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MUC TIEU: Hbi ctu cac truong hop viém gan B man c6 ndng d6 ALT cao dén kham tai BV
Nhat Tan nhim xic dinh cac giai doan cua tinh trang viém gan B man. PHUONG PHAP
NGHIEN CUU: Bénh nhan dugc chin doan viém gan B man va c6 ALT tang dén kham tai Khoa
Khém bénh tir 01/01/2007 dén hét thang 9/2008. Cac bénh nhan duwgc xét nghiém dy du AST,
ALT, HBsAg, HBeAg, anti-HBe va HBV DNA. KET QUA: C6 7 truong hop viém gan B man
HBeAg & Itra tudi tir 22 dén 48 va trong sd nay c6 3 truong hop (43%) da trai qua tinh trang ting
nang cap. Trong 46 nguoi HBsAg duong va HBeAg am, c6 13/46 nguoi c6 anti-HBe am (28%).
Khao sat ndng do ALT cao hon ¢ bénh nhan vao lua tuéi <40 so véi >40 c6 y nghia thong ké
(72.5+49.0 s0 V&i 50.4+29.5), voi p <0,05. AST khong lién quan véi ndng ¢6 HBV DNA, ngugc
lai v6i ALT, HBV DNA >500 ban sao/ml thi c6 ALT tang cao hon ngudi HBV DNA <500 ban
sao/ml véi p<0 05. Nong do AST va ALT trung binh tang cao trong truong hop c6 anti-H Be
khac biét nay co y nghia thong ké, v6i p <005 cho thiy trong sé nay co cac truong hop tai hoat
(thoat mién dich). KET LUAN: Viém gan B man HBeAg duong ALT Cao or Itra tudi 22-48 c6 ty
¢ tang néng cap kha cao (43%). O cac bénh nhan viém gan B man HBeAg"), ALT ting cao & lira
tudi <40, va AST, ALT ting cao trong trudng hop cé anti-H Be™ & ngudi ma HBV DNA >500 ban
sao/ml cd thé nghi dén tinh trang thoat mién dich.

ABSTRACT

OBJECTIVES: A retrospecitve study of chronic hepatitis B patients with high concentration of
ALT was carried out in the out-patient clinical examination department of the Nhat Tan hospital to
determine the stages of chronic hepatitis B patient states. METHODS: Patients diagnosed chronic
hepatitis B with high concentration ALT were examined at the out-patient clinical examination
department from January 01/2007 until September 30/2008. The patients were fully tested AST,
ALT, HBsAg, HBeAg, anti-HBe and HBV DNA. RESULTS: There were 7 cases of HBeAg
positive chronic hepatitis B patients in the ages from 22 to 48 and three of them (43%) experienced
the acute exacerbation state. Among 46 HBsAg-positive and HBeAg negative patients were 13
cases of anti-HBe negative (28%). Survey of higher concentrations of ALT in patients of the ages
<40 versus >40 y.o. was statistically significant (72.5£49.0 compared with 50.4 + 29.5), with p
value <0.05. AST concentration didn’t relate to HBV DNA concentration. On the contrary, ALT
concentration in the patients with HBV DNA >500 copies/ml was higher than the ones with HBV
DNA <500 copies/ml with p value <0,05. The AST and ALT mean concentration increased in
cases of HbeAg negative anti-HBe positive patients. This difference was statistically significant
with p value <0,05 showing that some of them were in the reactivation state (immune escape).
CONCLUSION: The HBeAg-positive chronic hepatitis B patients in the ages 22-48 with high
concentration ALT had a high rate of acute exacerbation (43%). With the HBeAg negative chronic
hepatitis B patients, ALT increased at the ages <40, AST and ALT concentration increased in
positive anti-HBe cases in which HBV DNA> 500 copies/ml. As a result, immune escape state
could be thought of.



PAT VAN DPE

Lich sir tw nhién ctia nhiém HBV man bao gém 4 giai doan nhim HBV dya vao twong tac giita virus va
ky chu®:

1. Giai doan dung nap mién dich(z)

Sau khi nhiém HBV cip mot sb
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Dung nap Thanh thai mien dich [ Giai fioan bat hoat

Giai fioan tai hoat | Nguong nao do s€ khoi goi cac
dap tGng mién dich 1am tén
thuong gan thuong duge goi ,lé tinh trang ting ning cap $exacerbation). Mot ty 1¢ khoang 2,4 %
bénh nhan c6 thé phat trién mat bu gan trong giai doan nay

mien dich = Phan 6ng mien dich| (Ng6di mang HBsAQ)

2. Giai doan thanh thai mién dich con goi 12 phan ng mién dich, hoat déng mién dich @

Khi hi¢u qua sinh dung nap mat d1 su phan giai té bao xay ra va bénh nhén di vao giai doan thanh thai mién
dich cua té bao gan nhiém virus®. Giai doan nay thuong bit ddu Vao tu01 trung binh 35 tudi ¢ chau A va
kéo dai tur nhleu thang dén nhiéu nim voi ndng d6 HBV DNA giam®. ALT tang lén phan anh tinh trang
hoai tir viém té bao gan. Dap ing m1en dich ting theo thoi gian VA virus ¢ thé bi wrc ché véi sy
thanh thai HBeAg. Sau dé bénh tién trién dén giai doan 3, giai doan ngudi mang HBV bét hoat®.

3. Giai doan ngudi mang bit hoat, sao chép thap hay khong sao chép= kiém soat mién dich®.

Trong giai doan ndy, chuyén huyét thanh HBeAg thanh anti-HBe xay ra, c6 thé do tu nhién hoic
do diéu tri, tao thanh thé viém gan B man véi HBeAg am. HBeAg dugc xem la twong duong voi
HBV DNA, cho nén chuyén huyét thanh HBeAg thanh anti-HBe thi HBV DNA ciing trd nén
khéng phét hién dugc hodc ¢ muc d6 thap. ALT trd vé binh thuong, tinh trang sao chép thip hoic
khong sao chép cia HBV va ton thuong gan nhe hodc khong co ton thuong. Giai doan ndy c6 thé
kéo dai trong nhiéu nim hodc ngay ca sudt doi. Cac bénh nhan c¢6 thé thanh thai HBsAg va phat
trién anti-HBs. Nhung khoang 25% bénh nhan c6 thé trai qua tai hoat (reactivation) va di vao giai
doan thu 4.

Giai doan 4: Giai doan thodt mién dich, con goi la giai doan tdi hoat

Giai doan nay virus dot bién thanh thé khong biéu hién HBeAg (H BeAg am), ngucn bénh tr¢ thanh
viém gan B man HBeAg am. Day la thé viém gan man vdi cac dau hiéu ALT va ndng d6 HBV

DNA ting Ién, hoai tir té bao gan tir trung binh dén ning, va c6 thé c6 hdi chuyén huyét thanh,
HBeg tir &m tr¢ thanh duorng

Dé xac dinh cac giai doan nhidm HBV man nhidm diéu tri thich hop, chiing t6i tién hanh hdi ciu
cac truong hop viém gan B man c6 ALT tang cao.

POI TUQNG VA PHUONG PHAP NGHIEN CUU

Poi twong nghién ciru: Tiéu chuin chon bénh: Bénh nhan nam va nir dén kham tai Khoa Kham
bénh cta bénh vién da khoa Nhat Tan tir 01/01/2007 dén hét thang 9/2008. Cac bénh nhén nay
dugc chan doan viém gan B man va c6 men gan ting cao. C4c bénh nhan duoc xét nghiém day di
AST, ALT, HBsAg, HBeAg, anti-HBe va HBV DNA.



Poi tlro’ng loai trlr Bénh nhan viém gan dang ¢ giai doan dugc goi 1a dung nap mién dich véi
HBSAg , HBeAg™, anti-HBe®, AST va ALT c6 ndng do binh thuong. Bénh nhan khong thuc
hién day du cac xét ngh1¢m néu tren, hay khong chiu xét nghiém.

Phwong phap nghién ciru: Hbi ciru va phan tich

Phuong phap xét nghiém: Xét nghiém HBsAg, HBeAg va anti-HBe bang phuwong phép sic ky
dinh tinh (st dung xét nghiém nhanh SD, Standard Diagnostics). Xét nghiém SGOT va SGPT
bang phuong phip dong hoc IFCC khong c6 pyridoxal phosphate (P-5'-P). Xét nghi¢m HBV
DNA bang phuong phap Tagman (Xét nghiém nay ching t6i nho Medic TP. HCM thyc hién).
Phuong phap thong ké: Xir Iy thong ké bang phan mém SPSS10.5.

KET QUA NGHIEN CUU

Trong 53 ngudi nhiém HBV man, nam 30 va nit 23, c6 7 ngudi vira c6 HBsAg duong vira c6
HBeAg duong. Con lai 46 nguoi HBsAg duong va HBeAg &m. Trong s6 ndy c6 13 ngudi co anti-
HBe &m (28%). Khong c6 truong hop nao vira c6 HBeAg duong vira c6 anti-HBe duong.

Viém gan B man HBeAg®"

Trong 7 bénh nhan HBSAg HBeAg , déu khong c6 anti-HBE™ va déu c6 HBV DNA cao tu
thip nhét 490.000 dén 700.000.000 ban sao/m trung binh 105.000.000 ban sao/m’.

?.T Ho va tén Tubdi Gigi AST ALT HBsAg HBeAg anti-HBe HBV DNA
1 Nguyén H. H. 30 nam 53 70 + + 490.000

2 L& H. V. 22 nir 107 179 + + 845.000

3 Trin T.Th. 26 nit 53 73 + + 5.600.000

4 Nguyén H. T. 23 nam 444 339 + + 2.402.500

5 Pinh M. H. 29 nam 59 199 + + 25.250.000
6 BUi K. U. 37 nir 51 73 + + 700.000.000
7 Duong V.T. 48 nam 72 92 + + 2.025.000

Bay bénh nhdn HBV man HBeAg duong c¢6 3 truong hop chuyén huyét thanh HBeAg duong
thanh HBeAg 4m, nhung sau d6 hoi chuyén thanh HBeAg duong.

Nguyén Hong T: 19/12/2007, AST 444, ALT 339, HBsAg™”, HBeAg™, antiHBe" Viém gan B man HBeAg"”, khong
diéu tri. 27/3/2008, AST 80, ALT 92, HBsAg™, HBeAg", anti-HBe”, chuyén huyét thanh HBeAg thanh anti-
HBe, khong diéu tri. 11/7/2008, AST 219, ALT 227, HBeAg™, anti-HBe", hdi chuyén huyét thanh tir anti-HBe
thanh HBeAg, khong diéu tri.

Dinh Minh Hing: 2004, AST 59, ALT 199, HBeAg"”, anti-HBe", bét dau diéu tri lamivudine. 01/12/2007, AST 25,
ALT 15, HBeAg", anti-HBe", HBV DNA 43.500. bénh nhan bét ddu thanh thai mién dich, mat HBeAg. 14/6/2008,
AST 23, ALT 14, HBeAg™, anti-HBe". Hbi chuyén huyét thanh HBeAg. Bénh nhin ngung diéu tri.

Duong Vin T., 48 tudi, dugc xac dinh viém gan B man tir 31/01/2008 véi SGOT 72, SGPT 92, HBsAg"), HBeAg"”,
anti-HBe'). Dén 24/04/2008 men gan da gidm SGOT 22, SGPT 28, HBsAg'”, HBeAg"”, nhung anti-HBe®, dén ngay
27/7/2008, bénh nhan hdi chuyén huyét thanh voi HBsAg™ HBeAg™, anti-HBe".

Viém gan B man HBeAg-)
Bang 1. Tinh trang bénh nhan viém gan B man HBeAg" anti-HBe! theo lira tudi

Lda tudi Téng s6 (n) Anti-HBe™ Ty 16 %
19-29 tudi 8 5 63
20-29 tubi 15 11 73
30-39 tubi 14 9 64
>40 tudi 9 8 89
Cong chung 46 33 72

Trong 46 benh nhan c6 HBeAg thi c6 33 benh nhén c6 anti-HBe" thém 72% va 13 bénh nhan
anti-HBe®) chiém 28%. Khang thé anti-HBe(” ting dan theo lra tudi, nhung khong c6 ¥ nghia
thong ké véip > 0,05.



Béing 2. Nong do AST va ALT & 2 Itra tudi <40 va 240 tudi

Lira tu6i <40 Lira tudi >40
AST trung binh 52.6+28.7 36.6+19.9 p >0,05
ALT trung binh 72.5%49.0 50.4+29.5 p <0,05

Nong do AST va ALT déu cao hon & bénh nhéan vao lra tudi <40 so voi >40. Nhung chi ¢ ALT 1a
0 y nghia thong k&, véi p <0,05.

Bdng 3. Méi lién quan giira ndng d9 HBV DNA va AST, ALT

HBV DNA®™ HBV DNA" Gia trip
AST 45,8 + 29,7 432+21,1 p >0,05
ALT 67,5+ 49,1 54,8 + 31,1 p <0,05

Nong d6 AST trung binh khong lién quan voi nong &6 HBV DNA, nguoc lai v6i nong d¢6 ALT
trung binh, khi HBV DNA®™ (=500 ban sao/ml) thi c6 ALT ting cao hon nguoi HBV DNAC
(<500 ban sao/ml) vai p <0,05.

Bdng 4. Bénh nhan viém gan B man va HBV DNA, aminotranferase.

N Anti-HBe" anti-HBe!"
Tinh trang HBV
HBV DNA 22 8 (36,4%) 14 (63,6%) p >0,05
HBV DNA®™ 24 5(20,1%) 19 (79,9%)
Aminotransferase
AST trung binh 31.30+£11.44 49.85+27.95 p <0,05
ALT trung binh 42.00+29.32 69.15+43.45 p <0,05

Trong 46 bénh nhan viém gan B man HBeAg co 24 truong hop c6 HBV DNA®, chiém t%/ 1¢
52,2%. Tron% d6 nguoi co anti-HBe™ c6 HBV DNA™ 14 57,6%, trong khi nguon co antl HBe" c6
HBV DNA® [a 38,5%. Thé nhung ndng do HBV DNA VA tinh trang anti-HBe! khong khac biét
c6 y nghia thong k&, véi p >0,05.

Nong do AST va ALT trung binh ting cao trong truong hop co anti-HBe(, khéac biét nay c6 y
nghia thong k&, véi p <005.

BAN LUAN

Nghién ctru cta chiing t6i bao gdm 53 nguoi nhiém HBV man, nam 30 va nit 23, trong sd ¢6 7
nguoi vira ¢6 HBsAg duong vira c6 HBeAg duong. Con lai 46 nguoi HBsAg duong va HBeAg
am, trong sé ndy c6 13/46 nguoi cé anti-HBe am. Khdng c6 truong hop ndo vira c6 HBeAg duong
Vira ¢6 anti-HBe duong.

Viém gan B man, HBeAg™

Trong nghlen cuu nay, chdng tdi chi xét nghiém HBV DNA cho cac truong hgp viém gan B man
HBeAg™, co ALT tang cao (dugc g01 la tinh trang ting ning cap) hodc khi theo ddi diéu tri. Tat ca
c&c bénh nhan nay déu c6 HBV DNA™ cao, trung binh 105.000.000 ban sao/ml va déu khong cod
anti-HBe". HBeAg duoc cho c¢6 thé dung thay thé cho HBV DNA & nguoi mang HBV co ALT
tang(6,7). Cac bénh nhan ndy & vao giai doan 2, 1a giai doan thanh thai mién dich hay con goi 1a
phan trng mién dich, HBeAg van con duong. Boi thé, cac bénh nhan nay thudng 16n tudi, tudi thap
nhat 1a 22 va cao nhat 48 tudi, tudi trung binh la 28 tudi. Pay 14 lta tudi phd hop voi giai doan
thanh thai mién dich & nguoi chau A Trong s6 7 bénh nhan HBV man HBeAg duong c63 truonsg
hop Xdy ra tinh trang ting ning cap ALT tang, chuyén huyet thanh HBeA? thanh HBeAg",
nhung sau mot thoi gian d hoi chuyen huyét thanh HBeAg thanh HBeAg™®2319 Trong giai
doan nay, tinh trang tang nang cap (exacerbation) €O thé hoic khong ¢6 triéu ching nhung co thé
6 2,4 % bénh nhan c6 thé phat trién mat bu gan trong giai doan nay



Viém gan B man, HBeAg"

Anti-HBe xuét hién sau nhiéu ngay cho dén nhéu nim sau khi bién mat HBeAg, tinh trang nay
dugc goi la ‘clra s0 ¢”. Tinh trang nay ghan anh d¢ nhay kém cua phuong phap xét ngh1ern nh1eu
hon 14 sy ving mat HBeAg/anti-HBe . Nghién ctru cua chang t6i, ¢6 46 bénh nhan c6 HBeAg"
thi co 33 benh nhan c6 anti- HBe( Chlem 72% va 13 bénh nhan ant1—HBe( chiém 28%. Khang thé
anti-HBe™ tang dan theo lira tudi, nhung khong khéac biét c6 y nghia thong ké voi p > 0,05. Tinh
trang HBeAg ma HBV DNA duong duogc cho 1a do bién di cua codon két thuc tién 18i ma theo
Funk va cs chiém ty 16 50% va phan con lai 1a cac bién di ¢ noi khac®

Khao sat nong d6 AST va ALT trung binh & 2 Ira tudi <40 va >40, chlng t6i nhan thay AST va
ALT déu cao hon ¢ bénh nhan vao hra tudi <40 so voi >40. Nhung chi ¢ ALT 13 ¢6 y nghia thong
ké (72.5+49.0 so v&i 50.4+29.5), v6i p <0,05. Ciing thé, AST trung binh khdng lién quan véi nong
d6 HBV DNA. Nguoc lai v6i nong do ALT trung binh, HBV DNA >500 ban sao/ml thi ¢6 nong
d6 ALT tang cao hon nguoi HBV DNA <500 ban sao/ml véi p<0,05.

Trong 46 bénh nhan viém gan B man HBeAg c6 24 trudng hop c6 HBV DNA®M, chiém t%/ 1¢
52,2%. Trong do6 nguoi co anti- HBe™ c6 HBV DNA™ 1a 57 ,6%, trong khi nguon co ant1 HBe" c6
HBV DNA®™ |4 38,5%. Thé nhung ndng d6 HBV DNA va tinh trang anti-HBe™ khong khac biét
cO y nghia thong ké, véi p >0,05. Cho du anti-HBe am ha ?/ duong, van con mot nong do HBV
DNA du thap hon & cac bénh nhan viém gan B man HBeAg . Nong d6 HBV DNA thap 1a do sao
chép virus bi trc ché hoic bi bat hoat va kha nang gay nhiém cta HBV duorc cho 1a rat thap hoic
khong cé. Tuy nhién khi virus vin con, van c6 thé con gay bénh cho gan®

Nong d6 AST va ALT trung binh ting cao trong truong hop co ant1—HBe( khac biét nay co y
nghia thong k&, véi p <005. Diéu nay c6 thé 1a do giai doan “cira s ¢”. G1a1 doan anti-HBe® 13
giai doan klem soat mién dich nén AST va ALT khong tang cao. Khi anti-HBe tré nén duong c6
thé c6 mot s truong hop tai hoat (thoat mién dich) khién nong do AST va ALT ting 1én.

KET LUAN

Viém gan B man HBeAg duong ALT Cao or Ira tudi 22-48 ¢6 ty 1& tang nang cép kha cao (43%).
O céc bénh nhan viém gan B man HBeAg ALT ting cao & Iira tudi <40, va AST, ALT tang cao
trong truong hop cé anti- HBe™ ¢ ngudi ma HBV DNA >500 ban sao/ml ¢6 thé nghi dén tinh
trang thoat mién dich.
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