Prevention of Mother-to-Child Transmission Is

Needed

* In unmanaged HBV infection . ..

90%

infants infected before 1 yr of age develop CHB

25% to 30%

infants infected at 1-5 yr of age develop CHB

EASL. J Hepatol. 2017;67:370.

17

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

20 - .
* P=.039 ! P=.031

= 1

2 154 !

i !

Sg 10 !

2 % 4 1 8.5
=< 6.6 1

g 1

= 54 1

& 4/61 :

n/ No_ 077 ! 0173 0/18

HBeAg+ HBeAg-
Maternal HBeAg Status

*Perinatal transmission = HBsAg positive at Mo 9.

<5log 5-8 log > 8log

Maternal HBV DNA (copies/mL)

Wiseman E, et al. Med J Aust. 2009;190:489-492.
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3. Diéen tién bénh viém gan virus B néu lay bénh tir me.

Preventing Perinatal HBV Transmission: Why Is It So Important ?

100 -

80
& Predominantly
£ neonatal infection
-g 1 in Asia
&
= Predominantly
£ 40 adult infection
] in Western
5 countries

20

° T T T T T

Birth 1-6 mos 7-12 mos 1-4 yrs Older Children

and Adults
Age at HBV Infection

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

Asian Liver Center. 2007 Physician s Guide to Hepatitis B: A Silent Killer.
http://liver.stanford.edu/files/2007Handbook.pdf. Accessed November 7, 2007.

19
° Adult infection:
20_30(y of adults who are chronically infected will develop
0 . . .
cirrhosis and/or liver cancer
o, of adults with acute hepatitis B will go on to develop
Chronic Hepatitis B (CHB)
Py In infants and children infection:
A
[ $] 80_90% .of infa_nts infected during the first year of life develop chronic
infections
30 SO‘y of children infected before the age of 6 years develop chronic
o infections
World Health Organization. Hepatitis B. Fact Sheet http://www.who.int/news-room/fact-
sheets/detail/hepatitis-b Accessed May, 18 2018.
20
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DIEN TIEN VIEM GAN SIEU VI B

Liver

o ) Cancer (HCC)
5% to 10% of individuals with
chronic HBV infectionl23] '

Acute Chronic Liver
— — Cirrhosis " @
Infectmnlll J Infection - Transplantation
20% to
> 90% of children 30%!5] ‘
with HBV infection

progress to chronic

. Decompensation
disease (vs < 5% of
adults) :
) 23% of patients
decompensate within 5 yrs of
developing cirrhosis!3!
1. The elimination of hepatitis B. In: Buckley. Eliminating the public health problem of hepatitis B and C in the United States
Phase One Report. 2016. 2. lloeje. Liver Int. 2012;32:1333. 3. Fattovich. Hepatology. 1995;21:77. 4. Weinbaum. MMWR
Recomm Rep. 2008;57:1. 5. Niederau. World J Gastroenterol. 2014;20:11595.
21

22

CHB Is Associated With Severe Burden of Disease

Five Year Cumulative Incident Rates of Development of CHB Complications

0.1%-3%'

HCC

10%-17%'

Acute N Chronic A Cirrhosis
Infection Infection2.2 '

15%!

Liver
Transplantation
Liver Failure
(Decompensation)
3Patient is chronically infected if HBsAg+for 2 6 months.

Figure adapted with permission from Fattovich G, et al. In: Marcellin P, ed
Management of Patients With Viral Hepatitis. Paris: APMAHB; 2004

70%-85%!

1. Fattovich G, et al. J Hepatol. 2008;48:335-352. Lok ASF,
McMahon BJ. Hepatology. 2009;50:1-36.
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Tang nguy co HCC & BN cé tién sir gia dinh c6 HCC

Risk of HCC by Family History of HCC Age Distribution of HCC Onset Within
0.181 and HBsAg Serostatus 2] ®Parents Families
¥ 0164 — Family hx (-)/HBsAg (-) B Sons
U — Family hx (+)/HBsAg (-) o B Daughters
O 0.144 — Family hx (-)/HBsAg (+) oS
E = Family hx (+)/HBsAg (+) % 54
S 0.124 e £
8 =
“ O

g 0.107 - 2
'-g AU =
£ 0.084 S .*g:lO-
= B
2 0.067 2
ke -
S 0.041 £ 5
: £y
O 0.024 F

0 0-

T T T T T T L] T T
0 2 4 6 g8 10 12 14 16 18 10-19 20-29 30-39 40-49 50-59 60-69 70-79

Follow-up Time (Yrs) Age Interval (Yrs)

Loomba. Clin Gastroenterol Hepatol. 2013;11:1636. Tong. Hepatol Int. 2013;7:1019.
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II1. Di€u tri viem gan vi rut B 0 phu nir mang thai.
1. Chi dinh diéu tri.
BO Y TE CONG HOA XA HOI CHU NGHIA VIET NAM
_______ Poc lap - Tw do - Hanh phuc
Sé: 3310/QP-BYT Ha N&i, ngay 29 thang 7 nam 2019
QUYET BINH
VE VIEC BAN HANH HUONG DAN CHAN BDOAN, BIEU TRI BENH VIEM GAN VI RUT B
2.7.4. Phu nir mang thai
- Bdi voi phu ni¥ mang thai c6 HBsAg duong tinh va chua diéu tri khang vi rut, can danh gia céc tisu
chuan diéu tri
+ Néu da tiéu chuén: didu tri bAng TDF
+ Néu khong dt tiéu chuén: Theo déi va diéu tri dw phong lay nhiém HBV tir me sang con (muc 2,
phan IV)
- DI voi phu nir dang diéu tri vim gan B man mudn co thai, néu dang diéu tri bang thudc khong phéi
TDF thi chuyén sang TDF trweée khi dur Kién c6 thai it nhét 2 thang.
- Ddi v6i phu nir méi phét hién 6 thai trong khi dang diéu tri khang vi rdt, tiép tuc didu tri TDF, néu
dang diéu tri thudc khéng phéi TDF thi chuyén sang TDF.
24
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Poc 1ap - Tw do - Hanh phuac

Sé6:3310/QBD-BYT

QUYET BDINH
VE VIEC BAN HANH HUONG DAN CHAN BPOAN, BIEU TRI BENH VIEM GAN VI RUT B

2. Phong lay truyén tir me sang con

CONG HOA XA HOI CHU NGHIA VIET NAM

Ha NSi, ngay 29 thang 7 ndm 2019

- Tiém véc xin VGVR B lidu sau sinh cho tat ca tré em theo chuong trinh tiém ching mé rong.

- Tré sinh ra tir me ¢d HBsAg duong tinh: tiém khang huyét thanh VGVR B va vé&c xin VGVR B trong
vong 24 gid sau sinh. Nén tiém cung thoi diém nhung & hai vi tri khac nhau. Sau do tiém day du cac
lieu vac xin VGVR B cho tré theo quy dinh cla chwong trinh tiém ching md réng.

- Déi v6i céc trwerng hop thai phu cé }éi Irong HBV DNA > 200.000 [U/mL (> 10° copies/mL) hodc
HBsAg dinh luong > 10* IU/mL, tw van diéu tri dw phong lay truyén HBV tir me sang con

+ Dung TDF tir tuan 24 - 28 cta thai ky, néu mudn hon thi nén bét dau it nhat 4 tudn truée sinh va
lién tuc dén 4 - 12 tuan sau sinh

+ Theo ddi tinh trang qﬂa me gém triéu chirg lam sang, AST, ALT méi 4 - 12 tuan, tai lwong HBV
DNA trong vong 24 tuan sau sinh dé phat hién VGVR B blng phéat.

+ Xét nghiém HBsAg va anti-HBs cho tré > 12 thang tubi d& danh gid tinh trang nhiém HBV.

- Khéng chéng qhi dinh nudi con béng‘sU’a me & nhirng ngudi me ¢c6 HBsAg dwong tinh va me dang
sl dung TDF dé diéu tri bénh hodc diéu tri du phong

25

AASLD 2018

EASL 20177

SUMMARY OF MAJOR GUIDELINE RECOMMENDATIONS FOR HBV
MANAGEMENT IN PREGNANCY

APASL 2016

HBV-DNA threshold for freatment
Treatment initiation
gestational age

Preferred drug
Therapy discontinuation

Bregstfeeding

Mode of delivery

>2 x 10° [/mL (10 copies/mL) o HBsAg >4log
U/mL
28-32 weeks

TDF (LMV or TBV alternative)

At delivery or up fo 12 weeks after delivery;
postpartum ALT moniforing suggested every
3 months for 6 months

Not contraindicated. Risk of low-level antiviral
exposure fo infants should be discussed with
mothers

Cesarean section is not indicated

52 x 10° I/mL (10° copies/
mL)
28-32 weeks

TDF (LMV or TBV alternative)
12 weeks after delivery

Not contraindicated in
untreated and TDF-treated
women

No comment

10%107 1U/mL (5 x 10° copies/mL)
28-32 weeks

TDF (LMV or TBV alternative)

At delivery or 4-12 weeks after

delivery

Discouraged while mothers are on
antiviral therapy

No comment

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

26
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f@ World Health
% Organization

=

JULY 2020

PREVENTION OF MOTHER-TO-CHILD
TRANSMISSION OF HEPATITIS B VIRUS:

IN PREGNANCY. WHO JULY 2020.

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

New recommendation

WHO recommends that pregnant women testing positive for HBV infection (HBsAg positive)
with an HBV DNA = 5.3 log, | IU/mL (= 200,000 IU/mL) receive tenofovir prophylaxis from

the 28th week of pregnancy until at least birth, to prevent mother-to-child transmission
of HBV. This is in addition to three-dose hepatitis B vaccination in all infants, including
timely birth dose (conditional recommendation, moderate quality of evidence).

Use of HBeAg testing, where HBV DNA testing is not available, to determine
treatment eligibility for tenofovir prophylaxis to prevent mother-to-child
transmission of HBV

New recommendation

WHO recommends that in settings in which antenatal HBV DNA testing is not available,
HBeAg testing can be used as an alternative to HBV DNA testing to determine eligibility
for tenofovir prophylaxis to prevent mother-to-child transmission of HBV? (conditional

GUIDELINES ON ANTIVIRAL PROPHYLAXIS recommendation, moderate quality of evidence).

27

www.cdc.gov/hepatitis
Updated December 2021

Screening and Referral Algorithm for Hepatitis B
Virus (HBV) Infection Among Pregnant Women

~ HBsAg
(hepatitis B surface

» Notify and educate woman about her HBsAg status
» Order HBY DNA and refer to a primary care provider with

or
traved to regions 2%

Schille S, Vellozzi C, Reingold A, et al. Prevention of Hepatitis B Virus Infection in the United
States: of the. MAWR

Recormen Aep 2018, 67(No RR-TJ1-34. sy 8 vaccine series {refer o Schilbe et. al. for more
rgnaity adapted Hepats o2l 2012, information).
ot Hepatitis dse s B Schiie et. al. for more information).
Tonofovir disoproxi! the sgrant womer

B Us.Oepartment of F T e
/ Falp @l "e2ithand Human Services H \ Te Soligect )
C Centers for Disease 1 J winaiesinminicacnhiicion i
X Control and Prevention Rt www.cdc.gov/hepatitis
i Updated December 2021

28
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I 2 HBsAg TESTING IN PREGNANT WOMEN
g@\. World Hea Ith l § "E: (using RDT or Iat;t;mlolryrl)a]‘iz%t‘i immunoassay)y’
=
Wy /¥ Organization 28 5 1
@
HBsAg + HBsAg -*
.‘I'

JULY 2020

HBV DNA VIRAL LOAD OR HBeAg (if HBYV DNA is unavailable)
AND ASSESS FOR CIRRHOSIS®

ASSESSMENT FOR
MATERNAL PROPHYLAXIS OR
LONG-TERM TREATMENT

Algorithm on maternal and infant
interventions for prevention of

mother-to-child transmission, and - i
o« eq 1. TENOFOVIR TENOFOVIR
assessment of eligibility of mother PROPHYLAXIS PROPHYLAKSS

for treatment for her own health

MATERNAL
INTERVENTIONS

|
+ ¥ £3

HEPATITIS B BIRTH DOSE VACCINATION OF THE
INFANT FOLLOWED BY 2 OR 3 DOSES OF VACCINE*

PREVENTION OF MOTHER-TO-CHILD TRANSMISSION OF 4

INTERVENTIONS

=
=
=
HEPATITIS B VIRUS: GUIDELINES ON ANTIVIRAL E , g 2 &
PROPHYLAXIS IN PREGNANCY. WHO JULY 2020. HBIG (if available) FOR INFANTS BORN TO HBsAg POSITIVE MOTHERS
(especially if HBeAg positive or with high HBV DNA)

29

2. Thudc diéu tri viém gan virus B cho phu nir ¢6 thai.

- Pang diéu tri.

- Chura tirng diéu tri hoiic dang theo ddi dinh ky.

Goals of HBV Therapy

Terrault. Hepatology. 2016;63:261.

30
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AASLD Guidance: HBV Treatment Options

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

with decompensated cirrhosis

TDF preferred in pregnancy

Terrault. Hepatology. 2018;67:1560.

31
TDF Prophylaxis to Prevent Mother-to-Child
HBV Transmission During Pregnancy
* No cases of transmission with TDF prophylaxis during third trimester
of gestation in randomised controlled trials in Asia’?
« 10 p=01 W TDF prophylaxis
,§ 8 o W Standard of care only (China) or placebo (Thailand)
G 7
'2
:
-
§ 4
S
g2 2
£ 4.
China Thailand
(N = 180) (N = 294)
*At Wk 28 following delivery in China and 6 mos following delivery in Thailand.
1. Pan. NEJM 2016;374:2324. 2. Jourdain. NEJM 2018;378:911.
32
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Is it safe?

33

Picu tri HBV ¢ phu nir mang thai: Dir liéu méi tir TAF.

Antiviral Kkinetics of tenofovir alafenamide and tenofovir disoproxil fumarate over 24 weeks in

women of childbearing potential with chronic HBV

Background/purpose: Use of tenofovir disoproxil fumarate (TDF) improves patient outcomes in
preventing mother-to-child transmission (pMTCT) of the hepatitis B virus (HBV) in mothers with
chronic HBV and high viral loads. Given the lack of data for tenofovir alafenamide (TAF) in pMTCT,
rates of early viral suppression with TAF and TDF were evaluated in women of childbearing potential
(WOCBP) participating in 2 randomized, double-blind, Phase 3 studies in chronic HBV.

Methods: In a patient subset meeting WOCBP criteria and with baseline HBV DNA >200,000 1U/mL,
rates of viral suppression with TAF or TDF in achieving the target of HBV DNA <200,000 IU/mL at
weeks 12 and 24 were assessed. Multivariate logistic regression was used to identify factors predictive
of failure to suppress HBV DNA to the target level.

Results: In 275 of 1298 (21%) patients meeting WOCBP criteria with high viral load, 93% and 96% had
HBV DNA <200,000 IU/mL at weeks 12 and 24, respectively. Results for TAF (n = 194) vs TDF (n = 81)
treatment were similar at weeks 12 and 24 (94% vs. 90% and 97% vs. 93%), respectively. High baseline
HBV DNA level, genotype D infection, and prior interferon (week 24 only) were predictive of failure to
achieve the target level. Both treatments were well tolerated with TAF showing less impact on renal
and bone parameters.

Conclusions: In WOCBP with high VL, no differences were found between TAF and TDF in reducing
HBV DNA to levels associated with lower transmission risk. These data support ongoing studies of TAF

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

ALT normalization
*Treatment-naive group 94.7 (18/19) 95.5 (21/22)
*Switchover or continuation group 100 (11/11) 100 (10/10)

*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

Zeng. AASLD 2021. Abstr OA19.

35

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

Recommendations for Use of Antiretroviral Drugs During Pregnancy

* The Panel continues to recommend dolutegravir (DTG) as a Preferred ARV drug for pregnant people, irrespective of
trimester, and for people who are trying to conceive. The most recent data from the Tsepamo study in Botswana indicate
that, although the prevalence of infant neural tube defects (NTDs) with periconception use of DTG was higher than the
prevalence of NTDs in infants born to women who were receiving efavirenz and women without HIV, the prevalence was not
significantly increased compared with women with HIV receiving non-DTG ARV regimens at conception. Based on these and

other data, the Panel has removed bulleted recommendations with DTG-specific cautions.

= Based on additional data about the use and safety of tenofovir alafenamide (TAF), the Panel now recommends TAF as a
Preferred nucleoside reverse transcriptase inhibitor for ARV regimens in people who are pregnant or are trying to conceive.

« Available data about weight gain with TAF and with DTG during pregnancy have been reviewed and incorporated in this
section.

+ Oral cabotegravir (CAB) and the new long-acting injectable regimen of CAB and rilpivirine (RPV) have been classified as Not
Recommended for use in pregnancy and as /nsufficient Data for persons who are trying to conceive or who become
pregnant while on this regimen.

+ Revisions have been made to the sections listed below to incorporate the Panel’s updated recommendations about ARV

drugs during pregnancy and for people who are trying to conceive.

Updated: Mar. 17, 2022
What's New in the Guidelines Reviewed: Mar. 17, 2022

36
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IV. QUAN TRONG: HBV CO THUOC NGUA

. LICH SU PHAT TRIEN
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khai trén ca nuwoc (1981-1990)
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m&
aibm tai Viét Nam voi sur hd r;
40 cila T8 Chie Y Té Thé bésh nhiém phd
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Hop Quéc tir nAm 1981 s “""‘qua"m
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Global Progress Report on HIV, viral hepatitis and
sexually transmitted infections, 2021.
%: ,|;§ World Health

Hepatitis B birth dose ‘%) Organization
vaccination strategies o

in the national

immunization

programme, April 2021

o
!

STATUS
HepB-BD introduced to date
HepB-BD only for infants bom ‘
1o HBsAG-positive mothers o

B HepB in childhood schedule
but no universal HepB-BD

I HepB only given to adolescents
or adult risk groups

B No data
Not applicable
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TINH HINH BENH VIEM GAN VIRUS VA BAP IPNG O VIET NAM - WHO representative office for Viet Nam 2019

Bang 7. Ty lé tré s¢ sinh dugc tiém phong HBV theo nam 6 Viét Nam, 2003-2015

2003 | 2004 | 2005 | 2006 | 2007 | 2008 | 2009 | 2010|2011 (2012 | 2013 | 2014 | 2015

HepB-BD 27% 25% 40% 21% 55% 76% 56% 55% 70%

HepB3  78% 94% 94% 93% 67% 87% 94% 88% 95% 97% 59% 95% 97%

Nguén: WHO (2018).

Hinh 15. Ty I& tré so sinh dugc tiém phong HBV theo nam ¢ Viét Nam, 2003-2015

o
=]

o @
S o

% tré so sinh dugc
tiém phong
5

)
o

o

2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014

Bao pht liéu so'sinh ——— BaophtiB3

B3, viem gan Bliéu3.  Tigm véc xin viém gan B lidu so sinh (HepB-BD)
Nguén: WHO (2018).

39

Ty 1é mang HBsAg xét theo doan hé sinh & Viét Nam, 2001-2008

4,0% : ,
o 35% —— ' ' ==
2 . 3,0% 1 2006 F——F = ]
HBsAg 2,5% +——— : = — ==ss=ss=s
OIS o SSZ2SS32S E 2012
W ox EEEEEE e N0 e
1,0% e e e e e e e e e e e e e e e e e e o e o e e e e
0"5% SN GOSN O SN N T N NS N PSP N A Y N N N GO (N I N N N -
Giod i | |

2001 2002 2003 2004 2005 2006 2007 2008

& TylécoHBsAg Tuyén tinh (ty |é c6 HBsAg)

Ty 16 hign mac viém gan B & tré nho da giam tiv khi viéc tiém phong cho tré Nguyen et al. (2014)
so sinh du’c_yg: ap dung nam 1997. Chi c6 moét khao sat huyét thanh Qai dién
trén toan quoc da dwgc thuwe hién (Nguyen et al., 2014). Khao sat tien hanh

trwéc va sau tiém vac xin viém gan B liéu so sinh. WHO representative office for Viet Nam 2019

nam 2011, bao gbm tré tir 3 dén 11 tudi, do vay gdm ca nhitng doan hé sinh TINH HINH BENH VIEM GAN VI RUT VA DAP NG & VIET NAM -

40
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Incidence of hepatitis B virus infection — National Notifiable
Diseases Surveillance System, United States, 1980-2015

350

Vaccinerecswere s New Hepatitis B infections
firstissuedin 1982

Incidence (1,000s)

1980 1982 1984 1986 1988 1990 1992 1994 1996 1998 2000 2002 2004 2006 2008 2010 2012 2014

Years

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

41

g”@ World Health
Y Organization

——

JULY 2020

Summary of recommendations

Existing recommendations on immunization from the WHO position paper
2017 (6)

a) All infants should receive their first dose of hepatitis B vaccine as soon as possible after
birth, preferably within 24 hours;

b) Delivery of hepatitis B vaccine within 24 hours of birth should be a performance
indicator for all immunization programmes, and reporting and monitoring systems
should be strengthened to improve the quality of data on the birth dose;

c¢) The birth dose should be followed by two or three doses to complete the primary series.

PREVENTION OF MOTHER-TO-CHILD
TRANSMISSION OF HEPATITIS B VIRUS:
GUIDELINES ON ANTIVIRAL PROPHYLAXIS
IN PREGNANCY. WHO JULY 2020.
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Management of Infants Born to Women with

Hepatitis B Virus Infection for Pediatricians

Management of Perinatally Hepatitis B Virus (HBV)-Exposed Infants
with Birth Weights >2,000 grams (>4.4 Ibs)

Administer hepatitis B immune globulin (HBIG) and single-antigen vaccine in separate limbs
at birth (12 heurs).

Complete vaccine series with 2 additional doses of single-antigen vaccine (3 total doses) OR
with 3 additional doses of combination vaccine (4 total doses)

e 1+ dose 2= dose 39 dose

NG i antibo e a0l iBc)
Management of Perinatally Hepatitis B Virus (HBV)-Exposed Infants
with Birth Weights <2,000 grams (<4.4 lbs)

Administer HBIG and single antigen vaccine in separate limbs at birth (<12 hours).
Complete vaccine series with 3 additional doses of single antigen or combination vaccine

(4 total doses).

I Ty B S S T AT
S"l‘“m‘ 14 dose 20 dose 24 dose 4° dose
Single-Antigenand — yut goge (single-

Combination Vaccine 2 dose T dose 4" dose
Seriest antigen vaccing)

Il Interpreting Post Vaccination Serologic Test (PVST) Results

Stil Susceptvle
Pt irsomiat it B A g
Antibody Level 210mili/mL. Antibody Level <10miUmL Antivody Level <10mi/mL
Mo further follow up necessary Meeds additional follow MNeeds additional follow up
fRaport rasults to your Perinatal up and vaccines. Contact your PHEPP coordinater
Hepatitis B Prevention Program Contact your PHEPP coordinator
(PHEPF) coordinator. for assictance i 4
perinalal-contacts himl ‘arinatal-Cotacts himl
U.5. Department of
l('l-‘!‘llh l,nfﬁ[:iumaln Services
£rioproand pfevention CS 325363-A  September 29, 2021
South Australian Perinatal Practice Guideline. 2020 Mother of infant is HBV positive

Hepatitis B in Pregnancy.

Give hepatitis B vaccine and HBIG
to infant in opposite thighs as soon as possible after
washing baby (within 12 hours of birth)

|

Give 3 subsequent doses of hepatitis B containing vaccine
as per routine childhood immunisation schedule at

Follow-up of infants whose » Sdwes

* 4 months
+ 6 months

mothers are HBV positive :

¥

| Low birth weig| fant (<2000g)
OR
Preterm infant (<32 weeks)

| | Ll

' v

Measure anti-HBc and anti-HBs

levels at 7 months of age Give 1 further dose of hepatitis B
If antibody titre < 10 IU/mL, give 1 ~OR— containing vaccine at 12 months of
further dose of hepatitis B containing age without measuring antibody tifre

vaccine at 12 months of age

‘ants born to women
are HBV positive

A

At 9-12 months of age
(minimum of 3 months after final
dose of hepatitis B vaccine and 9
months after administration of HBIG),
testinfant for:
* HBsAg
« Anti-HBs
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New HBYV infections (millions)
£

GIAI PHAP TOI U NAO PE GIAM LAY NHIEM HBV

Impact on number of new HBYV infections

Current status

Vaccine

Vaccine + BD vaccination

Vaccine + BD vaccination + PPT

Vaccine + BD vaccination + PPT + treatment*

Vaccine + BD vaccination + PPT + treatment + cure

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

2010 2020 2030 2040

2050

2060 2070 2080 2090 2100

Year

Nayagam S, et al. Lancet Infect Dis 2016;16:1399-408
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Percent prevalence of Hepatitis
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= Maintain 2019 vaccine rate (~43% globally)
== |ncrease vaccine rate to 90% by 2030

== WHO target for HBV elimination VACCINATION TOWARDS ELIMINATION

Steadily increasing birth-dose vaccination
rates to 90% globally by 2030 would bring
chronic HBV in 5-year-olds to target levels
by 2052.

Prevalence of chronic HBV infections
in five-year-olds (percentage)

-—er e e o o e e e e

OI J I ! I : | ! I
2010 2030 2050 2070 2090

Liam Drew. S50 | Nature | Vol 603 | 31 March 2022

47

Medic Center

V, Két luan.

* Viém gan B 1a bénh hay gip ¢ nudc ta: Ti 1¢ nit mang thai nhiém HBV ciing cao.
Tit cd phu ni mang thai phdi dwoc xét nghiém HBV dé cé hwong xir tri thich hop.

* Phu nir ¢6 thai dang diéu tri HBV thi cur tiép tuc dié}l tri voi thude TDEF: Tiép tuc
thudc TDF hoac chuyén d6i qua TDF néu dung thuoc khac.
TDF la thudc dwoce dé nghi dung cho phu nit ¢ thai theo da sé cdc guideline.

* Co chién luge tu van kién thirc lay lan cho tat ca cac phu nit nhiém HBYV, dic biét
di€u tri du phong lay tir me¢ sang con dung chi dinh.

« Puoc phép cho con b trong khi diéu tri thude khang siéu vi B.

* Vi cac dir li¢u an toan va hi¢u qua méi, TAF co6 thé s& duogc xem xét cho phép dé
diéu tri HBV ¢ phu nit c6 thai.

« Chich ngira viém gan siéu vi B tao nén sy khac biét trong cudc chién chéng HBV.
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