NGHIEN CUU KHOA HOC

PHAN BIET BDOT BUNG PHAT VIEM GAN VIRUS B MAN
CO ANTI-HBc IgM DUONG TiNH VOI VIEM GAN VIRUS B CAP
TAI BENH VIEN BENH NHIET POl
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Mé dau: Tai cac qudc gia luu hanh virus viém gan B (HBV), dot bung phat viém gan virus B man (CHB-
AE) kha pho bién va thuong rat khé phan biét véi VGVR B cap (AHB) ¢ nhitng bénh nhan (BN) khong ghi
nhén tién cin nhiém HBV trudc do6, dic biét 1a trong cac trudng hop c6 anti-HBc IgM(+).

Muc tiéu: Xéc dinh cac yéu t6 giup phan biét dot bung phat viém gan virus B man c6 anti-HBc IgM(+)
véi viém gan virus B cap.

Poi twgng va phu’o*ng phdp: Nghién ctru hdi ctru va tién ctru trén cac BN tir 16 tudi tré 1én dén kham vi
biéu hién viém gan cap tinh c6 anti-HBc (+) tai Benh vién Bénh Nhiét déi (BVBND) tir thang 01/2018 dén
thang 9/2022. Chan doén x4c dinh viém gan B cip hay man dua trén tinh chat mat HBsAg sau 6 thang. Ding
phén tich hoi quy da bién dé xac dinh cac yéu t6 gitip phan biét hai bénh canh.

Két qua: C6 610 BN (491 VGVR B cap va 119 dot bung phat VGVR B man c¢6 anti-HBc IgM duong)
duoc dua vao nghién ctu. Nhom CHB-AE c6 so lugng tieu cau, TQ, ALT, albumin, anti-HBc IgM (S/CO)
thap hon c6 y nghia thong ké so v6i nhdom AHB. Nguoc lai, nhém CHB-AE c¢6 tu6i, AFP, HBeAg (S/CO) va
HBYV DNA cao hon ¢6 ¥ nghia thong ké so vdi nhom AHB. Phan tich hoi quy da bién cho thay: Tiéu cau, AFP

va anti-HBc IgM (S/CO) 1a cac yéu t giup phan biét hai nhom BN nay.

Két luan Xét nghlem anti- HBc IgM nén dugc str dung ciing véi cac thong s6 phan anh tinh trang xo hoa
gan nhu s6 lwong tiéu ciu va ndng do AFP dé nhan dién sém BN dot bung phat VGVR B man.

Tir khéa: Phan biét; viém gan B cép; dot bung phat viém gan B man; virus viém gan B; anti-HBc IgM

duong tinh.

DAT VAN BE

Viem gan virus B (VGVR B) 1 vén dé stic khoe
toan cau, do virus viém gan B (HBV) gdy ra v6i hon
2 ty ngudi trén da va dang bi nhidm trén toan thé g10’1
trong do c6 257 triéu nguoi (khoang 3,5% dan s6 thé
gio1) song trong tinh trang nhiém HBV man'. Viét
Nam nam trong Vung dich t& luu hanh cao ctia nhiém
HBV vé6i ty 1é nhiém HBV 14 9,2%>
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Tai cac qudc gia luu hanh bénh, nhiém HBV xay
ra rét sém tir nhimg gid du sau sinh cho dén 5 tudi
v6i duong lay quan trong nht 13 truyén doc tir me
sang con ma nguy co dién tién man tinh cao trén 90%
khi nhiém & tré so sinh®. Bénh c6 thé 4m thim khong
triéu chimg qua céc giai doan dién tién tu nhién cia
nhiém HBV man. Trong d6, c6 thé xay ra dot bung
phat VGVR B man véi bénh canh vang da, tang
men gan. Nhiéu trudong hop BN chwa dwoc phat hién
nhiém HBV trude d6, nén khi xuit hién dot vang da
dau tién va xét nghiém HBsAg(+) thuong dé bi chin
doan nham 13 VGVR B cip®. Viéc phan biét VGVR B
cép voi dot bung phat VGVR B man c6 ¥ nghia cuc
ky quan trong vi chién lugc can thiép diéu tri va tién
lugng khac nhau. Khoang 95% cac BN mic VGVR B
cap s& hdi phuc mot cach tu nhién. Trong khi nhiing
ngudi mic dot bung phat VGVR B man can diéu tri
dac hiéu cang s6m cang tot dé han ché tir vong do suy
chirc nang té bao gan, ngin ngira xo' gan, ung thu gan’.
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Trudc day, viéc chan doan VGVR B cip thuong
dya trén xét nghiém anti-HBc IgM cung vdi tinh trang
hoai tir gan ram 10 phan anh hoat dong thai trir manh
mé cta té bao gan nhiém HBV®. Tuy nhién, v6i sy
phat trién coa cac ky thudt va cong cu xét nghiém,
khoang 20 - 27,5% BN VGVR B man bung phat ciing
dugc phat hién anti-HBc IgM(+) tr¢ lai’. Bén canh
anti-HBc IgM, da c6 thém nhiéu xét nghiém duoc dé
nghi tham khao trong phan biét hai bénh canh nay nhu
muc duong tinh HBsAg, HBeAg, anti-HBe, tai lugng
HBV-DNA, su hién dién cua cac dot bién precore hay
basal core promoter,... Gia tri ciia cac xét nghiém nay
¢6 do nhay va d6 dac hiéu riéng r€ ciing khac nhau tiy
theo ngudng cit duoc sir dung dé phén biét va tiy theo
tinh trang nhiém HBV cia BN. Do dé, trong truong
hop anti-HBc IgM(+), khé c6 thé phan biét dugc hai
bénh canh trén néu khéng c6 thong tin vé tién cin
nhiém HBV man tinh truéc d6 hodc c6 cac yéu td nguy
co phoi nhiém HBV gan déy. Viéc chan doan chinh
xac can phai tong hop cac yéu t6 dich &, 1dm sang va
can 1am sang. Nghién ctru nhdm xéac dinh cac yéu to
vé dich t&, 1am sang va can 1am sang gitip phan biét
dot bung phat VGVR B man c¢6 anti-HBc IgM(+) véi
VGVR B cép.

DOI TUUNG VA PHUGNG PHAP

Poi twong

Tiéu chi tuyén chon: Bénh nhan > 16 tudi thoa
man ca hai tiéu chi sau:

- Anti-HBc IgM(+).

- ALT > 5 14n gidi han trén caa muc binh thudng
(ULN: 35 U/L d6i v6i nam, 25 U/L do6i véi nir)8.

Tiéu chudn logi triv: Bénh nhan c6 mot trong cac
tiéu chi sau:

- Anti-HCV(+). Anti-HIV(+). Viém gan do ruou.
Viém gan do thuoc.

- Khong c¢6 thong tin tinh trang HBsAg va/hoac
HBV DNA sau 6 thang.

Pinh nghia bién s6 chinh

- VGVR B cép: ALT = 5 lan ULN va anti-HBc
IgM(+) va HBsAg am tinh ttr dau (giai doan cira so)
hoic HBsAg chuyén am trong vong 6 thang.

NGHIEN CUU KHOA HOC

- bgt bung phdt VGVR B man c6 anti-HBc
IgM(+): ALT = 5 lan ULN va anti-HBc¢ IgM(+) va
HBsAg(+) va/hodac HBV DNA (+) = 6 thang.

Phwong phap: Nghién ctru mo ta loat ca.

Dién s6 nghién ciru: BN dot bung phat VGVR
B man c6 anti-HBc IgM(+) va BN VGVR B cap tai
BVBND.

Pia diém nghién ciru: Cac khoa diéu tri ndi tri
vangoai tra bénh nhdn VGVR B tai Bénh vién Bénh
Nhiét doi.

Thoi gian nghién ciu: Giai doan hdi ctru: tir
ngay 01/01/2018 dén ngay 31/05/2021. Giai doan
tién ctru: tr ngay 01/06/2021 dén ngay 30/09/2022.

K§ thuit xét nghi¢m: Tat ca xét nghiém dugc
thyc hién tai Khoa Xét nghiém Bénh vién Bénh
Nhiét doi. Xét nghiém huyét hoc va sinh hoéa thuc
hién trén may phan tich sinh héa ty dong. HBsAg,
HBeAg va anti-HBc IgM thuc hién bang k¥ thuat
cong ngh¢ vi hat héa phat quang (CMIA) trén h¢
thdng ARCHITECT iSystem (Abbott) v6i ngudng
duong tinh = 1 S/CO. Xét nghiém HBV DNA thuc
hién bang ky thuat real-time PCR.

Xir Iy va phan tich s6 liéu: Nhap sb liéu bang
Microsoft Excel 365. Xur 1y va phén tich sb liéu
bang SPSS. Bién sb dinh lugng ¢ phan phdi chuén:
sO trung binh + d¢ léch chuan, phép kiém t doc
1ap. Bién s6 dinh lugng c6 phan phdi khong chuan:
s6 trung vi (khoang tr phan vi - IQR), phép kiém
Mann-Whitney U. Bién sb dinh tinh: tin sb va ty
18, phép kiém Chi binh phuong hodc Fisher's exact
test (d6i voi truong hop c6 hon 20% sb 6 trong bang
tan sudt ky vong c6 gia trj < 5). Xac dinh cac yéu tb
gitip phan biét hai bénh canh bang hoi quy logistic.
Céc bién c6 p<0,1 tiép tuc duoc dua vao mo hinh
da bién. Dung binary logistic ¢ xdy dung phuong
trinh tién doan. Bao céo két qua OR v6i KTC 95%
va gia tri p. Tat ca cac phép kiém s dung mirc y
nghia théng ké khi p < 0,05.

Y dire: Dé cuong nghién ctru di dugc chip
thuin cia Hoi dong dao dirc trong nghién ciru y
sinh hoc ctia Bénh vién Bénh Nhiét doi theo Quyét
dinh s6 1027/QD-BVBND, mi s nghién ciru CS/
BND/21/11, ky ngay 14/5/2021.
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KET QUA

Nghién ctru thu nhan dugc 610 trudong hop chia lam hai nhém: Dot bung phat VGVR B man (CHB-AE)

¢6 anti-HBc¢ IgM dwong tinh (119 chiém 19,5%) va VGVR B cip (AHB) (491 chiém 80,5%).

Thu nhap s6 liéu hdi stic
tit 01/01/2018 @&n 31/05/2021

- VGVR B cip: 478 ca
- bot bung phat VGVR B man c6 anti-HBc IgM (+): 98 ca

Thu nhap s6 liéu hdi stic
tit 01/06/2021 d@én 30/09/2022

- VGVR B cap: 13 ca
- bot bung phat VGVR B man c6 anti-HBc IgM (+): 21 ca

A

- VGVR B cép: 491 ca

610 truong hgp dugc dua vao nghién ciu:

- Bot bung phat VGVR B man ¢6 anti-HBc IgM (+): 119 ca
+ C6 tién cin nhiém HBV trén 6 thang: 27 ca
+ Khong tién cin nhiém HBV hoic nhiém HBV duéi 6 thing: 92 ca

Hinh 1. Lwu d4 két qua tién hanh nghién ctu

So sanh diic diém dich t& va 1aAm sang giira hai nhém

Bang 1. So sanh dac diém dich t& va lam sang cla hai nhém

Pic diém CHB-AE (n = 119) AHB (n = 491) p OR (KTC 95%)
Tudi (nam) 40 (33 - 49) 27 (22 - 33) < 0,001 0,902 (0,883 - 0,921)
Nhém tudi
(= 30 tui, %) 98 (82,4) 191 (38,9) < 0,001 0,136 (0,082 - 0,226)
Gidi (nam, %) 85 (71,4) 298 (60,7) 0,030 1,619 (1,046 - 2,507)
Ngay bénh (ngay) 13 (7 - 15) 7(5-11) 0,003 0,947 (0,913 - 0,983)

Nhom BN CHB-AE ¢6 tudi trung vi cao hon so voi nhom BN AHB (40 tudi so voi 27 tudi), su khc bigt
¢6 y nghia thong ké véi p < 0,001. Cu the, 98/119 (chiém 82,4%) so BN CHB-AE tap trung & nhém tir 30 tudi

trd 1én. Ty 1€ nam/nit lan luot 1a 2,5/1 va 1,5/1 & hai nhém CHB-AE va AHB.

BN nh6ém AHB thuong nhap vién sém hon trong tuan dau tién (trung vi 7 ngay). Con nhém CHB-AE

thuong nhap vién tré hon, khoang tuan 18 thir hai tir luc khoi bénh (trung vi 13 ngay).

So sanh dic diém cin lam sang giira hai nhém

Bang 2. So sanh dic diém can l1am sang cla hai nhém

Dac diém CHB-AE AHB p OR (KTC 95%)
Tiéu cau (K/uL) 179 280 < 0.001 1,016
(n = 515) (133 - 232) (222 - 337) : (1,012 - 1,020)
TQ (%) 58,5 92 <0.001 1,015
(n = 478) (42,5 - 82,3) (79,2 - 100) ’ (1,005 - 1,025)
Bilirubin TP 154,6 133,4 0.049 1,000
(umol/L) (n = 566) (59,4 - 299 4) (72,8 - 209,5) ’ (1,000 - 1,000)
ALT (ULL) 524 1237 <0001 1,002
(n = 610) (252,3 - 960,3) (793 - 2002) ’ (1,001 - 1,002)
Albumin (g/L) 33 40 < 0.001 1,321
(n = 351) (27,9 - 37,1) (37,5 - 42,5) ’ (1,235 - 1,412)
AFP (ng/ml) 45 5 <0001 0,993
(n = 265) (7.4 - 156,6) (2,8-97) ’ (0,989 - 0,997)
HBeAg (+, %) 51 77 0107 1,468
(n = 199) (59,3) (68,1) ’ (0,818 - 2,634)
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Dac didm CHB-AE AHB P OR (KTC 95%)
HBeAg (S/CO) 4311 21,7 0,008 0,999
(n=117) (35,1 - 905) (4,5 - 106,4) ’ (0,998 - 1,000)
anti-HBc IgM 2 26,7 0001 1,290
(SICO) (n = 610) (1,3-3,3) (16,2 - 35,3) ' (1,223 - 1,361)
HBV DNA 6,5 3,9 0,446
(1og,, 1U/ml) (4.9-7.5) (3.1-53) <0,001 (0,325 - 0,611)
(n = 118) ol 1 ’ :
Siéu am gan thd (+, %) 35 5 0001 0,026
(n = 538) (31,1) (1,2) ' (0,010 - 0,069)
Siéu am lach to (+, %) 17 32 oor 0,448
(n = 538) (15,2) (7.5) ' (0,239 - 0,841)
Siéu am dich mang 16 8 <0.001 0,085
bung (+, %) (n = 538) (14,3) (1,9) ’ (0,032 - 0,223)

* Acute exacerbations of chronic hepatitis B (CHB-AE). Acute hepatitis B (AHB). * Acute exacerbations
of chronic hepatitis B (CHB-AE). Acute hepatitis B (AHB).

Nhom CHB-AE c¢6 s luong tiéu cau, TQ, ALT, albumin thap hon, c6 y nghia thdng ké so véi nhom
AHB. Nguoc lai, nhom CHB-AE c¢6 Bilirubin TP, AFP va siéu am thay hinh anh gan thd, lach to, dich
mang bung cao hon, c6 ¥ nghia thong ké so véi nhém AHB. Gia tri S/CO cua anti-HBc¢ IgM cao hon c6
y nghia & nhom AHB, trong khi nong d6 HBV DNA cao hon c6 y nghia & nhém CHB-AE. Tinh trang
HBeAg dugc do ¢ 199 BN (86 CHB-AE va 113 AHB). Mic du ty 1€ HBeAg (+) khong khac biét gitra hai
nhém nhung hiéu gia S/CO ciia HBeAg & nhom CHB-AE cao hon c6 y nghia thong ké so v&i nhém AHB.

Céc yéu td giiip phan biét hai nhém

Bang 3. Phan tich da bién cac yéu t6 gidp phan biét hai nhém

Yéu t6 tién lwong Phan tich da bién
: OR (KTC 95%) p
Tudi (nam) 0,896 (0,796 - 1,009) 0,071
Gioi 2,619 (0,159 - 43,055) 0,500
Tiéu cau (K/uL) 1,031 (1,008 - 1,056) 0,010
TQ (%) 0,997 (0,938 - 1,061) 0,932
ALT (U/L) 1,001 (1,000 - 1,003) 0,043
Albumin (g/L) 1,253 (0,973 - 1,613) 0,080
AFP (ng/ml) 0,995 (0,991 - 0,999) 0,029
anti-HBc IgM (S/CO) 1,356 (1,124 - 1,635) 0,001

Sau khi phan tich da bién, ching t6i ghi nhan s luong tiéu ciu, AFP va anti-HBc IgM (S/CO) la nhing
yéu t0 doc l1ap co6 lién quan dén viéc phan biét dot bung phat VGVR B man c6 anti-HBc IgM(+) va VGVR
B cap.

Tién hanh hdi quy binary logistic cho ra phuong trinh tién doan dot bung phat VGVR B man c6 anti-
HBc IgM(+) nhu sau:

P(Y =1)
loge[p(y:O)

] = constant + beta; x1 + betax x> + betas x3
=5,622-0,017.x1 + 0,005.x2 - 0,241.x3
Trong do6, x1: tiéu cau (K/uL), x2: AFP (ng/ml), x3: anti-HBc IgM (S/CO).

Véi ty 1€ dug doan chinh x4c cua toan bo mod hinh 1a 94,9%.
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BAN LUAN

VGVR B cép va dot bung phat VGVR B man
c6 anti-HBc IgM(+) ¢ biéu hién rat giéng nhau vé
cac dic diém 1am sang, cac xét nghiém sinh hoa va
huyét thanh hoc véi khéi phat mot dot bénh cép tinh.
Do @6, héu nhu khé c6 thé phan biet duoc mot cach
dé& dang néu khong c6 thong tin vé tlen can nhiém
HBYV man tinh truoc d6 hodc c6 cac yéu té nguy co
phoi nhiém HBV gan day.

V& dic diém dich t& va 1am sang

Nhém CHB-AE c6 tudi trung vi cao hon AHB
ciing tuong tuy nhu két qua trong nghién ctru ctia Bui
Trong Hop (37,3 % 13,7 tudi so v6i 24,3 + 8,7 tudi)
va céc nghién ciru khic & Pai Loan (47 £ 16 tudi
s0 v6i 36 + 10 tudi), Han Qudc (45 + 11 tudi so voi
40,2 + 13,4 tubi)*'*!". Nhém CHB-AE c6 tudi trai
dai tir 33 - 49 tudi phu hop vé6i thoi gian dién tién
man tinh ty nhién ciia nhiém HBV ¢ giai doan thai
trir mién dich hay tai hoat virus trén cac dbi tugng bi
lay nhiém theo duong doc ¢ Itra tudi nhii nhi. Trong
khi @6, nhém duéi 30 tudi chiém wu thé trong AHB
c6 thé duoc giai thich do day 1a lira tudi c6 lién quan
nhiéu dén cac hanh vi nguy co liy nhiém HBV lan
dau (lay truyén theo dudong ngang) & nhém dan sb
chua bi nhiém tir me. Nhu vay, CHB-AE thuong xay
ra & nhitng ngudi trén 30 tudi, tré hon so véi AHB.

Ty 1& nam cao hon nit trong nhiém HBV tuong
tu da dugc dua ra trong nhiéu nghién ctru khac trén
thé gi¢i nhu ciia Kumar M. (ty s6 nam/nit 1a 60/19),
Park J. (ty s6 nam/nir 1a 52/30)"12. Méi lién quan
gilra gidi tinh va bénh gan do HBV gay ra da duoc
thtra nhan va 1y giai boi tac gia Liu W.C. (2014)
thong qua co ché sinh hoc phén tir vé méi lién quan
giita hormon sinh duc nam va dién bién bénh gan®.
Vung Enh I ctia b gen HBV ¢6 ving dap Gng véi
androgen AREs (adrogen responsive element), khi
duoc kich hoat boi androgen s€ tang hoat dong
phién ma va dich ma cua HBV, dong thoi kich hoat
dap g cua té bao lympho T va lam biéu hién mot
s6 gen sinh ung thu. Nguoc lai, estrogen sau khi
gin vao cam thy thé ER (ER - estrogen receptor)
lai rc ché hoat dong cta Enh I. Estrogen con gay tc
ché tac dung cua IL-6, mot cytokin viém lién quan
dén bénh gan hoat tinh va HCC. Mat khac, cac thu
thé estradiol va estrogen c6 tac dung bao vé té bao
gan tir ton thuong do viém, chét té bao theo chuong
trinh va su oxy héa qué mtrc. Bén canh do, nam gidi
thuong c6 nhiéu hanh vi nguy co lay nhiém HBV
cung xu hudng tiép can cac dich vu y té & giai doan

muon hoic khong thudng xuyén. Tét ca cic co ché
trén gidi thich vi sao bénh gan man tién trién va
HCC xuét hién nhiéu hon & phai nam va nhiéu hon
6 phu nit sau man kinh.

Nhom BN AHB thudng nhap vién sém hon trong
vong tuan dau tién tir lac khoi phat triéu chimg. Dicu
nay c6 thé giai thich do VGVR B cip 1a hau qua ciia
hoat dong thai trir mién dich manh mé. Vi thé, cac
triéu chuing giai doan khdi phat va toan phat nhu
s6t, hoi chiing gia cim, mét moi, chan an, vang da...
cling thudng ram r6 hon cac dot bung phat VGVR B
man, khién BN VGVR B cép c¢6 khuynh huéng dén
kham va nhap vién sém hon.

Vé dic diém c4n 1am sang

So v6i nhom CHB-AE, BN AHB c6 tinh trang
viém gan ning hon, dic trung boi nong d6 ALT
tang cao hon do VGVR B cép c6 hoat tinh thai trir
mién dich manh mé& va hiéu qua hon dot bung phat
VGVR B man, dan dén hau qua pha huy té bao gan
mang HBV mét cach manh mé va triét dé, gy ting
men gan nhiéu va nhanh hon. Cac xét nghiém danh
gi4 muc d6 suy chirc ning gan nhu tiéu cau, TQ va
albumin mau giam thap hon c6 y nghia thong ké &
nhém CHB-AE thé hién tinh trang bénh gan man
tinh. Tuong ty, cac ddu hi¢u xo hda gan trén siéu am
bung nhu gan thd, lach to, dich mang bung c6 ty 1¢
cao hon & nhém CHB-AE thé hién tinh trang bénh
gan man tién trién.

Xét nghiém AFP chi dugc thuc hién ¢ 265 BN
(69 CHB-AE va 196 AHB) cho thdy nhém CHB-
AE ¢6 AFP cao hon nhom AHB. AFP 1a mot chét
chi diém khéi u dé chan doan va theo ddi HCC ciing
c6 thé tang cao khong ddc hiéu trong mét sb tinh
trang nhu xo gan hodc viém gan. Nguyén nhan lam
tang AFP trong viém gan dugc cho 1a c6 lién quan
dén qua trinh tai tao té bao gan dang dién ra dé dap
{mg sy viém hoai tir té bao gan do HBV. Phan ung
viém hoai tir lién t1ep x4y ra trén nén cau trac té bao
gan di thay d6i tir trude (nhu héa soi va xo gan,
loan san té bao gan) c6 thé din dén kich thich va tiét
AFP ¢ BN VGVR B man luén & muc cao hon binh
thuong. Vi 1y do nay ma chiing ta thuong thdy AFP
tang nhiéu trong VGVR B man.

Gia tri S/CO cua anti-HBc IgM cao hon c6 y
nghia & nhém AHB, trong khi nong ¢ HBV DNA
cao hon cé y nghia & nhom CHB-AE. Két qua nay
turong ddng v6i hau hét cac nghién ciru di thyc hién
trudc day tai Viét Nam (anti-HBc IgM: 0,6 so véi
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19,1 S/CO, p < 0,001 - HBV DNA: 3,9 so véi 4,7
log copy/ml, p = 0,002)°, Han Quc (anti-HBc IgM:
6 £ 6,9 S/CO so voi 22,3 £ 7,1 S/CO, p < 0,001 -
HBV DNA: 4,5 £ 1,6 so voi 6,7 + 71,4 logl0 U/
ml, p < 0,001)11 va An P9 (anti-HBc IgM: 10,48
+ 4,75 so v6i 21,4 + 10,78 S/CO, p < 0,001 - HBV
DNA: 119724 + 212067 so v4i 1200572 + 2158873
TU/ml, p = 0,001)'.

Chung t6i ghi nhan ty 1€ HBeAg (+) khong co
su khac biét gitta hai nhom AHB va CHB-AE.
Diéu nay tuong dong véi hdu hét cac nghién ciu
truée day trén thé gisi. Tuy nhién, nhiing truong
hop c6 HBeAg (+), gia tri S/CO cua HBeAg thip
hon thuong thdy ¢ nhitng BN bj nhiém HBV cap
tinh. Néu 4p dung ngudng cat HBeAg = 20 S/CO
dé goi y CHB-AE c¢6 anti-HBc IgM(+) nhu két qua
nghién cttu cia tac gia Han tai Trung Qudc (2006)
thi chiing t6i tinh toan dugc d6 nhay la 88,9%, do
dac hiéu 1a 48,6%, gia tri tién doan dwong 51,9% va
gia tri tién doan am la 87,5%, khong cao'’. Mac du
& nhém CHB-AE c6 anti-HBc IgM(+) phan b6 uu
thé & nhém HBeAg > 20 S/CO nhung ty 1& nay &
nhom AHB da x4p xi 50% (37/72). Piéu nay c6 thé
1y giai 12 do nghién ctru ctia chiing toi thu nhan mau
tir ca phong kham, cac BN VGVR B cap thuong
dén kham va nhap vién kha sém trong tuan du cua
bénh, & thoi diém nay mat do HBeAg chua giam.
Ngoai ra, HBeAg ciing bi anh hudng boi dot bién
Precore hay dot bién Basal Core Promotor. Ty 18
HBV mang gen dot bién s& anh huéng dén san xuét
HBeAg va nong d6 HBeAg trong huyét thanh. Vi
vay, nhitng quan thé nghién ctru khac nhau véi ty 18
dot bién khac nhau s& cho nhimng két qua khac nhau.

Vé phan tich da bién cac yéu t giiip phan biét
hai nhom

Sau khi phan tich da bién, chi ¢6 sé lugng tiéu
cau (K/uL), AFP (ng/ml) va anti-HBc IgM (S/CO) 1a
nhitng yéu t6 doc 1ap c6 lién quan dén viéc phan biét
hai bénh canh. Vi hdi quy binary logistic, phuong
trinh tién doan dot bung phat VGVR B man c6 anti-
HBc IgM(+) dugc hinh thanh nhu da trinh bay trong
phan két qua. Tir d6, voi mot truong hop viém gan
1an dau c6 anti-HBc IgM(+) trén 1am sang, bac si co
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thé kiém tra cac xét nghiém tiéu cau (K/uL), AFP
(ng/ml) va anti-HBc IgM (S/CO) va thé cac gia tri
vao md hinh ciia ham binary logistic dé xem xéac
sudt tién doan dot bung phat VGVR B man cua BN.
Vi du, mot BN ¢6 két qua xét nghiém tiéu cAu 93 K/
uL, AFP 20,26 ng/ml va anti-HBc IgM 5,96 S/CO
thi x4c sudt chan doan dot bung phat VGVR B man
c6 anti-HBc IgM(+) 1a:

e(5,622 —0,017x93 + 0,005x20,26 — 0,241x5,96) 2,7

E(Y/X) = =

1+¢(5,622 = 0,017x93 +0,005x20,26 — 0,241x596) 1 42 7

=0,94

Nhu vay, mé hinh binary logistic dugc xay
dung tir nghién ctru AHBC cho biét x4c suat chin
doan dot bung phat VGVR B man c6 anti-HBc
IgM(+) & BN nay la 94%. Nhung day chi la xac
suét chan doan duoc du doan va du doan nay co
kha nang dung 94,9%.

KET LUAN

Qua khao sat 119 truong hop CHB-AE va 491
truong hop AHB tai Bénh vién Bénh Nhiét doi,
chung t6i rit ra cac két luan nhu sau:

Do tui mic AHB da phan 1a thanh nién. Trén
80% s BN CHB-AE tap trung & nhém trung nién
ttr 30 tudi tré 1én. Pa sb BN nhép vién trong vong
2 tudn tir khi khoi bénh. VGVR B cép thuong nhap
vién sém trong tuan dau tién.

Céc xét nghiém huyét hoc, sinh hoa, huyét thanh
VGVR B va HBV DNA hau nhu déu c6 su khac biét
c6 y nghia trong hai bénh canh khi phan tich don
bién. Tuy nhién, sau khi phan tich da bién, chi c6
s6 luong tiéu cau (K/uL), AFP (ng/ml) va anti-HBc
IgM (S/CO) la nhirng yéu t6 doc 1ap c6 lién quan
dén viée phan biét dgt bung phat VGVR B man cé
anti-HBc IgM(+) va VGVR B cp.

Nghién ctru xdy dung dugc phuong trinh ti€n
doan dot bung phat VGVR B man c6 anti-HBc
IgM(+) nhu sau:

P(Y = 1)
P(Y=0)

Trong d6, x1: tiéu cau (K/uL), x2: AFP (ng/ml),
x3: anti-HBc IgM (S/CO). Vi ty 1¢é du doan chinh
xac cua toan bo mo hinh 1a 94,9%.

log,[ ]1=5,622 - 0,017.x; + 0,005.x - 0,241.x3
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DIFFERENTIATION OF ACUTE EXACERBATIONS OF
CHRONIC HEPATITIS B AND ACUTE HEPATITIS B IN ANTI-HBc IgM POSITIVE
PATIENTS AT HOSPITAL FOR TROPICAL DISEASES

Background: Acute exacerbations of chronic hepatitis B (CHB-AE) are common in endemic areas and
difficult to distinguish from acute hepatitis B (AHB) in anti-HBc IgM-positive patients with prior HBV
history infection is unknown.

Objectives: To identify the factors that differentiate AHB from CHB-AE in anti-HBc IgM-positive
patients.

Methods: A retrospective and prospective analysis of record was conducted for patients who presented
with clinical features of acute hepatitis along with IgM antibody to hepatitis B core antigen (anti-HBc
IgM) positive at Hospital for Tropical Diseases (HTD) from January 2018 to September 2022. Diagnostic
confirmed based on HBsAg loss after 6 months. Multivariates logistic regression was done to identify the
factors that differentiated these two features.

Results: A total of 610 patients were enrolled and divided into two groups: AHB (n = 491) and CHB-
AE (n = 119). The level of platelet, TQ, ALT, albumin and the value of S/CO ratio for anti-HBc IgM
were significantly lower in the CHB-AE group compared to the AHB group. In contrast, age, the level
of AFP, the value of S/CO ratio for HBeAg and HBV DNA had higher levels in the CHB-AE group. The
multivariate analysis demonstrated that the level of platelet, AFP and the S/CO ratio of anti-HBc IgM were
meaningful factors.

Conclusions: Anti-HBc IgM should be included concurrently with the test of liver fibrosis such as the
level of platelet and AFP to predict patients with CHB-AE.

Key words: Differential diagnosis; acute hepatitis B; acute exacerbation of chronic hepatitis B; hepatitis
B virus; anti-HBc IgM; AHB; CHB-AE.
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