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. HCC Overview
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Source: Globocan 2020

Incidence, both sexes Mortality, both sexes 5-year prevalence, both sexes

LAC** N.America* LAC**

(4. 4%) (4.2%) 4%)
N.America* LAC** N.America*
(5.1%) (4.5%) (5%)
Africa Africa Africa
(7.8%) (8.1%) (8.4%)
Europe Asia Europe Asia Europe Asia
(9.7%) (72.5%) (9.4%) (73.3%) (8.6%) (73.6%)
Population  Number Population  Number Population  Number
| Asia 656 992 | Asia 608 898 | Asia 732 048
| Europe 87630 | Europe 78415 | Europe 85119
| Africa 70 542 | Africa 66 944 | Africa 83 201
= *Northern America 46 599 [ ] *#*Latin America and the Caribbean 37 566 [ | *Northern America 49 746
[ | **| atin America and the Caribbean 39495 [ ] *Northern America 34818 [ | *%| atin America and the Caribbean 39580
Oceania 4419 Oceania 3539 Oceania 4845
Total 905 677 Total 830180 Total 994 539

Global burden of primary liver cancer in 2020 and predictions to 2040

( Global burden of primary liver cancer )

@y Liver cancer ranked among the
top 3 causes of cancer death in
905 700 830,200 [ | I 46 countries
people were diagnosed people died from liver in 2020
with liver cancer in 2020 cancer in 2020

The number of people
diagnosed with or dying from
liver cancer globally could

ﬁ, increase by

more than 55%
between 2020 and 2040 if
current rates do not change

Liver cancer is a major cause of death in many countries. Efforts to reduce the incidence of preventable
liver cancer should be prioritised to avoid the predicted rise in people diagnosed with liver cancer.

Harriet Rumgay et al. Journal of Hepatology 2022 vol. 77 j 1598-1606




Estimated number of new cases of liver cancer in Asia from 2020 to 2040,
Incidence, both sexes, age [0—85+], based on CANCERTOMORROW |IARC
Population Annual Population Number of New Cases Chinge
Number of Cases
2020 2040 2020 2040

Kazakhstan 18,776,707 22,370,403 1039 1707 +64.3%

Kuwait 4,270,563 5,152,526 128 482 +276.6%
Kyrgyzstan 6,524,191 8,307,138 176 911 491.4%

Lao People Democratic Republic 7,275,556 8,971,941 1272 2453 +92.8%
Lebanon 6,825,442 6,376,397 172 302 +75.6%
Malaysia 32,365,998 38,754,576 2149 3906 +81.8%
Maldives 540,542 556,282 29 83 +186.2%
Mongolia 3,278,292 4,089,199 2236 4506 +101.5%
Myanmar 54,409,794 61,201,610 5466 8529 +56.0%

Nepal 29,136,808 34,889,298 524 1007 +92.2%
Oman 5,106,622 64,37,413 128 364 +1844%
Pakistan 220,892,331 302,129,186 5331 9901 +85.7%
Palestine 5,101,416 7,599,231 164 407 +148.2%
Philippines 109,581,085 135,618,864 10,594 19,882 +87.7%
Qatar 2,881,060 3,628,689 56 256 +357.1%
Republic of Korea 51,269,183 49,783,741 14,788 23,763 +60.7%
Saudi Arabia 34,813,867 42,473,029 1145 3542 +209.3%
Singapore 5,850,343 6,445,489 1347 3213 +138.5%
Sri Lanka 21,413,250 22,186,243 354 540 +52.5%
Syrian Arab Republic 17,500,657 30,153,278 376 1093 +190.7%
Tajikistan 9,537,642 13,845,878 304 676 +122.4%
Thailand 69,799,978 69,008,295 27,394 42,614 +55.6%
Timor-Leste 1,318,442 1,809,281 18 83 +72.9%
Turkey 84,339,067 94,131,585 5649 10,733 +90.0%
Turkmenistan 6,031,187 7,408,523 317 554 +74.8%
United Arab Emirates 9,890,400 10,648,314 83 452 +444.6%
Lizbaoli 22 169 199 40 508 'n1 1629 22992 Q' 19/

I Viet Nam 97,338,583 107,795,035 26,418 41,124 +55.7% I
Yemen 70,825,068 17,670,023 T T51T T106.87%
Totals 4,616,030,644 5,164,031,646 643,637 970,231 +50.7%

Cancers 2022, 14, 4473. https://doi.org/10.3390/cancers14184473. Published: 15 September 2022

Late Detection of HCC. It is very serious!

2020 Global Cancer Incidence Estimates 2020 Global Cancer Death Estimates

World Cancer Incidence, 2020 Estimates World Cancer Deaths, 2020 Estimates

2,261,419 Lung

Female Breast 11,796,144

Lung 2,206,771 Liver
Prostate Stomach

Nonmelanoma of skin Breast

Colon 1,148,515 Colon
Stomach 1,089,103 Esophagus
Liver Pancreas

Rectum Prostate

Uterine Cervix 604,127 Cervix
Esophagus 604,100 Leukemia
6 500:000 1,00(‘),000 1,506,000 2.‘00(‘),000 2,506,000 (I) 500,'000 1,006,000 1,506,000 2,006,000
Number of People with Cancer Deaths

Sung H, Ferlay J, Siegel RL, et al. Global cancer statistics 2020: GLOBOCAN estimates of incidence
and mortality worldwide for 36 cancers in 185 countries. CA Cancer J Clin. 2021 Feb 4.
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Changes in the Epidemiology of Hepatocellular Carcinoma in Asia
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Cancers 2022, 14, 4473.
https://doi.org/10.3390/cancers141
84473. According to the Global Burden of Disease Database, changes in the incidence of liver cancer

Published: 15 September 2022 by different causes in Asia from 2015 to 2019, expressed as rate per 100,000.

HBV IS THE MAJOR CAUSE OF HCC IN VIET NAM

2.7% ﬂ

BHBY
OHCV
B HBV/HCV
ONHBV/NHCV
Nguyen et al. ' Le etal.?
Southern and Central Vietnam, from Northern Vietnam, from 2010 to 2017.
2010 to 2016.

Data from 198 advanced HCC patients.
Data from 24091 HCC patients.

1, Nguyen-Dinh SH et al . World J Hepatol 2018 January 27; 10(1): 116-123.
2, Le et al. Cancer Control Volume 26: 1-6. 2019.




Case 1: A 9-year-old boy with HCC

* A 9-year-old boy, lived in Binh Chanh- HCM City
* 42 kg, no specific symptoms
* Family history: both parents and older brother had HBV infection

* The father went for his HBV check-up. His doctor advised him to do
HBV screening for his children.

* They visited doctors only twice before without any treatment, no
follow up.

* The boy were taken to Medic Medical Center in July 2018.

Case 1: A 9-year-old boy with HCC

* CBC: normal

* Bilirubin-T: 0.36 mg/dL

* AST: 37 U/L ALT: 36 U/L GGT: 22 U/L

* Creatinin: 0.57mg/dL

* HBsAg: positive, HBeAg: negative, AntiHCV: negative
* HBV DNA: 4311 copies/mL

* AFP: 1590 ng/ml

* AFP-L3: <0.5%

* PIVKA II: 15 mAU/mL

* CEA: 0.7 ng/mL CA19-9: 7.4 U/ml
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CONG TY TNHH Y TE HOA HAO - PHONG KHAM DA KHOA

(Tén cit: TRUNG TAM CHAN BOAN Y KHOA - MEDIC)

254 Hoa Hao, P.4, 0.10, TP Ha Chi Minh

DT: 028.39270284 - 02839272136, Mail: hoahao254Gmedic.comvn

Diing ky khim trye tuyén :  [B];
htp://medichh athsoft vn
Hodc app: Medic Hoa Hao |

Qr code kit qua chira bénh dn cia quf khéch. Medic khing chiu tréch nhiém ndu quy khach cung cip cho nguit khic
QRCode két qua

Khoa : Siéu Am Gan - Mach Mau D4 - Phong Gan 4
Midy: Samsung RS85A

KET QUA SIEU AM MAU

i} Ngay DK: 14/07/2018 10:25

Ho va tén - 9tuéi Nam
Dia chi Nha Bz Tp. Hé Chi Minh - 0988(

Lam sang

BS chi dinh BV chi dinh

. - : i J 2 .
VUNG KHAO SAT : SIEU AM BUNG TONG QUAT MAU

- GAN:P = 127 mm, béir déu, cau tric déng dang, khong sang thuong khu tri

- MAT: thi mt khéng s6i, vach mong. Dutmg mat trong gan khéng dan, Ong mat chi khéng sbi, khéng dan.

~TUY: Céu triic, kich thusc binh thuimg, LACH: khéng to, ¢éng dang.

- THAN P: khéng séi, khéng & nwée. THAN T: khdng séi, khéng i nude.

- BANG QUANG: khing sbi, khéng butu, vich méng.

- TIEN LIET TUYEN: khéng to.

- Déng mach chi bung khéng phinh.

- Ascites (-). Khéng hach & bung.

- Khéng tran dich mang phéi.

SIEU AM BUNG CHUA THAY BAT THUONG( SWE md gan: 4.3 kPa, # F0).

Nothing abnormal detected

KET LUAN ;

Tp. H6 Chi Minh, ngay 14/07/2018 10:27
(Bdc st dd ky)

TORE TV TN ¥ TE HOA TAD - PHONG KA BA RHOX
(Tén cit: TRUNG TAM CHAN DOAN ¥ KHOA - MEDIC)

Dang ky kham trpe tuyén W] g]
254 Haa Hio, P.4, .10, TP. Hé Chi Minh g medichh nthsoftun ¥ >
“ DT: 028.39270284 - 028,39272136, Mail: hoahao254 Gmedic.com.vn ‘Hoéic app: Medic Hoa Hao &

Or code két qua chira bénh én clia quy khach. Medic khng chiu trach nhiém néu qui khich cung cép cho ngubi khic

2 o = QRCode két qui
Khoa : SIEU AM TONG QUAT - Phong 23
May: ALOKA -ProSound al0

KET QUA SIEU AM MAU

] Ngay DK: 16/07/2018 08:53
Ho va tén § : 9tusi Nam
Dia chi : 4. Nha Bé Tp. H6 Chi Minh — =~ ~=~=="""

Lam sang (KT

BS chidinh  : THOY BV chidinh : MEDIC

VUNG KHAO SAT : SIEU AM BIU
- MAO TINH: cdu tric, kich thude binh thuong.
~TINH HOAN HAI BEN: 6 kich thutic va hinh dang binh thuing, echo day, déng nhat, Hai tinh hoan cé nhigu
nét héi &m day trong nhu mé d=0,4->0,9mm,
- Khéng tran dich tinh mac.
- Khéng dan tinh mach thimg tinh.
- Da bin khong day
- VUNG BEN HAI BEN: khéng thoat vi, khong hach bénh 1y.

KELLUAN ; NHIEU NOT VO HOA NHO TRONG TINH HOAN HAI B
Bénghi: A lot of calcified nodules in the testicles

Tp. HO Chi Minh, ngdly 16/07/2018 09:13
(Bde si di ky)
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CONG TY TNHH Y TE HOA HAO - PHONG KHAM DA KHOA

(Tén cit: TRUNG TAM CHAN DOAN Y KHOA - MEDIC)

254 Hoa Hio, P.4, .10, TP. H3 Chi Minh

DT: 028.39270284 - 028.39272136, Mal: hoahao25 4@medic.com.vn

Ding ky kham true tuyén : [E]gi[E]
http://medichh.nthsoft.vn *
Hodic app: Medic Hoa Hao &

Qr code két qua chira bénh én clia quy khach. Medic khéng chiu trach nhiém néu quy khdch cung cip cho ngudi khac.
QRCode két qua

MEDIC CT SCAN REPORT

STT Ngay DK : 16/07/2018 08:54
Bénh nhan Tugi:9 Nam

Dia chi H. Nha Be Tp. Ho Chi Minh - BT : 098!

Bacsi chidinh  : TS.BS.PHAM THI THU THUY

Bénh vién : MEDIC Khoa : PK

LYDOKHAM

May : MSCT 640 _2

Vimg : CT VUNG BUNG Tiém chat twong phan
Két qua : % K THUAT:

Ving bung - chéu dugc khio sét véi céc lat hinh lién tuc Imm véi méy MSCT Aquilion, khéng cd tiém
thudc can quang.

* KET QUA:

Gan khong to, bo déu, nhu mé gan thd. Gan tréi phan thity IV c6 thuong tén gidm dam df 19mm. Thuong
ton hét}huﬁ'c can quang manh 6 thi ddng mach va sau d6 ¢6 do can tia thip hon nhu md gan xung quanh
¢ thi tré.

Dubmg méat trong va ngoai gan khéng dan. Tii mat khéng to, thanh mong, khong thay sdi cAn quang.
Lach va tuy hinh dang kich thude binh thuong.

Hai than hinh dang kich thugc binh thuomg, khang sbi can quang, khing & nudc.

Bang quang hinh dang kich thuée binh thuémg, vach méng.

Tién liét tuyén khong to.

Khéng thay hach trong viing khao sat.

Khong thdy dich ty do trong viing khdo sat.

*** KET LUAN:

19mm tumor ih the left liver, suspected HCC/Chronic

hepatitis Tp. Ha Chi Minh, ngay 16/07/2018 11:56

(Bic si di ky)

‘Date of Birth: 01 Jan 2008 Scan Date: 16 Jul 2016
Gender: M Report Date: 16 Jul 2018-11:46AM
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LURH T AT ETTRRTH I ]

S4 Titu Dan ‘358 _jo234
Sé Bign Nhon: D<00491 14-001
XET NGHIEM MO BENH HOC > ™% V4~ 180049114
QT

Wirhaine: e Bvsdatoc coen v

Ho tén: Nam sinh: 200910 Tudi) Gidri tinh: Nam
Dia chi: C s el HL Nha Bé, TP HOM Dién thoai
Bam vi giri miu  KHOA GMHS (PHONG MO 24 Pom vi chi dinh: KHOA NGOAT GAN-MAT-TUY

PP md: CAT GAN HPT IV FIV: TS.BS. Trdn Cong Duy Long
Chin dodn: HCC HPT 4 (C22.0) - Viém gan virus B man, khong o6 ddng ohidm viém gan virus [ (B18.1)
S& miu giri: 1

Ngay 14y méu: 23/07/2018 Ngay nhén milu: 24/07/2018, 08-35
e — = A
KET QUA
Ngaet < boc bérh phdm: KTV, Tedn Qudec An Nmay odt lpe: 24072018 S8 wedes tegoes | S8 block: 4
PP Nhugm: H&E
Nxerdd lame riéu ban: CN. Nguyo Thi Minh Fhuong Ngdy 1am riéu bon: 26072018
Gtk Chsi

Pai Thé: A6 gan 8xS.Sx3cm, x& nhiduo 1

4t ©6 2 Gt i thuong ghn xat nhau 16ng ki 1. Sx1_5x tcm
1.27 NSt uSn thean

)¢z 3/ Ria dién ot 2(1)c; 4/ MS gan lanh 1(1)c
EAN €6 cidc (& bado ting sdn c6 kich thitdc t& bAo vA nhin thay 38i. Hat nhin ro.
U 4P x&p thanh be. hojc thanh t€u thay hode ob dong Sng tay&n.
bio de tinh
ng Ishak - Knodell ¢ HAT bién adi )
a: 1/4: Hogi ¥ & blo gan quanh tinh mach trune rdm- 2 - Hogs wr
*thay: 143 ; Viém quanh khodng cim: 2/4 - HAL grading: $/18

Vi Thé:

OO Gl (e BFrs trisens 5517 sy hrian trorg vomng 19 mdy id s npdy kDT (ON)393I5T%
. - PBOL2059. 12 5545 Trang: 177
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Case 1: A-9 year-old boy with HCC- After 2 years

* CBC: normal

* Bilirubin-T: 0.59 mg/dL

* AST: 26 U/L ALT: 27 U/L GGT: 23 U/L
* Creatinin: 0.57mg/dL

* HBsAg: positive, HBeAg: negative, AntiHCV: negative
* HBV DNA: not detected

* AFP: 2 ng/mL

* AFP-L3: <0.5%

* PIVKA II: 12 mAU/mL

* CEA: 0.1 ng/mL CA19-9: 8.3 U/ml
 Ultrasound: Nothing abnormal detected

14




Case 2: A 25-year- old young man with HCC

e A 25- year- old young man, single

* W: 62kg, H: 178cm- No specific symptomes.

* Occupation: Worker in Ho Chi Minh City

* No alcohol, no smoking

* No operation, no blood transfusion

* Family history: Mother and older brother had HBV infection

* Did company annual health check, was aware of having chronic HBV
infection, no doctor visit, used traditional medicine for 2 months

* Felt fatigue, had an upset stomach, went to Medic medical center in
November 2022
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Case 2: A 25-year-old young man with HCC
* CBC: normal

* Bilirubin-T: 0.76 mg/dL

* AST: 32 U/L ALT: 80 U/L GGT: 35 U/L

* Creatinin: 0.9mg/dL— eGFR: 118

* HBsAg: positive, HBeAg: positive, AntiHBc IgM: negative

* AntiHCV: negative

* HBV DNA: 49781 copies/mL

* AFP: 1131 ng/ml

* CEA: 0.9 ng/mL CA19-9: 12 U/ml

16




~ QRCode ket qua
Khoa : Siéu Am Gan - Mach Mau D4 - Phong Gan 1
May: Toshiba Applio XG

KET QUA SIEU AM MAU

i8] Ngay DK: 19/11/2022 07:07

Ho va tén : 25 tuéi Nam
Pia chi . 1 Binh, Tphem — 09320

Lam sang

BS chi dinh BV chi dinh : MEDIC

= - = = & = p =
VUNG KHAO SAT : SIEU AM BUNG TONG QUAT MAU
- GAN: Khéng to, bér déu, cdu tric thé déng dang, ting sang khoang cir, thuy P cd ving echo khéng déng nhat
d=25mm, rim sign (-), doppler (-)
- MAT: tii mat khéng séi, vach méng. Pudng mét trong gan khéng dan. Ong méat chii khéng sbi, khéng dan.
- TUY: Cau tric, kich thude binh thudmg. LACH: khong to, déng dang.
- THAN P: khéng séi, khéng & nudc. THAN T: khéng s6i, khong  nuwdc.
- BANG QUANG: khéng séi, khéng budu, vach méng.
- TIEN LIET TUYEN: khéng to
- Déng mach chii bung khéng phinh.
- Ascites (-). Khong hach & bung.
- Khéng tran dich mang phai.

KET LUAN : TD FOCAL THUY P f VIEM GAN
— A 25mm focal mass in the right liver/ hepatitis

HA ChiAinh 191102000 09.16

17

CONG TY TNHH ¥ TE HOA HAQ - PHONG KHAM DA KHOA

& i o e
(Tén cii: TRUNG TAM CHAN DOAN Y KHOA - MEDIC) Bang ky kham tryc tuyén : [8] h‘q
254 Hoa Hao, P.4, Q.10, TP. Hé Chi Minh http:/imedichb.nthsoftvn ¥ -
DT: 028.39270284 - 028.39272136, Mail: hoahao254@medic.com.vn Hoiéic app: Medic Hoa Hao E

Qr code két qua chira bénh an ciia quy khéch. Medic khong chiu tréch nhiém néu quy khach cung cép cho nguvi khac.
QRCode két qui

MEDIC CT SCAN REPORT

Scan Date: 18 Nov 2022
Report Dato: 15 Nov 2022-10:19AM

STT Ngay DK : 19/11/2022 09:56

Bénh nhan f Tudi:25 Nam

Dia chi : Q. Tén Binh, Tphem - BT : 0932€

Bic sichidinh : BS. CKI. PHAN HUU BOI HOAN

Bénh vién : MEDIC Khoa : PK

LY DO KHAM : HBV3M , uéng thuéc , da ngung 1M --KT

Miy : MSCT 640 _2

Viing : CT VUNG BUNG Tiém chat tuong phan
Két qua + ** KY THUAT:

Ving bung - chéu dugc khdo st vdi céc 14t hinh lién tuc 1mm véi may MSCT Aquilion, khong va c6 tiém
thudc can quang.

** KET QUA:

Gan khong to, bo khdng déu, nhu md gan thd hat. Gan phai phan thity VIII sit hoanh cé theong tén giam
dam d6 33mm. Thuong ton bat thudc can quang manh khong déng nhit & thi déng mach va sau dé cé do
can tia thdp hon nhu mé gan xung quanh & thi tré.

DPuong mat trong va ngoai gan khéng dan. Tui mat khong to, thanh méng, khéng thiy séi can quang.
Léch va tuy hinh dang kich thuéc binh thuomg.

Hai than hinh dang kich thutc binh thuong, khéng séi can quang, khong & nusc

Bang quang hinh dang kich thuc binh thuong, vach méng.

Tién ligt tuyén

Khong thay hach trong ving kho sat.

Khong thay dich tu do trong ving khao sat.

*** KET LUAN:

HCC GAN PHAI 33MM / VIEM GAN MAN

Tp. Hé Chi Minh, ngay 19/11/2022 10:24
(Bic si da ky)

HCC in the right liver 33 mm/chronic hepatitis
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patients with chronic HBV infection

—1.Viet Nam is still considered as an HBV epidemic area

r
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GDPM and WHO (2017)

Estimated prevalence of hepatitis B in Viethnam, 2015-2020

representative office for Viet Nam 2019

lll. Challenges of HCC management in young

6.3%

TINH HINH BENH VIEM GAN VI RUT VA BAP UNG O VIET NAM - WHO
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Incidence of HBsAg by gender and age — 2017

25.00%

20.00%

15.00%

10.00%

5.00%

0.00%

GDPM and WHO (2017).

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

21

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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| Frequent MTCT
= HBV — 10%
* HCV —up to 25%
{40% if HIV-HCW
coinfection)

Intrauterine

2. The issue of prevention of mother-to-child transmission
has not been thoroughly intervened

Maost common MTCT Very rare MTCT

* HBV — =90% * HBY — <1%
| *HCV — =75% | * HCV —<1%
™ o o

Peripartum Postpartum

- i .

Potential mechanisms = | Potential mechanisms

+ Maternal-fetal » Infant exposure to infected blood during delivery
transcytosis Risks if HCV" -

* Trophaoblastic cell = High maternal viral load | Potential
infection * |nvasive infant monitoring mechanisms

= Maternal placental = Perineal or vaginal tear * Infant blood
dysfunction * Prolonged nupture of membranes transfusion or

* [ntra-amniotic = Farceps delivery other medical-care
bleeding related Risks if HBsAg' related procedures
to chorionic » High maternal viral load after birth
villus sampling, * HBeAg® or HBsAg level >4 log, | IU/mil Not a risk
amniocentesis * Failure to provide timely administration of HBIG and HBV vaccine » 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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Hepatitis B in pregnancy

Guglielmo Borgia et al. World J Gastroenterol 2012
September 14; 18(34): 4677-4683

PERINATAL HBV TRANSMISSION

Perinatal transmission i1s 2 common mode of HBV trans-

mission worldwide!". HBV infection in newborns is de-
fined as hepatitis B surface antigen (HBsAg) positivity 6
mo after birth. Antibody to hepatitis B e antigen (ant-HBe)
and anti-hepatitis B core antigen cross the placental bar-
rier and disappear in nearly all babies before 12 and 24 mo
of age, respectively®™. Therefore, they simply represent the
transplacental maternal antibodies and are not indicators of
LIBV infection srats™

Without prophylaxis the risk of mother-to-child trans-
mission is very high. It varies with the HBCAg/anti—I—IBC
status of mothers, being 70%-90% for HBeAg-positive
mothers, 25% for HBeAg-negative/HBeAb-negative
mothers and 12% for HBeAg-negative/anti-HBe-positive
mothers” . Maternal screening programs aimed at identi-
VT TIDS/ - POSIVE MTOTICTS aIC PATT Of PICCITICY TOU-

tine examinations in most countries. Once HBsAg-pos-
itive mothers are identified, their babies receive passive-
active immunoprophylaxis at birth to reduce vertical HBV
transmission'. Passive immunoprophylaxis consists of
the administration of hepatitis B immune globulin (HBIG)
whereas active immunoprophylaxis is the administration
of hepatitis B vaccine'".
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3. Progress of chronic hepatitis B transmitting from
mother: not predicting

100 -
90%

80
£ Predominantly
S neonatal infection
5 T in Asia
= Predominantly
E 40 J adult infection
° in Western
5 countries

20 4

s 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.
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Progress of HBV infection

Liver
Cancer (HCC)

t

Acute Chronic Liver
. —— " ‘ Cirrhosis .
Infection(!! Infection — rrnost Transplantation @

> 90% of children 30%!5! ‘
with HBV infection
progress to chronic
disease (vs < 5% of
adults)l

5% to 10% of individuals with
chronic HBV infection(23]

Decompensation

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.
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management

s crpmNe

< mbLTRAO

Doanh nghiép Doanhnhan Chuyéndeng DGithopi Ke

Doanh nghiép mét don hang. hang van lao déng &
nhiéu tinh. thanh mat viée

R
1 céng ty cho gén 1.200 céng nhan nghi viéc vi thiéu don =
hang N

!

mmEem 0000 pm——

> | @) 000000 & Nammitn ]

. R R N o1 HE
(PLO)- DU @ tim moi bién phap khéc phuc nhung cong ty gép nhiéu kho khan vé hoat
agng san xudt v kinh doanh, khéng thé khoi phuc nhu ké hoach aé ra

Trong thang bao dén nguoi lao dong, Cang ty TNHH Ty Hing (quén Binh Tan, TRHCM)
chuyén san xuét giay thé thao xudt khau sang thi trwong chéu Au, cho hay cdng ty khang o6
Gon hang san xuat. Di 42 tim mol bién phap khic phue nhisng cong ty vAn gap nhiéu khé khan
V& hoat déng sén xudt va kinh doanh, khong thé knoi phuc nhu ké hoach @ ra

Do 6, c6ng ty bude phéi thu hep san xust va chém dut hop dong lao dang

Cu thé, cang ty nay s thu hep tosn b kndi sén xust va mot s6 don vi gidn tiép phuc vu sén
Xuat voi khoang 1,186 Iao dong. Thoi gian cham dirt hop dong lao dong tir ngay 1-12:2022.

4. Economic difficulty is a challenge for HBV

A MDA THOISU THEGIOI PHAPLUAT KINHOOANH CONGNGHE XE DULICH MMIPSONGTRE VANMOA GIAITRI

Thi€u don hang, nhiéu céng nhan tai Pa Nang nghi
viéc, giam gi& lam

Tan e Gospietion

| I L YU

TTO - Nhieu doanh nghiép trong céc khu cang nghiép tal Da Nang cat glém gié lam hoic cho
€6ng nhan tam thl nghi viée vi thigu don hang, hut nguon nguyén vt Iipu.

sSAIGUN

A Chinhtl Xanol Phapluat Kinhté Thégiél  Bolséngcongnghe Gldo
THE GIOI

Nhéan vién céng ty céng nghé bi sa
thai hang loat

SGGP - 06/02/2023 09:08 (GMT+7)
Theo d(r ligu duoc nén tang chuyén theo dol vi¢c sa thal & nganh cong nghé

U THEGIO PHAPLUAT  KINHDOANI CONGNGHE XE DULICH NMIPSONGTAC vANNOA O

ot sy soris2022 20

o C6ng nhan ‘hun’ tién &n chia tay ngay trén via he
= Kkhi céng ty cho nghi viéc hang loat

-

=

TTO - Ham nay 1a G khosng 1.200 cang 5ng ty may mie T
tal quan Binh Tan, TRHCM, sau khi cong ty ra thong bao cham dit hop dong vat ho vi this don
hang.

27

9,000,000
8,000,000 7,642,880

7,000,000

6,000,000

5,000,000

4,000,000

3,000,000
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- 45,000

MANY DIFFICULTIES IN ACCESSING HBV TREATMENTS

44,920

HHBV diagnosed Enough Be treated
infection qualified for
treatment

Response to treatment

TINH HINH BENH VIEM GAN VI RUT VA DAP UNG O
VIET NAM - WHO representative office for Viet Nam 2019
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Antiviral Therapy in HBV Patients With HCC

Only 17% of the overall cohort had received antiviral therapy by the time
of HCC diagnosis.

Patients With Cirrhosis Patients Without Cirrhosis
(n =1823) (n=673)

B No antiviral therapy
Tx at Tx at B Antiviral therapy

c . after HCC diagnosis
H - 1 nosli

diagnosis diag 35 S B Antiviral therapy at
17.9% 15.3% HCC diagnosis

Tx after
Tx after diagnosis
diagnosis 27.8%
32.0%

Chen. Ailment Pharmacol Ther. 2018;48:44.
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5. Clinical manifestation of HBV, H
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HCC IS USUALLY DETECTED LATE: BAD PROGOSIS
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Distribution of cancer cases by diagnostic stages in Viet Nam, 2009

Data from 5 hospitals: K hospital,
Ha Noi Oncology hospital, Bach
Mai hospital, Viét Tiép - Hai Phong
and Hué hospitals.

O Stages 2 3
[] Stages<2

TINH HINH BENH VIEM GAN VI RUT VA DAP UNG O
VIET NAM - WHO representative office for Viet Nam 2019
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IV. Solutions of HCC management in young patients
with chronic HBV infection

1. HBV Screening, especially in high risk group

Perinatal transmission is a common mode of HBV transmission in Vietnham.

ithout prophylaxis is the risk of mother-to-child transmission is very high

Gan nhu tat ca cac trudng hgp mac viém gan B man tinh &Viét Nam la do lay truyén ti me
sang con (truyén doc) hoéc bi lay nhiém khi con nhé (truyén ngang). Ganh nang bénh tat
va phuong thic lay truyén chi ra rdng truyén doc chiém khodng 57% cac ca nhiém, va lay
truyén ngang chiém 43%. Ty sudt lay truyén doc du kién sé tang lén khi mién dich do vac xin
dudgc cai thién va lam gidm ty suat lay truyén nagng. Hién tuong mac viém gan B & tré sau
5 tudi sé& van xay ra, nhung phan ing mién dich trudng thanh cé nghia 14 nhiém trung cap
tinh & tudi thi€u nién va trudng thanh hau nhu luén ludén (95% trudng hgp) lién quan dén
tu khoi.

TiNH HiNH BENH VIEM GAN VI RUT VA DAP I'NG O VIET NAM - WHO representative office for Viet Nam 2019
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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




2. Inspect the effectiveness of I
HBYV vaccination and detect HBV
infection ]

Follow-up of infants whose G monne
mothers are HBV positive S —

South Australian Perinatal Practice Guideline. 2020

Hepatitis B in Pregnancy.

Mother of infant is HBV positive

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

* 6-8 weeks

= 4 months

Measure anti-HBc and anti-HBs
levels at 7 months of age

If antibody titre < 10 IU/mL, give 1 +~OR— containing vaccine at 12 months of

further dose of hepatitis B containing age without measuring anfibody titre

vaccine at 12 months of age

Give 1 further dose of hepatitis B

At9-12 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

37
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1. Indicators for the testing of mothers. These include the proportion of mothers
tested for HBsAg, the proportion of mothers testing positive for HBsAg and the
proportion of HBsAg-positive mothers tested for HBV DNA or HBeAg.

2. Indicators for the management of mothers. These include the proportion
of HBsAg-positive mothers eligible for prophylaxis and the proportion of eligible
women who receive antivirals.

3. Indicators for the management of infants. These include the proportion of
exposed infants receiving a timely birth dose, the proportion of exposed infants
receiving HBIG, the proportion of all infants receiving a timely birth dose and the
proportion of exposed infants tested for infection at 7-12 months of age.

Outcome indicator

The rate of mother-to-child transmission is the incidence of HBV infection in
infants born to HBsAg-positive mothers. It is calculated by dividing the number
of HBsAg-positive infants at post vaccination serological testing by the number
of infants tested at 7-12 months of age (1-2 months after completion of the last
dose of vaccine according to the WHO position paper on immunization). The
data source is the follow up of infants born to HBsAg-positive mothers (55).

PREVENTION OF MOTHER-TO-CHILD TRANSMISSION OF HEPATITIS B VIRUS: GUIDELINES ON ANTIVIRAL PROPHYLAXIS IN PREGNANCY. WHO JULY 2020.
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%se 3. Community communication work

\/’ PGS.TS Phuwong ciing ké& vé& mét truéng hop bénh nhan nam (20 tudi) sinh vién mét trudng dai hoc I6n tai
Tin néng | Tintlc24h | & e e . oo iy = 7 e

Ha Ngi dén vién khi bénh ung thw gan da & giai doan cudi

[Thi su Kinh doanh Thégi6i Giaitri Théthao Sirckhde Doiséng Gido duc Théng tin va Truyén théng Pha) “Truc do, nam sinh khong cé biéu hién bét thugng. Chi truéc khi vao vién 2 tuan, bénh nhan thy dau tic

viing ha suon phai, gdy stt can, chan an. La thanh nién khée, stic chiu dung tét, chi khi dau dén murc

khéng chiu duwoc, nam sinh méi dén bénh vién dé tham kham. Tuy nhién chang t6i chup chiéu danh gia va

06/04/2022  06:49 (GMT+07:00)

rét tiéc khi thdy toan b gan Ia té chirc ung thw thé tham nl trén nén viém gan B, men gan tang nhidu

'Dau 6’ vi trl’ nay, nam Sinh 20 tu6i di khém p at va khong thé can thiép didu tri bénh ung thu gan ma chi didu tri triéu chiing, cham séc giam nhe”, ni bac
hién ung thu giai doan cudi

Pain in.the RUQ-~A =20-Yéar-old. yeuhg man=
v s StUdent was detéctéd HCC at°the etid P?t?g"é“g

Cing theo PGS.TS Phuong, cé nhiéu truéng hop da phat hién ung thu g: 1 chwra co bidu hién, triéu

si chia sé.

e 126 f oz =&

chtrng ldam sang nh tam soat nay. Tai Trung tam Bénh Nhiét déi, Trung tam Tiéu hoa Gan mét, Khoa

Khong co biéu hién bat thwdng vé strc khoe, chi khi xuat hién dau & ha swon phai, nam sinh 20

2 2 £ Kham bénh noi cé nhiéu bénh nhan viém gan B, C, xo gan duoc kham bénh dinh ki, nhiing truéng hoy
tuoi dwoc chan doan ung thw gan & giai doan cuoi. * % g g 2 ¢ ! 9 g hop

nay cac bac s cting phdi hop v6i ching téi dé tAm soat phat hién sém ung thu gan.

Vi vay, Giam déc Trung tdm Y hoc hat nhan va Ung buéu, Bénh vién Bach Mai khuyén cdo, nam gioi trén

: 5 5 i 40 tudi ¢ tinh do bét ky én nhan gi (ubng nhidu bia ruou, do méc virus vié B,

Theo s6 lidu théng ké ciia GLOBOCAN n&m 2020, ung thu gan |4 ung thu ding dau v& ty 18 mic cting uOleoitinh irgng xorgan dabet ky nguySnhanigh (uéng nhidu bia‘rirgt; do macvirusismigan's;,
C...) la déi twong nguy co cao mac ung thw gan. Nhirng doi twong nay nén di tam soat kham dinh ki dé

nhuw t&r vong & Viét Nam. R L o . N o
sém phat hién cac ton thuwong bat thuwong dac biét Ia bénh ung thw gan.

Trao doi voi PV VietNamNet, PGS.TS Pham Cam Phuong, Gidm déc Trung tdm Y hoc hat nhan va Ung Ung thu gan I bénh néu duoc phat hién sém tién luong cing s6 kha quan. Giai doan sém, bénh nhan

6i), cho biét, ngui bénh thudng mac ung thu gan trén nén xo gan do

buéu, Bénh vién Bach Mai (Ha duwoc phau thuat cat bé phan thily gan chira khéi u cting nhu c6 thé ghép gan hodc can thiép cac bién
nhiém viém gan virus B, virus C hoéc tinh trang bénh nhan xo gan do uéng qua nhiéu rwou, bia; méc bénh
gan nhiém m&; ngudi bénh cé nhiém ddc té Aflatoxin do an thyc phdm bi ndm mée.

https://vietnamnet.vn/dau-o-vi-tri-nay-nam-sinh-20-tuoi-di-kham-

O Viét Nam, tinh trang nguwoi mac viém gan B, C cao. Bén canh d6, & nwoc ta, nam gioi tiéu thu rwou, bia phat-hien-ung-thu-giai-doan-cuoi-2005857.html

hiAu dAn dAn tinh b . o HVEY o Jabanh o Ao bhang GALA
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@ vietnamnetvn/mac-ung-thu-gan-giai-doan-cuoi-do-chu-quan-vai-viem-gan-b-2117593 html

Being cavalier about his hepatitis, a27- ear-old

Chinhtr Thdf'sy Kinh doanh Thé gidi Giditri Théthao Sirckhde Diiséhg Gidoduc Théng tinva Truyénthng Ph

young man has liver cancer at the end stage —

Hang na; thé gidi phat hién 62.000-1.000.000 ngudi td vong vi ung thw gan. Tai Viét Nam, bénh dimg

° A VA 1A mEn s @ 4
tﬁam et - dau vé ty 1é mac va tir vong so voi cac loai ung thu khéc.

v s wone UG,

Ung thir gan nguy hiém vi dién bién rét m tham, khong ro iéu chiing. Bénh nhan xuat hién céc dau hidu

Thoisw Kinhdoanh Thégidi Giditri Thé thao Sirc khée D&iséng Gidoduc Thong tin va Truyén théng Phé

chan &n, dau tiic ha swon phai, chudng bung, vang da, cling mac, stit can, suy kiét, téc mat da [a giai

SU'C KHOE 07/03/2023 13:08 (GMT+07:00) doan mudn.
2 ¥ ¢ o o~ e 4
Chu q uan volviem gan, than h nién 27 tudi mac Nouyan nhén géy ung thw gan thuong gdp 1a viém gan B, viém gan C, uéng rwou, doc 16 aflatoxin. Béc si
ung thu gial doan cuol Bang cho biét o dén 70% truging hop méc ung thir gan & Vit Nam do viém gan 3.
o Phuong Thuy . S —— s o o 4 PO T N
w NhaEgG = damsictiattcintic o Déc bigt, Viét Nam dugc xem [a *ving triing” viém gan B. Hign nay, s0 nguei nhiém virus ndy chiém

khoang 20% dan s6 fuong dwong tir 12-16 tiéu nguadi, rong d6 co khodng 5 triéu nguai viém gan man
w127 f zo ® & M TheoddiVietNamNet irén Google News tinh 6 thé din t6i xo gan hodc ung thu gan.

Bénh nhan tré bj ung thw gan giai doan cudi trén nén viém gan B. Bac si cho rang néu anh kiem tra gl G ¢ mnn g on ETTIE 4
, . X Lt W T B T Theo béc si Bong, virus viem gan B thueng 4y truyen 1 me sang con khi sinh hodc Iy truyen ngang tiep
stic khoe thwong xuyén sé phat hién dwoc bénh sém, co hoi dieu tri tot hon. . g : i
Xc véi mau bi nhiém bénh. Viée dieu tri viém gan B khdng thé loai bé hoan toan virus B ma chi ngan chan

B sTNguyén Tién Bng, Trung tam Ung budu v Y hoe hat nhén, Bénh vién Bach Mai, Ha N, cho bict st nhan I8n cJa virus. Vi vay, nhiing nguei duoc chén dodn b viém gan B man tinh G2u phai didu t lAu
ann vua tiép nhan mot bénh nhan nam 27 tudi bi ung_thu gan. Bénh nhén con tré, t¢i khdm khi tinh trang @i

bénh da nang cting mét tap hé so' bénh an. Trudce d6, anh cho biét minh da di kham & nhiéu noi. Nhin tap Al
hd so, bac sTBang cho biét khdi u gan da di can, bénh da & giai doan cudi.

Vi vay, bac sTDéng da danh rat nhidu thoi gian tu van can k& cho bénh nhan. Dang tiéc, nam bénh nhan
https://vietnamnet.vn/mac-ung-thu-gan-giai-doan-cuoi-do-

méc viém gan B nhung khong theo dbi thueng xuyén. Néu bénh nhan khong chii quan, tAm sodt ung th
chu-quan-voi-viem-gan-b-2117593.html

gan c6 thé phat hién bénh & giai doan som hon.
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4. Correct and early treatment.
HBV cannot be cure. Why bother? Benefits of HBV treatment

Mortality reduction

Clinlcal

outcomes

|
|
| Transplant-need reduction
|
| HCC reduction

|

Cirrhosis reduction

Histological
response

Serological

|
|
I
|
|
|
|
|
| Fibrosis regression
|
response | HBsAg seroclearance
| |
|
|
|
|
|
|
|
|
|

Histologlcal ~ - .
response Histological improvement

Serological 5
g HBeAg loss/seroconversion

response |
Virological P
response HBV DNA negativit : i
Bio;g:g:‘c:; ALT normalisation
Short-term goal : Medium-term goal : Long-term goal
>
TTreatment start Time

Many benefits when using NA for a long time.

Su TH and Kao J-H. Expert Rev Gastroenterol Hepatol 2015;9:141-54
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Guidelines from The Viethamese Health Ministry

BO Y TE CONG HOA XA HOI CHU NGHIA VIET NAM
————————————— Docdiape— T o — Hanh phuac
= sseae e for hepatitis B
‘E 2 NGI, ngay 29 thang 7 nam 2079
QU ™ BDINH
Vvé viéc ban hanh Hwdng dan chan doan, diéu tri bénh viém gan vi rat B

2.4. Chi dinh diéu tri thudc khang vi rut
Duwra vao suw két hop 3 yéu té: ndng d6 ALT, téi lugng HBV DNA va mic d6 xo héa gan.

.41,

Chéan doan dura vao triéu chirng lam sang va/hodc két qua danh gia xo héa gan la F4 béng cac
phuong phap khéng xam lan hoéc sinh thiét (Phu luc 2).

Pi&u tri khi tai lwgng HBV DNA trén ngudng bat ké ndng dé ALT va tinh trang HBeAg.
2.4.2. BSi véi trwrdng hop khéng xorgan

- Didu tri VGVR B man che ngwi bénh khi dap ng ca 2 tieu chuan:

(1) Tén thuong té bao gan

- AST, ALT > 2 1an ULN va/hodac

-Xo héagan F = 2 (Phu luc 2)

(2) Vi rat dang tang sinh

- HBV DNA = 20.000 IU/mL (= 10° copies/mL) néu HBeAg duwong tinh

- H_BV DNA > 2.000 IU/mL (= 104 copies_.me) néu HBeAE am tinh

5 E)éj v&i cac truéng hop chwa dap wrng hai tiéu chudn trén, chi dinh didu tri khi c6 mét trong cac tisu
chuan sau:

+ Trén 30 tudi v&i moc ALT cao hon ULN keo dai (ghi nhan it nhat 3 1an trong khodng 24 - 48 tuan) va
HBV DNA > 20.000 IU/mI, bat ké tinh trang HBeAg.

+ Tién s gia dinh ¢6 HCC ho&c xo gan

+ Cé cac bidu hién ngoai gan nhu viém céu than, viém da khép, cryoglobulin mau, viém da nat dé6ng
mach

+ Tai phat sau khi ngwng diéu tri thudc khang HBWV
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Cumulative incidence of HCC (%)

0.184

0.164

0.144

0.124

0.104

0.08+

0.06+

0.04+

0.02+

Risk of HCC by Family History of HCC
and HBsAg Serostatus

— Family hx (-)/HBsAg (-)
= Family hx (+)/HBsAg (-)
— Family hx (-)/HBsAg (+)
= Family hx (+)/HBsAg (+)

T T 1 T
2 4 6 g8 10 12 14 16 18
Follow-up Time (Yrs)

Number With 2 1 First-degree
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Increasing risk of HCC in patients whose family have HCC

Age Distribution of HCC Onset Within
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Bl Sons
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Age Interval (Yrs)

Loomba. Clin Gastroenterol Hepatol. 2013;11:1636. Tong. Hepatol Int. 2013;7:1019.
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Risk of HCC by different ages and races

VA study of 8320 patients with chronic hepatitis B; 39% African-American,
95% male, followed for 7.1 yrs

— Risk of HCC is highest among Asian-Americans, followed by Whites and
African-Americans

Incidence of HCC per Yr by Race and Age

19 mAA

E White

0.8 1 OAsian-Am

0.65

0.6 1 0.57

HCC Incidence, % per Yr

0.61

0.14 0.14

0.03 - ’—‘

All Participants )

< 40 Yrs of Age " =40 Yrs of Age

Mittal. Clin Gastroenterol Hepatol. 2018;16:252.
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Objective

* HCC risk in CHB is higher in the indeterminate phase compared
to the inactive phase, but it is unclear if antiviral therapy reduces
HCC risk in this population.

* We aimed to evaluate the association between antiviral therapy
and HCC risk in the indeterminate phase.

Methods

*  We analyzed 855 adult, treatment-naive CHB patients without
advanced fibrosis in the indeterminate phase at 14 centers (U.S.,
Europe and Asia).

« Inverse probability of treatment weighting analysis (IPTW) was
used to balance the treated (n=405) and untreated (n=450)
groups.

Main Findings

» In multivariable Cox proportional hazards model adjusted for age,
sex, HBeAg, HBV DNA, ALT, diabetes, and platelet count, antiviral
therapy was an independent predictor of lower HCC risk (adjusted
HR 0.3, 95% CI 0.1 - 0.6, P=0.001).

Conclusions

* Antiviral therapy reduces HCC risk by 70% among CHB patients
in the indeterminate phase.

+ These data have important implications for the potential
expansion of CHB treatment criteria.

Huang D, et al., Abstract 36.
L] 2

Shides are the property of the authar and AASLD. Permission is required from both

Antiviral therapy substantially reduces hepatocellular carcinoma risk in
chronic hepatitis B patients in the indeterminate phase (a REAL-B study)

I 15-year HCC incidence: 34% (untreated) vs. 11% (treated), P=0.02 I

Overall
HCC g
Incidence
8l Antiviral treatment is |
- independently associated
8 with 70% HCC risk reduction
1 ~
(-]
pvalue: 0.02 —_—
ol I
s j
8 _F_ﬁ—’—ﬂ
° T T T
] 3 6 9 12 15 (years)
Analysis time
Number at risk
Untreated 247 16 76 3 16 4
Treated 267 155 a7 60 8 10

*Untreated indeterminate patients were censored { Untreated — Treated J

‘when they transitioned to another phase

AASLD Nov. 4-8, 2022 Funding: No external

The Li-ver . . unding to disclose
Meeting” ,

AASLD and the author for reuse.
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5. There is an effective
method to prevent
transmitting from mother
to children

Screening and Referral Algorithm for Hepatitis B

Virus (HBV) Infection Among Pregnant Women

HBsAg
(hepatitis B surface HBV and Breastfeeding
antigen) All HBsAg (+) mothers,

including those on TDF,
should be educated on
the value and safety of
breastfeeding and that
HBV s not transmitted

« Notify and educate woman about her HBsAg status
* Order HBV DNA and refer to a primary care provider with through breastmilk
experience managing hepatitis B or a specialist Bvea:g“eeamg mothers
(infectious disease, hepatology and gastroenterology) during with cracked nipples
pregnancy should practice proper
* Report HBsAg(+) pregnant woman to Perinatal Hepatitis B nipple care and be
Prevention Program and provide infant post-exposure prophylaxis® informed that hepatitis B
ot « Identify all household and sexual contacts for screening and vaccine and HBIG will
high risk* for acquiring prevention protect against
HBV infection transmission from such
blood exposures.

* Vaccinate during
pregnancy’

* Repeat HBsAg
testing when
admitted for
delivery

If not on treatment,

order HBV DNA at 26-28 >200,000 IU/mL
week

200,000 IU/mL

* Confirm that pregnant woman a  Treat" at 28-32 weeks until birth

appointment with primary care pr

 Confirm that pregnant woman
specialist attended her appointment with
primary care provider/specialist

persons; injection drug use; more than one sex partner during the past six months; evaluation

contacts of

www.cdc.gov/hepatitis
Updated December 2021

o treatment for a sexually transmitted disease; HIV infection, chronic liver disease, or

Schile S, Velozzi C, Reingold A, et al., Prevention of Hepatitis B Virus Infection in the United

States: Recommendations of the Advisory Committee on Immunization Practices. MMWR

Recomm Rep 2018; 67(No.RR-1):1-34.

Originally adapted with permission from the Hepatitis B Foundation, from Apuzzio et. al, 2012. information).
pat

travel to regions 22%.

Stop TDF at time of birth and monitor for ALT
flares at least every 3 months for 6 months

“Vaccinate i not previously vaccinated with a complete hepatitis B vaccine series (refer to Schie et. al. for more

*Hepatitis 8 8 HBIG) Schilio et. al. for more information).
Tenofovir disoproxil fumarate (TDF) should be used for the treatment of pregnant women.

U.S. Department of e A llege of

Health and Human Services { a0 ,T\M erica Colege o /

Centers for Disease Py
www.cdc.gov/hepatitis

! o HeAH CARE ITsKIANS
Control and Prevention /
Updated December 2021

46

23



Guidelines from The-\lietnamese-Health

S Doc lap - Tw do - Hanh phtc

Ministry-for pregnant womehwi*théHBV
VE VIEC BAN HANH HUONG I)nl%\c

2.7.4. Phu ni¥ mang thai

&U TRI BENH VIEM GAN VI RUT B

- B6i v6i phu ntk mang thai cé HBsAg durong tinh va chua diéu tri khang vi riit, cén dénh gia céc tiéu
chuan diéu tri

+ Néu d tiéu chuan: diéu tri bang TDF

+ Néu khong di tiéu chuan: Theo ddi va diéu tri dy phong Iay nhiém HBV tir me sang con (muc 2,
phan V)

- D6i voi phy ni dang diéu tri viém gan B man mudn c6 thai, néu dang didu tri bang thudc khong phéi
TDF thi chuyén sang TDF trurdre khi dur Kién cd thai it nhéat 2 thang.

- B6i v6i phu nir méi phét hién ¢ thai trong khi dang didu tri khang vi rat, tiép tuc diéu tri TDF, néu
dang diéu tri thuoc khong phai TDF thi chuyén sang TDF.
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Tenofovir-DF therapy prevents hepatitis B vertical transmission in highly
viremic mothers without HBV immunoglobulin (HBIG) for infants

Objective

retention). The median duration of the TDF treatment was 23 weeks and 11 weeks for
mothers in the experimental and comparator groups (p <0.001), respectively. At delivery,
the maternal median [IQR] HBV-DNA level (log,, |U/ml) was significantly lower in the
experimental group (2.4 [1.9, 3.0] vs 3.6 [2.9, 4.6]; p <0.001).

«  The per-protocol, last observation carried forward, and sensitivity analyses showed
that transmission rates did not differ significantly between groups (Figure 1).

Maternal TDF therapy from gestational week 16 in combination with infants' HBV
vaccinations reduced HBV vertical transmission to 2%, which had similar efficacy
and safety outcomes compared to the current standard of care.

Pan C, et al., Abstract 1.

Table 1. Maternal variables at baseline and infant characteristics at birth
Maternal tenofovir disoproxil fumarate (TDF) therapy with an infant's immunoprophyl = = ;
is recommended for highly viremic mothers with CHE, but HBIG is not widaly avaiiable in Maternal Variables, median [IQR] Entire cohort (n=280) Experimental (n=140) Compmesn{sra40]
most countries. Age at enroliment - year 2822+3.09 28.41+3.15 28.02+3.03
Methods Gravidity - No. 1.00{1.00,2.00) 1.00{1.00,2.00) 1.00(1.00, 2.00)
. HBY DNA - logio IU/ml B.23(7.98,8.42) 8.23(7.82,8.42) £.23 (8.02, 8.40)

* Werandomized 280 HBeAg+ CHB mothers (HBVY DNA levels >200,000 IU/ml) at a

multicenter RCT (1:1 ratio) in China, to receive TDF 300mg QD at the gestational Aluning xriiotramterase = U/! 20045 [16.00,28.90) 20:40,{15:00,31.68) 20003505, 28.00)

week 16 (experimental group) or week 28 (comparator group) until delivery. eGFR — mi/min 189.55(166.14,214.45)  188.81(165.21,213.95)  1890.73(166.47,216.53)

B h . Infant Characteristics at Birth * n=273 n=131 n=142

«  Allinfants received a series of HBV vaccines (0, 1, and 6 months), but birth-dose Male sex— No. (%] 133/273 (48.7) 59/131{45.0) 74/142(52.1)

HBIG was only administered to those in the comparator group. Body welght <2500 g - No. (%) 973 13.3) 4131(3.1) 5/142(35)
* Weassessed HBV transmission rates (percentage of infants with HBsAg+ or Body length — cm 50.00 (43.00, 50) 50.00 (49.00, 50.00) 50.00 {48.38, 50.00)

HBY DNA >20 IU/mL) at the age of 28 weeks (primary outcome) and safety e e 34.00(32.00, 34.50) 14,00 (32.00, 34.50) 34.00(32.50, 24.00)
Main Findings APGAR score at 1 min 10.00 (9.00, 10.00) 10.00{9.00, 10.00) 10.00 (9.00, 10.00)
A total of 265/280 mothers (Table 1) and 269/273 infants completed the trial (95% Detectable HBV DNA at birth — No. (%) " 0/273 (0} 0/131(0) 0/142 (0]

*'When comparing variables between the experimental group and comparison group, p values were all >0.05.
TLLOG =20 IU/mL

sa.p=012

LOCF p >B88

@

PP p 209

Infants with HBV infection (%)

*  The congenital defect rates were similar between groups 2148
(Experimental-2.3% [3/131] vs Comparator-6.3% [9/142; p=0.10).
= Other maternal and infant safety parameters were also comparable 1
between the two groups. " "
o o o
Conclusions N=0HZ4 N=OMI N=3140 Nei44] NaGM4Z NaDA44
Experimental group Comparator group

Figure 1, Mother-to-child transmission rates st the age of 28 weeks

The Liyer ® @' B2
- Meeting’ ,
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6. Full information consultation: Regular health check is important

Impact of Screening on Stage of HCC at Time of Diagnosis

] Stage | B stage II [ stage 111

Screened Group Control Group

In a trial performed in Shanghai, China, more than 18,000 persons with chronic viral hepatitis (most of
whom had chronic hepatitis B), were randomized to screening for HCC or no screening (control). As Zhang BH, Yang BH, Tang ZY. Randomized controlled
shown, individuals who received screening were more likely to have their HCC diagnosed at an earlier trial of screening for hepatocellular carcinoma. J
. . Cancer Res Clin Oncol. 2004;130:417-22.
stage (Stage 1) than those who did not have screening.

49

Impact of Screening on Survival after Diagnosis of HCC

100 =

- Screening Group

-+ Control Group

(o]
o
!

Patients (%)
()]
o

40 A
20 A
0 T T T T L] T LSS
Diagnosis 1-year 2-year 3-year 4-year 5-year
Survival after Diagnosis of HCC

In this trial, patients with chronic viral hepatitis who underwent screening for HCC
had improved survival after the diagnosis of HCC when compared with the control Zhang BH, Yang BH, Tang ZY. Randomized controlled trial of screening for
group that did not receive screening for HCC. hepatocellular carcinoma. J Cancer Res Clin Oncol. 2004;130:417-22.
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Hepatocellular carcinoma in children and young patients
with chronic HBV infection and the usefulness of
alpha-fetoprotein assessment

Hitoshi Tajiri!, Tomoko Takano!, Hideo Tanaka?, Kosuke Ushijima3, Ayano Inui?, Yoko Miyoshi®,

Keywords Abstract
alpha-fetoprotein, HBeAg seroconversion,

hepatocellular carcinoma, interferon, liver The aims of the study were to elucidate the clinical characteristics of patients

cirrhosis who developed hepatocellular carcinoma (HCC) related to persistent HBV infec-
tion since childhood and to investigate usefulness of assessing alpha-fetoprotein
Correspondence (AFP) in this population. A nationwide multicenter survey of children with

Hitdshi Tajiti, Departient of Pediatics Osaka chronic HBV infection was performed. Among 548 patients, 15 patients devel-
General Medical Center, 3-1-56 d HCC at th di f15 ( 9-36), includi 13 1 i
Bandaihigashi, Sumiyoshi-ku, Osaka, Japan. e 5 . eI apeTe = Yearorirange-o— y IHEHOIng m? S
Tel: 81-6-6692-1201: Fax: 81-6-6695-3559 2 females. A case—control comparison showed that HBeAg seroconversion and
E-mail: tajiriji@gh.opho. jp liver cirrhosis were associated with the occurrence of HCC. Of the 15 HCC
patients, 5 were treated with interferon and none of them responded to inter-
Funding Information feron therapy as compared with 12 of the 17 responders in the control group.
This research is supported by the grant Of the 15 patients, 10 died and 9 of the 10 who died never visited any medical

16802105 10 ht003"from the-lapan:Agency facilities until diagnosis of HCC, while the remaining 5 surviving patients never

I;L:SETCB‘ e (i stopped their clinic visits. The usefulness of AFP assessment was shown by the
findings that AFP levels were elevated in all HCC cases, that elevations in AFP
Received: 15 February 2016; Revised: 13 levels were detected prior to the diagnosis in the surviving patients, and that
August 2016; Accepted: 18 August 2016 sensitivity of AFP as a diagnostic test for HCC was very high among 40 patients
including our 14 and an additional 26 collected from the literature. HBeAg
Cancer Medicine 2016; 5(11):3102-3110 seroconversion and liver cirrhosis are associated with the occurrence of HCC.

Regular measurement of AFP might be helpful to watch for the occurrence of
HCC when following children and young patients with chronic HBV infection
since childhood

doi: 10.1002/cam4.917

7. Key: HBYV vaccination

/TP . LICHSUPHATTRIEN
= W TO’ RONG
TAIVIETNAM ——————————

1 Giai doan thi diém va m& rong dién trién
khai trén ca nuoc (1981-1990)

Al |
il N 1981 »

¢ 2 VN ~ | B e e
! “A m'r‘sucm":" vv% i'une"6 bénh “m‘”é"c'é'?";'“b:"""
Hepatitis B vaccination has been administered in the high risk i‘;m"&mﬁ"‘ tidn. gdy i vong cao
regions of our country since 1997 y g gmin
dich

Nam 1997, trién khai cac véc xin Viém gan B.
Viém n3o Nhdt Ban, 13 va thuong han tai cic
viing nguy cor cao trén ca nudc

http://eva.vn/lam-me/nh hang-d h trinh-ti h tai 10a245133.html




HBV vaccination makes the
difference in HBV prevalence

= ~ e
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HBV TRANSMISSION?
Impact on number of new HBYV infections

8 -
E 7 === Current status
é 5 — Vaccine
E ——— Vaccine + BD vaccination
g 5 — Vaccine + BD vaccination + PPT
.g 4 So —— Vaccine + BD vaccination + PPT + treatment*
§ —— Vaccine + BD vaccination + PPT + treatment + cure
= 3
@
x 24
z <
= M TR, e

0 . . : e — : . = :

2010 2020 2030 2040 2050 2060 2070 2080 2090 2100

Year
*Green line is overlapped by red line.
BD: birth dose; PPT: peripartum antiviral therapy. Nayagam S, et al. Lancet Infect Dis 2016;16:1399-408
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Comparison of HCC incidence rate ratios (95% Cl) by age group cohorts born before and after
the commencement of the universal hepatitis B vaccination program in Taiwan

1.401

|E] Unvaccinated [l Vaccinated|

1.20+
1.00+
0.804
0.60- 0.50 0.57

0.404

Incidence rates of HCC
per 10° person-years

0.19
0.20- 0.13

0.00

1.33

0.60 0.55

0.22

6-9 yrs 10-14 yrs
Rate ratio* 0.26 0.34

(0.17-0.40) (0.25-0.48)
P-value <.001 <.001

*Rate ratio of vaccinated/unvaccinated birth cohort

15-19 yrs 20-26 yrs

0.37 0.42
(0.25-0.51) (0.32-0.56)
<.001 <.001

Chang et al. Gastroenterology, Vol 151 (3), Long-term Effects of Hepatitis B
Immunization of Infants in Preventing Liver Cancer, Pages 472-480.e1, 2016
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Methods to reduce the incidence of HCC.

[
o ¢
-’ .

Get HBV vaccine

- >

Take antiviral drugs

Avoid aflatoxin

Quit smoking

Effective screening

¢

Ingest phytochemicals
in vegetables and fruits

Z

Keep regular aerobic
exercise and lose weight

Quit drinking

Cancers 2022, 14, 4473. https://doi.org/10.3390/cancers14184473.
Published: 15 September 2022
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V. CONCLUSION

Medic Center

» Screening to detect HBV in all patients who have high risk or perform
general check

» Should not be cavalier about HBV in any age group. It is always necessary
to periodically screen for HCC to detect HCC as early as possible so that
the treatment is more effective and the prognosis is better.

* Important information: Chronic hepatis B usually has no symptom, even with
cirrhosis and HCC

* All pregnant women have to check for HBV infection to have suitable
handling, either consultant or treatment to prevent transmission to child.

* Important: Full consultant; on time diagnosis; correct treatment
* HBV vaccination makes a difference in the fight against HBV infection.
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