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MEDIC
NGHIEN CU’U NONG PO KHANG THE ANTI-HBs O

BENH NHAN NHIEM VIRUS VIEM GAN B HOI PHUC TAl
TRUNG TAM Y KHOA MEDIC THANH PHO HO CHi MINH

LE DINH VINH PHUC, NGUYEN BAO TOAN, PHAN THANH HAI
TRUNG TAM Y KHOA MEDIC THANH PHO HO CHIi MINH



é ;i DAT VAN DE

MEDIC o ‘
eNhiém HBV la van dé sirc khde toan cau, wdc khoang 254 triéu

ngwdi nhiém man tinh trén TG, gay ti vong 1,1 triéu ngwdi nam
2022. WHO dy doan con sO nay tang 1&én 1,14 triéu ngudi t& vong
nam 2034 néu khdng cé bién phap can thiép hiéu qua. Pac diém LS
nhiém HBV da dang tir mang virus bat hoat dén nguy hiém tinh mang
gdm viém gan t6i cap, xo gan, HCC. Khoang 1/2 dan sb toan cau
song & vung dich té Iwu hanh cao ctia VGSV B [WHO, 2024].

eVVN nam trong vung dich t& lwu hanh cao cua virus viém gan B, vOi
ty 18 HBsAg (+) > 8% [BO Y té, 2019]. Dwa theo NC cat ngang DTH
huyét thanh & 32 tinh/ thanh v&i c& mau 25.649 nguwdi tham gia, ghi
nhan ty 1€ HBsAg (+) 1a 9,4% nam 2018 [https://www.globalhep.org].
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PAT VAN DE
eDé dat muc tiéu loai trtr HBV nam 2030 cia WHO va tang kha nang

phat hién - chdn doan, CDC My khuyén cao tam soat VGSV B tat ca
ngudi tr 18 tudi trd 1&n 1 1an trong ddi bang sang loc bd 3 huyét thanh:
HBsAg, anti-HBs va anti-HBc total [Conners, 2023].

*HBsAg: xuat hién dau tién khi nhiém HBV, thoi gian clra s6 dé phat
hién trung binh 38 ngay phu thudéc dd nhay cla test, mién dich nguoi
nhiém va ddng hoc virus; trong tinh huéng OBI thi HBsAg (-); [HBsAg]
dinh lwgng dung theo doi dap rng RXx.

*Anti-HBs: khang thé trung hoa, bao v&; tao ra sau thanh thai HBsAg tw
nhién hay Rx hoac sau ching ngtra thanh cong; co thé ton tai cung v&i
HBsAg trong mot s tinh hudng.

*Anti-HBc total: xuat hién khoang 3 thang sau nhiém, ton tai kéo dai, +

anti-HBs, biéu hién tinh trang da nhiém hodc dang nhiém [WHO, 2024].



Y nghia cla bd 3 huyét thanh sang loc VGSV B

Xét nghiém tam soat

HBsAg Anti-HBc Anti-HBs

+ + - VGSV B man Khong
: 3 ; Nhim HBV qua  Khong
khitr, da khoi
_ + - Nhiém HBV qua Chich
khitr, da khoi hoac
(+) gia
) ) + Pa c6 khang thé Khéng

nh& chich ngwa

_ - - Chwa tirng nhiém Chich
HBV va chuwa co
khang thé

Terrault AS Lok, BJ McMahon, et al. (2018). Update on Prevention, Diagnosis, and Treatment and of
Chronic Hepatitis B: AASLD Hepatitis B Guidance. Hepatology. 2018;67(4):1560-99.



& DAT VAN BE
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eMat HBsAg 1a muc tiéu diéu tri ly twédng trong VGSV B cap hodc
man tinh, dwoc goi 1a VGSV B da khoi (resolved hepatitis B) hoac
chira khoi vé mat chirc ndng (functional cure) [Terrault, 2018].
e Tuy nhién, khi mat HBsAg, HBV van chwa bij loai trir do sy ton tai
cua cccDNA va HBV DNA tich hgp (HBV DNA integration). Do do,
van cé nguy co chuyén ddo nguwoc huyét thanh HBsAg, tai hoat

HBV, xo gan va HCC hod&c OBI [Terrault, 2018 ]. Do d6, can tiép tuc

theo dbi sau khi mat HBsAg. Tuy nhién, viéc gidm sat bién chirng
sau khi mat HBsAg va vai trd cla anti-HBs van con gay tranh cai

[Huang, 2022].
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Cac dau an virus viém gan B sau nhiém hoi phuc (recovered
HBYV infection) [Daniel Candotti, 2018]
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Ant-HBs

Hinh 1. Dién tién cdc ddu dn huyét thanh trong qué trinh didu tri

Sy ton tai kéo dai clia HBcrAg sau khi mat HBsAg trong
VGSV B cAp hdi phuc [L. D. V. Phic, 2024]



é ;i DAT VAN DE

MEDIC
e Anti-HBs 1a chi s6 phan anh kha& nang mién dich bao vé& khdi mac

VGSV B, c6 thé tao ra nhd tiém ching thanh cédng hodc nhiém
VGSV B hoi phuc [Habib, 2007].

eAnti-HBs = 10 mUIl/mL dwoc coi la dat nguwdng bao vé, dam bao
hiéu qua chdong nhiém HBV 10 ndm sau liéu vaccine cudi cung
[DHHS, 2024].

e Tinh hinh nghién ctru tai VN va trén thé gioi:

Tai VN: Trong NC cat ngang khéo sat thwc trang XN tam soat VGSV
B tai BV BH Y Ha No6i nam 2023, trong 367 BN nhiém HBV trong
qua kht (HBsAg am tinh, anti-HBc duwong tinh), co 280 BN tao
dwoc anti-HBs (+), chiém ty 1& 76,3% [N. T. N. Lan, 2023].



DAT VAN DE
e Tinh hinh nghién ctru tai VN va trén thé gidi (tt):
Trén thé gi¢i: Huang va cs nghién ctru doan hé vé anti-HBs & ngudi
nhiém HBV da khaoi giai doan 1999 - 2018, di liéu tai My, mau goém
3.455 ngudi trwdng thanh da khoi HBV (HBsAg am tinh va anti-HBc
dwong tinh) c6 2.645 nguwdi cod anti-HBs (+), ty 1€ 76,56% [Huang,
2023].



& DAT VAN BE

MEDIC

eChuong trinh tiém ching mé& rong & nwéec ta trién khai tiém vac xin
phong viém gan siéu vi B tr nam 1997 va tiém liéu so sinh trong
vong 12 - 24h dau sau sinh tir ndm 2003 theo khuyén cdo cua
WHO, tré sinh ra tir ngw®i me cdé mang HBsAg can tiém globulin
mién dich viém gan B (hepatitis B immunoglobulin: HBIG) trong
vong 12h dau sau sinh.

eTai VN, cac nghién clru chd yéu tap trung danh gia néng dd anti-

HBs dat dwoc sau chung ngwra.
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MEDIC

eMuc tieéu nghién cuu:

1. Xac dinh ti Ié c6 anti-HBs dat ngwdng bao vé & nhdm bénh nhan
da khéi HBV,

2. Banh gia cac yéu t6 anh hwéng lén nong dd anti-HBs & nhom

nghién cueu.



f “ POl TUONG VA PHUONG PHAP
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Poi twong nghién ciru:

eBN tam soat VGSV B bang bd ba xét nghiém (HBsAg, anti-HBs va
anti-HBc) co XN HBsAg (-) va anti-HBc (+);

Phwong phap nghién ctru: Hoi ciru.

Thoi gian va dia diém:

e Trung tdm Y khoa Medic TP. H6 Chi Minh;

e Tw thang 4/2024 - thang 7/2024.

Thiét ké nghién ctru:

e Nghién ctru md ta phan tich.



& pOI TUONG VA PHUONG PHAP
MEDIC

C& mau: Tinh theo cong thirc:

7 2
1-a/2
nz( d‘”) p(1—p)

Trong do: a =0,05; Z;_,/, = 1,96

*p 14 ty 1& anti-HBs (+) & nhdm nguwdi khdi HBV. Theo két qua NC
cla Huang va cs, ty I& nay 1a 76,56% [Huang, 2023]. Chung téi lay
ty 1& p 1d 70% phu hop dé wéc lwong c& mau toi thiéu dung trong
NC: *d la sai s6 mong mudn, chon d = 0,05:

Do dé, c& mau can thiét tinh cho nghién ctu I1a n = 323 bénh nhan.

Thuc té mau chung toi thu thap dwoc la 380 bénh nhan.



U8 pOI TUONG VA PHUONG PHAP

Ky thuat dung trong NC.:

e Xét nghiém HBsAg: Str dung kit HBsAg (Abbott, Roche);

e Xét nghiém anti-HBs: St dung kit anti-HBs (Cobas, Roche), gia tri
anti-HBs < 10 mUI/mL la (-); anti-HBs = 10 mUI/mL la (+);

e Xét nghiém anti-HBc: St dung kit anti-HBc total (Abbott, Roche);
eXeét nghiém PCR dinh lwvgng HBV DNA: Ky thuat probe TagMan

bang kit GeneProof HBV PCR (chau Au).



HBsAg, anti-HBs va anti-HBc
n =380

HBsAg (-), anti-HBc (+) va HBV DNA (-) Loai trr OBI

MEDIC

Anti-HBc (+) va anti-HBs (-)
n =131

Anti-HBc (+) va anti-HBs (+)
n =249

10 < Anti-HBs < 100 mUI/mL
n=213

PHAN TiCH

Hinh 1. So d6 nghién ctu

Anti-HBs = 100 mUI/mL
n =36



KET QUA - BAN LUAN

Bang 1 E)ac diém chung nhom nghién CU’U (n = 380

T I N T

MEDIC Trung binh (nhd nhét - I&n nhét)
50,8 £ 12,0 (21 - 89)
Nhém tudi

<30 15 3,9
30 -<60 269 70,8 < 0,05

> 60 96 25,3

Nam 215 56,6

Nhiém HCV 15 3,9

Dai thao dwdng tip 2 35 9,2

Nhiém HIV 1 0,3
Bénh kem Suy than man 3 0,8 < 0,052

Lao phbi 2 0,5

Ung thw co quan ngoai gan 4 1,1

Khéng ¢6 bénh kém 320 84,2

. ALT < ULN 242 63,7
Ton thwong ALT = ULN 138 363 009
té bao gan AST < ULN 287 75,5 <0.,05

AST = ULN 93 24,5

Nhu mé gan min 185 48,7

Hinh thai ton thwong Nhu mé gan thd 20 5,3

A _:in . a £ ~ 0,61°
gan trén siéu am Gan tham m& 162 42,6
Nhu mé gan vwra thé vira tham mé& 13 3,4

< 0,5 (FO - F1) 324 85,3
Chi s6 APRI (Giai 0,5-<1,0 (F2) 39 10,3 . ..
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Phan I&n bénh VGSV B hoi phuc trong mau NC gap & Ira tudi =

30 (chiém 76,1%), l1a ngwéng tudi bat dau bwdc qua giai doan
DNMD (immune tolerant phase). Chi c6 3,9% hoi phuc & Ira tudi
< 30, c6 thé cac case nay phuc hdi sau VGSV B cap. Vé tbén
thwong gan, co 36,3% tang ALT va 24,5% tang AST, co 8,7%
nhu mé gan thd trén siéu am va 14,7% chi s6 APRI = 0,5 (F2,
F3, F4). Diéu nay cho thdy hau quéa dé lai sau khi nhiém VGSV
B mac du da khdi nhwng mot sb case cé dé lai ton thwong gan.
Yang chi ra mot s6 yéu td doéc lap dw doan sw phat trién HCC

sau khi mat HBsAg trong dé c6 xo hda gan [Yang, 2022].



A KET QUA - BAN LUAN
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Bang 2. Nong dd anti-HBs trong nhém nghién ctu (n = 380)

Nong dé anti-HBs (mUl/mL) Tilé (%) |p (x?)
<10 131 34,5
10 - < 100 213 56,1  <0,05

2100 36 9,4

Nhén xét: Co 65,5% bénh nhan sau nhiém HBV tao dwoc khang
thé dat mirc bdo vé, gobm 56,1% co6 anti-HBs tr 10 - < 100
mUI/mL va 9,4% co6 anti-HBs trén 100 mUI/mL, trong khi co6
34,5% bénh nhan cé anti-HBs du@i 10 mUI/mL. Sw khac biét vé
cac ty Ié c6 y nghia (p < 0,05).




f “ KET QUA - BAN LUAN
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Cac NC theo dbi doc theo thdi gian chi ra khoang thdi gian xuat
hién anti-HBs sau mat HBsAg. NC cua Arase cho biét c6 50,2%
xuat hién anti-HBs vao nam th( 5 sau thanh thai HBsAg tu
nhién & BN VGSV B man [Arase, 2006]. NC cua Roushan chi ra,
78,2% BN nhiém VGSV B man HBeAg (-) (VGSV B man khéng
hoat ddng) c6 anti-HBs sau mat HBsAg trong vong 10 ndm
[Roushan, 2016]. Nhin chung, cac NC cho thay xu hwéng tang
ty 1& xuat hién anti-HBs theo th&i gian sau mat HBsAg & BN

VGSV B man.



f “ KET QUA - BAN LUAN

MEDIC
NC cua Huang cho thay anti-HBs c6 lién quan gidm ty 1& tl vong

& nhom nguwdi nhiém HBV hdi phuc nh& vai trdo cua anti-HBs
trong viéc giam VG tai hoat va giam xo hdéa gan [Huang, 2023].
Ty 1& anti-HBs (+) trong nhém NC 1a 65,5%, thap hon so véi NC
cua N. T. N. Lan (2023) tai BV BDH Y Ha Nbi, ty Ié nay la 76,3%.
Twong tw, NC cia Huang (2023) trén quan thé 3.455 nguoi
nhiém VGSV B hodi phuc cho thay ty 1& anti-HBs (+) 1a 76,56%.
Nhin chung, ty 1& anti-HBs (+) sau nhiém VGSV B hoéi phuc kha
cao nhwng thap hon so véi KQ danh gia tao khang thé anti-HBs

sau vaccine ¢ tré luc 12 thang la 87,4% [Phi Buc Long, 2014].



f ;i KET QUA - BAN LUAN
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Piéu nay ly giai la do dac diém anti-HBs sé& gidm nong do theo
thdi gian, trong khi cdc NC danh gia anti-HBs sau VGSV B hoi
phuc khdng xac dinh dwgc BN nhiém khi nao, mat HBsAg luc
nao va dat dwoc anti-HBs bao vé khi nao, diéu nay thwc sy kho

xac dinh chinh xac trén lam sang va trong NC.



Bang 3. Mdi lién quan gitra cac yéu to va nong do anti-HBs
(n = 380)

e Anti-HBs
Cac yéeu to
(

<10 mUl/mL) | (210 mUI/mL)

Anti-HBs

p (X?)

< 30 5 (33,3%) 10 (66,7%)
Nhom tudi 30 - < 60 95 (35,3%) 174 (64,7%) 0,863
> 60 31(32,3%) 65 (67,7%)
o Nam 78 (36,3%) 137 (63,7%)
o i Taieye 0308
e Co 18 (30%) 42 (70%)
g mace 20 aam 0427
: ALT < ULN 75 (31%) 167 (69%) e
Ton thwong ALT = ULN 56 (40,6%) 82 (59,4%) !
t bao gan AST < ULN 92(32,1%) 195 (67.9%) ..
AST > ULN 30 (41,9%) 54 (581%)
A 1 0 0
I D i s Nl:: l:nrc?o agr? rt]hrg!\r/]a/ e 0,486
gan trén siéu am no gan tho 64 (32,8%) 131 (67,2%)
hoac tham m&
<0,5 (FO - F1) 99 (30,6%) 225 (69,4%)
> 0,5 (2 F2) 32 (571%) 24 (42.9%) 000



& KET QUA - BAN LUAN
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KQ NC cho thay & nhom anti-HBs dat nguwdng bao vé (= 10

mUl/mL) ty Ié FO-F1 cao hon cé y nghia so v&i @ nhém anti-HBs
< 10 mUI/mL. Nguorc lai, ty 1&é = F2 thap hon c6 y nghia so v&i &
nhém anti-HBs < 10 mUI/mL (p < 0,05). Ngwoi ta thay vai trd
cua anti-HBs trong viéc lam giam ty |1€ viém gan tai hoat (HBV
reactivation) sau khi mat HBsAg do sy ton tai kéo dai cla
cccDNA trong TB gan, nh& dé lam giam xo hdéa gan. KQ cua
chung t6i cling twong dong KQ cta Huang chi ra chi s6 FIB-4
cao hon & nhédm anti-HBs (-) so v&i nhdm anti-HBs (+) [Huang,

2023].



& KET QUA - BAN LUAN

MEDIC

Viéc thanh thai HBsAg va xuat hién anti-HBs cé y nghia bao vé
BN gidm bién chirng. Yuen chi ra nhdm BN thanh thai HBsAg
trwdc tudi 50 thi nguy co xay ra xo gan, HCC thap hon cé y

nghia so v&i thanh thai HBsAg xay ra sau tudi 50 [Yuen, 2008].
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Biéu do 1: Phan bd néng dé anti-HBs & nhom tao khang thé
(n = 249)



Bang 4. Nong do anti- HBs trung binh & nhém tao khang thé
(n = 249)

Céac yéu to Anti-HBs trung p
binh (mUl/mL) (t - test)

<30 183,7 £ 320,1
30 - <60 145 + 267,1 < 0,052
> 60 68,7 + 137,4
Nam 90,3 + 184,1
<
N 171,2 £ 296,6 0,05
: +
CAo 95 + 199,2 0.357
Khéng 133,1 £ 252,2
. ALT < ULN 129,3 + 238,5 0.812
Ton thwong ALT = ULN 121,4 + 256,5 !
t& bao gan AST < ULN 128,2 + 242 3 0.854
AST = ULN 121,2 + 252.8 ’
. Nh § ' 145,2 + 263,4
Hinh thai tdn thwong S . 5,2 263,
- Nhu mé gan thé va/ hoac 0,257
gan trén siéu am - . 110 £ 225,1
tham mo
<0,5(FO-F1) 135,5 + 255
<0,05

>0,5 (= F2) 43,7 + 37,8
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Biéu do 2B: Phan bd cac gia tri anti-HBs theo gi¢i (n = 249)
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KET LUAN
Ho6i ctru 380 trwdng hop nhiém VGSV B hdi phuc véi bd ba huyét

thanh HBsAg, anti-HBs va anti-HBc total (da loai trv OBI) phat hién
65,5% tao dwoc anti-HBs trén nguwdng bao vé (= 10 mUI/mL). Ty Ié
anti-HBs dat nguwdng bao vé co6 lién quan murc d6 xo hdéa gan theo
chi s6 APRI. Nhom anti-HBs dat nguwéng bao vé ty 1& FO-F1 cao hon
c6 y nghia so v&i @ nhom anti-HBs < 10 mUI/mL. Nguwoc lai, ty 1é =
F2 thap hon c6 y nghia so véi & nhém anti-HBs < 10 mUI/mL (p <
0,05). Ndng do anti-HBs trung binh khac biét c6 y nghia & cac nhom

tudi, gi¢i tinh va mrc dd xo héa gan theo chi s6 APRI (p < 0,05).
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