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VIEM GAN

I- VIEM GAN VIRUS
*Nguoi ta chia lam 2 nhém: nguyén phét (A, B, C, D, E), thir phat (CMV, EBV, HSV, VZV, rubella, sét XH Dengue).
*Thé dién hinh: cia viém gan B cip gom 4 giai doan
-Thoi ky u bénh: Vai tuan dén vai thang. Khong c6 triéu chung dac biét.
-Thoi ky tién vang da: Khoang 1 tuan. Sét nhe, mét moi, dau co, dau khop, an udng kém, tiéu sam, c6 thé dau tirc HSP.
-Thoi ky vang da: Kéo dai 2-6 tuan. Vang da xuat hién, st giam/hét sét. Tiéu vang sam, c6 thé phan bac mau, ngira. Gan to map
mé, tron lang, mém, bo td, 4n tic. Lach c6 thé hoi to. Sao mach cé thé thoang qua. Mét moi, suy nhugc nhiéu.
-Thai ky hdi phuc: Vang da giam dan + di tiéu rat nhiéu. Bénh nhan khoe hon

1) Viém gan vi rat B:

a) Virus B:
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e HbsAg:

0La khang nguyén bé mat, virut muén vao thi trén té bao phai cd thu thé nay

0 Xuét hién trudc 1am sang va men gan (1-2 thang).

0Trong viém gan cap: bién mat sau 1-2 thang, va hiém khi ton tai >6 thang.
e Anti-HBs la khang thé bao vé, ding danh gia hiéu qua chung ngira. Anti HBs >10 don vi di c¢6 y nghia bao vé.
e HbeAg

0 Xuét hién cuing lic hoac sau HbsAg mot thoi gian ngan.

OHbeAg(+) ndi 1én siéu vi dang tang sinh va phan ¢ng viém tai gan.
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eHbcAg:
OAnti-HBc xuat hién trong huyét tuong 1-2w sau khi HbsAg xuat hién. Pa nhiém thi khong mat.

0IgM anti-HBc la chi diém viém gan cap, thuong ton tai khoang 6 thang. O Viét Nam chi do: IgM AntiHBc (chi cip) va Anti-

HBc total.
¢) Nhiém VG virut B & ngwoi truéng thanh:
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e Dién tién qua 4 giai doan: Dung nap MD, thai trir MD, trang thai mang mam bénh khéng hoat dong, hoat dong tr lai.
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« O giai doan Dung nap MD: Virus c6 thé nhan Ién ma men gan khong cao (Co thé lam tudng day 1a 1 thanh phan cia co thé do
nhiém tir qua som nén khong chdng lai) => G VN, 1 bénh nhén tré nhap vién vi VG, xét nghiém HBV DNA ting cao =>Chua
chic 12 VG do virut B, xem xét c6 nguyén nhan khac khong va trong TH nay néu HBc-IgM ciing ting gitip ciing c¢6 CD.

eDiéu tri tét nhat khi BN & giai doan: Immune clearance, Reactivation.

2) Viém gan virus C:

eDuong lay chinh: truyén mau va cac tha thuat xuyén da (tiém chich ma tay ti 1& nhiém tir 50-90%), cac duong khac (me sang
con, tinh duc) khéng cao. Vi vay, mot tré bu sita me bi nhiém HCV khong lam tiang nguy co nhiém HCV.

e Tién trién thanh xo gan ctia viém gan C bi anh huong boi: tusi mac bénh, thoi gian méac bénh, suy giam mién dich, udng nhiéu
ruwou, gan nhidm ma, dong nhidm céc siéu vi khac.

Natural History of HCV Infection
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Death
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«Viém gan B va viém gan C cai nao nguy hiém hon:
01 nguoi chua nhiém: Viém gan C nguy hiém hon, vi chwa c6 vaccin.
01 ngudi da nhidm: Viém gan C da c6 thude tri, va mudn thanh K gan phai qua xo gan con viém gan B ¢6 thé nhay truc tiép.
Tuy nhién, ti 1¢ viém gan C nhi&m cip tinh chuyén man cao hon rat nhiéu so véi viém gan B.
3) Viém gan vi rut khac:
a) Viém gan vi rut D:
e Siéu vi khong toan ven, RNA, can sy giup d& ciia HBV (hoic cac hepaviridare khac).
« Khang nguyén HDV chu yéu trong té bao gan (vi vay xét nghiém nguoi ta khdng tim khang nguyén).
« Giai doan cép: IgM anti-HDV, ndng d6 giam dan sau triéu ching xuét hién 30-40 ngay. Bong thoi ciing giam giam HBV-DNA
(nhung hiém khi 1am mat HbsAgQ).
«Nhiém triing man: anti-HDV IgG. C6 tinh lay nhiém khdng: HDV RNA.
e Lam thém IgM anti-HBc xem day 1a ddng nhigm (IgM van con duong), hay 1a boi nhidm.
e Dbi tugng nguy co.
b) Viém gan virus A:
e Bénh thuong & tré em, tudi mac bénh cao nhét 1a 5 tudi. Pa sé ty gisi han, khdng man tinh, c6 thé bi tai phat (thuong ¢ phu nit
dung estrogen). Mot sé it c6 bénh canh vang da tic mat.
¢) Viém gan virut E cip:
e Tién lwong xau cho me, thai nhi.
e Di&n tién man tinh: HIV, lupus, u hat, giam té bao CD4, ghép tang dic, hoa tri. Dién tién xo gan sau 2-3 ndm & ngudi nhiém
man.
4) Viém gan téi c?ip (fulminant hepatitis):
e Lién quan chu yéu toi B,D,E (rét hiém A). Trong d6 >50% lién gan véi virut B (1/3 trong s6 do c6 lién quan dén HDV), 1-2%
lién quan dén viém gan E, viém gan C hiém, viém gan A rat hiém. Hiém xay ra ¢ nguoi <15 tudi.
o Tir vong >80%, néu song s& phuc hdi hoan toan (vi day co6 thé coi 1a mot phan (ng cuc manh cia co thé tiéu diét virut). Bién
phap dé cru mang bénh nhan la ghép gan.
«L&m sang: bénh canh ndo gan (rdi loan tri giac nang, céc triéu chiing tc ché than ndo), sét cao, gan teo nho, XH tiéu héa, nhidm
trang huyét, suy tuan hoan-hé hap-than. Tinh trang hoai tir gan nang hiém xay ra, trong vong 10 ngay.
«Cén lam sang: PT kéo dai, tang Biliubin, ting men gan rdi giam nhanh.
5) Can lam sang trong viém gan cép:
eMen gan ting trudc khi Bilirubin ting, try vé trong giai doan hoi phuc.
e Bilirubin thuong trong khoang 5-20 mg/dl (85-340 mcmol/l). Néu Bilirubin >340 mcmol tim xem ¢6 bénh nén di kém?
oPT tang khi hoai tu te bao gan rat I6n. Albumin chi giam tong viém gan virut cé bién ching.
6) Diéu triviém gan cip
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a) biéu trj chung:
e Ché d6 an giau calo, it béo (vi béo 1am bénh nhan viém gan chan an). Tuyét ddi khéng udng ruou bia.
e Corticoid khdng c6 tac dung.
b) Piéu tri dac hiéu:
Viém gan B tbi cap: Lamivudine.
e Viém gan C: sau 12 tuan nhidm cap
OINF hoac Peg-INF, 12-24 tuan.
OSVR (sustaned virological response) dat dugc 71-100%.
¢) Theo ddi:
e Sau xuét vién theo ddi mdi 2-4 tuan trong nhiing thang ké tiép: Biliubin, men gan, nhitng dau an siéu vi lac dau dwong tinh.
d) Phong ngera:
oViém gan A:
0Sau tiép xtic (chua c6 mién dich): 0.02 ml/kg khang thé, cang sém cang tdt, ¢ hiéu qua dén 2 tuan sau tiép xdc.
OVaccin: 1a virut bat hoat bai formalin.
*Viém gan B:
0Tré so sinh cta nhitng thai phu mang thai: HBs0.5 ml HBIG, tiém bép, liéu duy nhat, ngay sau sinh va bét dau ching ngira
vaccin cho tré trong vong 12h sau sinh.
OPhong ngira sau tiép xtc: khang thé 0.06 ml/kg, tiém bip, liéu duy nhét, chiung ngira vaccin bat dau trong vong 1 tuan sau tiép
xuc.
OHBIG va vaccin c6 thé st dung cuing mét ldc, chich & 2 vi tri khac nhau.

1l- VIEM GAN DO RUQU:
Normal Liver
I I 90-100%
Fatty Liver (Steatosis)

10-35% // \8 -20%

. _ Upto70%
Alcoholic Hepatitis e———— Cirrhosis

(Steatohepatitis)

Cancer
(Hepatocellular
Carcinoma)

e Tty co dia, c6 nguoi phai tir gan thoai hda md >> viém gan >> xo gan (trong tién trinh c6 thé hdi phuc). C6 nguoi chuyén thing
sang x0 gan va tién trinh nay ko hai phuc.

1ll- TIEP CAN BENH NHAN VIEM GAN (HAY TIEP CAN BN CO MEN GAN TANG):
2) Tang men transaminase:
¢ C6 ting khéng? > Men gan binh thuong: <33 ¢ nam va <19 UI/L & nit (hi gan-mat Hoa Ky).
e Tang chu yéu 13 men nao? (ALT-bao twong, AST: bao tuong va ti thé).
¢ C6 bénh Iy ndo khéc anh huéng men gan khéng?
0Tang: Bénh co tim, co van, tuyén giap.. (AST tang don thuan trong bénh canh: macro-AST).
0Giam: giam gia tao khi c6 tang ure mau.
o Muc do tang:
-Quan diém 1: Tang it (<150), ting vira, ting cao (20-25 ULN hay >1000).
-Quan diém 2 (tri¢u chung noi): Tang nhe (<100), ting vira(<300), ting cao.
0Trén 3000: VGSV cép, ngo doc thude (paracetamol), thiéu mau (shock liver), ngo doc nAm amanita.
ONho hon 300: VG siéu vi man (DB la dot bung phat cip tinh VGSV man), viém gan tu mién, do thuéc, do ruou.
ONho hon 5 1an ULN: VGSV man, xo gan, tic mat man, gan nhiém mg.
o Ti s6 De Ritis: AST/ALT (SGOT/SGPT):
0<1: hoai tur té bao gan cap (viém gan virut cip). >1 (ton thuong gan man)
0>2: viém gan do rugu (vi khi d6 ALT thap-vi thiéu vitamin B6, cofactor tong hop ALT).
0>4: dot bung phat viém gan do bénh Wilson.
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b) Pé nghi CLS:
e Tién cin, tinh chat ting men gan c6 goi ¥ gi khong?

e Xét nghiém can lam:
OVirut: HbsAg, Anti-HCV, Anti-HAV IgM.
ORuou: GGT, biland lipid, siéu &m bung.

0Ty miédn: Pién di dam méu, ANA, SMA, Anti-LKM1.

OWilson: Ceruloplasmin, Cu nwdc tiéu 24h.
OU Fe: Fe HT, Ferritin, Dé bdo hoa transferrin
¢) Viém gan virut:
e Ludn phai tam soét (Goi V: tién cin gia dinh, ti s O/P <1.).
e Phan biét viém gan B va viém gan C trén LS (khong dac hiéu): viém gan B thuong c6 triéu ching hon, dich té & VN viém gan B
nhiéu hon, tién can gia dinh, chiing ngira. Cé tiém chich ma tdy khéng?

o Marker:
TABLE 37-3
HBsAg ANTI-HBs ANTI-HBc HBeAg ANTI-HBe INTERPRETATION
+ - IgM - - Acute hepatitis B, high infectivity
+ - lgG Chronic hepatitis B, high infectivity
+ - lgG 1. Late acute or chronic hepatitis B,
low infectivity
2. HBeAg-negative (“precoremutant”)
hepatitis B (chronic or, rarely,
acute)
1 + + +/- +/- 1. HBsAg of one subtype and
heterotypic anti-HBs (common)
2. Process of seroconversion from
HBsAg to anti-HBs (rare)
- - IgM +- +/- 1. Acute hepatitis B
2. Anti-HBc¢ “window”
- ~ IgG - +/- 1. Low-level hepatitis B carrier
2. Hepatitis B in remote past
- + lgG - +/- Recovery from hepatitis B
- + - - - 1. Immunization with HBsAg (after
vaccination)
2. Hepatitis B in the remote past (?)
3. False-positive
BN c6 nhiém | HbsAg(+) Xut hién trudc 1am sang va men gan (1-2 thang)
HBV khéng
Nhiém Anti-HBc IgM(+) C6 thé xuat hién sau HbsAg ¥ thang. Anti-HBc IgM ciing 1a bang
cap/man ching xac nhan nhiém HBV hién tai khi dang & giai doan khoang tréng
mién dich (Giai doan HbsAg va Anti-HbsAg ciing 4m-vi can thoi gian
khéng thé méi tao dii dé xac dinh).
Tinh trang HbeAg(+) Virus dang nhan 1én
hoat dong HbeAg(-) Khong néi 1én dugc virut con hoat tinh hay khong hoat tinh (Mudn cé
HbeAg thi gen C phai dich man tir vang precore, néu dot bién ving nay
thi s& khong c6 HbeAg, thé dot bién nay ciing thuong gap & chau A)
Virus B nén c6 hoat dong thi HbeAg van am tinh.

HBV-DNA Panh gia chinh xac mic d6 hoat dong. O VN, 1 bénh nhan tré nhap
vién vi VG, xét nghiém HBV DNA ting cao => Chua chic 1 VG do
virut B, xem xét c6 nguyén nhan khéac khong va trong TH nay néu
HBc-IgM ciing ting gitp ciing ¢ CP (Xem ¢ trén)

Da ting nhiém | Anti-HBc Khéang nguyén 151, da nhidm thi khéng mat.
hay chua




Nguyén Phi Tung, Y11-E, tungydakhoa@gmail.com

Co6 mién dich | Anti-HbsAg V& ly thuyét >10 don vi 1a da c6 tac dung bao vé.
chua
Anti-HCV(+) BN da tirng nhiém HCV
C6 va con Anti-HCV(-) Chua chic bénh nhan khdng nhiém vi c6 thé xuat hién sau LS 6 thang.
nhiem khéng? | HCV-RNA Chinh xéc bénh nhan c6 nhiém hay khong? Mic do hoat dong.
Virus C
Virus D -HbsAg Viém gan virut D cap:
-Anti-HDV IgM/IgG | -IgM HBc duong >Ddng nhiém.
-IgM HBc 8m >Kha niing 1 bi nhiém.
Virus A Anti-HAV IgM/ IgG.
(E, EBV,
CMV)

d) Viém gan do ruwou:
¢ Chan doan:
OUbng ruou >60g/ngay va kéo dai trong nhidu nam.
OLoai trir cAc nguyén nhan khac (viém gan virus)
OKhac: Ti s6 O/P >2 (hodc AST tang chii yéu nhung ko qua 2-10 lan gidi han trén, ALT c6 thé bt hoac thap).
GGT ting, kéo dai. (c6 thé: tang Triglycerit, siéu am: gan nhiém ma).
€) NASH (non-alcoholic steatohepatitis): viém gan thodi héa m& khong do rugu.
e Tich tu m& trong gan, hda seo, twong tu bénh gan do ruou nhung bénh nhan ko ¢6 tién can udng ruou.
eLién quan co dia dic biét: Nit, béo phi (40%), DTD type 2, rdi loan CH lipid, bénh mach vanh, DT corticosteroid kéo dai.
f) Viém gan do thube, doc chét:
Chén doan:
0O Loai trir nguyén nhan khac + tién sir tiép xdc véi thude, doc chat.
0Thudc: acetaminophen lidu cao, thudc khang lao(Rifamicine: thudng ting men gan, Isoniazid thuong gay tic mat hon) , thudc
khéang giap (PTU gay huy té bao gan, imidazol gay tic mat), thuéc BT BTD (SU: tic mat, TZDs), ngira thai, gdy mé, thao dugc
déng y va thuc pham chirc nang. ...
OPoc chat: ngo doc nam Amanita phalloidss, CCl4, P v6 co...
« Cap nhat (theo CIOMS) déi vai viém gan do thudc-doc chat:
OBAt thuong chie nang gan: Tang (AST, ALT, AP, total bilirubin gitra N-2N.
0Ton thuong gan: >2 ULN cua ALT, AST, AP, total bilirubin.
0Tén thuong gan cap: Té bao gan (ALT >2 N hoic ALT/AP >=5), tic mat (AP> 2N hozc ALT/AP =<2), hd hop (ALT/AP tir 2-
5).
0Ton thuong gan man: ting >3 thang.
@) Viém gan do bénh Iy tw mién:
¢ Goi y: tién can gia dinh, dién di dam thay gama-globulin ting, bénh ly ty mién di kém (thiéu mau tan huyét tu mién, viém giép,
viém loét da day-ta trang, viém dai trang, viém khép dang thap...).
«Chan doan: Loai trir viém gan virut + hiéu gia khang thé KT > 1/80 (>1/20 tré em).

o Hai type:
OType 1 (dang Lupus): nix tré, ANA(+), SMA(+), dép tng tét vai corticoid.
O0Type 2: Anti-LKM1(+), dap tng kém vai corticoid.

0Trong d6: ANA la KT khang nhan, SMA: KT khang co tron, Anti-LKM1: KT khéng tiéu thé gan, than.
h) Bénh Wilson:
Goi y: Tién cin gia dinh (anh em). Vong Keyser Fleischer (vién nau quanh giac mac), liém méng xanh da troi (azure
lunula)...Tén thuong da co quan: rbi loan than kinh, tan huyét.
« Chén doan: Ceruloplasmin giam(<0,2 g/L). Pdng nudc tiéu ting (>100microgam/24h). Sinh thiét Cu trong tb gan va dinh lugng
Cu > 250microg/g gan khé.
e Ceruloplasmin v/c dong ra khoi gan, muén v/c dugc phai gén véi Cu du 5 thy thé, rdi loan gin ko du => Ceruloplasmin ko v/c ra
khoi gan dugc, tich tu ddng, giam Ceruloplasmin & trong mau (ko phai do giam TH ceruloplasmin).
1) U sit m (hereditary hemochromatosis):
eFe an vao, hap thu 10% ¢ té trang, chi di dé thai ra phan va nudc tiéu, bénh & Fe md 1a do rdi loan sy hap thu & ta trang => qué
tai Fe.
o Nguyén nhén:
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ORI loan hép thu Fe.
ONhap qua nhiéu Fe: bénh nhan udng qua nhiéu thudc bo sung Fe (Fe thirc an hap thu theo nhu cau ciia co thé, Fe trong thudc la
mudi Fe 2 ¢4 ti 1¢ hap thu cao hon- 15% va khdng nging hap thu mac da bénh nhan hét thiéu).
¢ Goi y: Nhiéu co quan bj ton thuong: Xam da, suy thugng than, viém tuy mén, bénh co tim...
e Chan doan: Sy qua tai Fe: Fe HT, Ferritin, 0 bdo hoa transferrine ting
1) Nguyén nhan khéc:
o Vi tring, KST:
¢0Bénh canh NTH, NT duong mat, NT TH ko?
0Chu yéu do vi khuan Gram(-), va vi tring dic biét: S.typhi (test Widal). Leptospira (test Martin-Petit).
Bénh gan do thiéu 1-AT:
CD: bénh gan man + khi phé thung (ko hat thubc 14) + giam 1-AT.
e Shock liver:
0Gan bi ton thuong do giam tuan hoan mau dén teé bao gan.
0Bénh canh sbc nang 1am men gan ting cao, c¢6 thé hon 1000 U/L nhung chi kéo dai thoang qua (7-20 ngay) va hiém khi anh
uong l6n dén CN gan.

LV- POC THEM:
a) Giai doan dung nap mién dich va quyét dinh diéu tri:

o Immune tolerance is clinically described as HBeAg positivity with DNA levels at or above 20,000 IU/mL and no significant
immune response to the virus; thus, these patients have persistently normal alanine aminotransferase (ALT) levels. Biopsies in
immune tolerant patients are generally benign, without signs of significant inflammation or fibrosis.6 Spontaneous loss of
HBeAg in this stage is very low, and these patients are highly contagious due to their high levels of viremia.

o The mechanism behind immune tolerance has not been fully elucidated, but HBV-specific T-cell hyporesponsiveness may be
partly due to ineffective antigen processing and transport to major histocompatibility complex class | molecules.7 This
inefficient T-cell response—with anergy, deletion, altered maturation of virus-specific effector cells, and expansion of regulatory
T cells—may be a factor in immune tolerance.8 It has also been noted that lymphocytes bearing the classic NK phenotype
dominate the immune effector cell population in immune tolerant patients, and the distribution of NK cells, CD4+ cells, and
CD8+ cells resembles that seen in normal liver.9 In a recent study, intrahepatic and peripheral NK cells in immune activated and
immune tolerant patients were studied, and researchers found that NK cells were activated with higher levels of interleukin (I1L)-
12, IL-15, and IL-18. Hepatic NK cells were also found to be more cytolytic than peripheral NK cells, which correlated with
more inflammation and higher ALT levels in individuals who were immune activated.

e Viéc didu tri & giai doan “immuno tolerance” hay khong con tranh cii, nhung & nguoi 16n thi tat ca cac qudc gia va qudc té déu
bao ko.

Organization/Guidelines Recommendations regarding immune tolerant patients

Most patients under 30 years of age with persistently normal ALT levels, a high HBV DNA level
(usually >107 IU/mL), no suspicion of liver disease, and no family history of HCC or cirrhosis do not
require immediate liver biopsy or therapy. Follow-up is mandatory.

European Association for the
Study of the Liver

HBeAg-positive patients with persistently normal ALT levels should have their ALT levels tested at
3-6 month intervals. ALT and HBV DNA levels should be tested more often when ALT levels
become elevated. HBeAg status should be checked every 6—12 months.

American Association for
the Study of Liver Diseases

Patients with viral replication but persistently normal or minimally elevated ALT levels should not be
treated, except patients with advanced fibrosis or cirrhosis. Immune tolerant patients need adequate
follow-up and HCC surveillance every 3—6 months.

Asian Pacific Association
for the Study of the Liver

Therapy is not recommended for patients who are in the immune tolerant phase, which includes the
presence of HBsAg, high HBV DNA levels, normal ALT levels, and liver histology showing mild or
minimal inflammation and fibrosis.

National Institutes of Health
Consensus



http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3264935/#B6
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3264935/#B7
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3264935/#B8
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3264935/#B9
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Organization/Guidelines Recommendations regarding immune tolerant patients

Younger patients are often immune tolerant. A biopsy should be considered, particularly if a patient is
US Algorithm older than 35-40 years of age. Patients should be treated if there is evidence of histologic disease on
liver biopsy. In the absence of biopsy, patients should be observed for elevation in ALT levels.

¢ Although guidelines do not recommend therapy in immune tolerant patients, clinicians should note the importance of taking into
account the age of the patient, duration of infection, whether ALT levels are truly normal for that patient, whether ALT levels
are fluctuating, whether there is a family history of cirrhosis or HCC, the severity of histology, and other comorbidities.

e Conclusion:
HBYV infection is a perplexing and dynamic viral disease with a natural history that remains largely unpredictable to the
clinician. Immune tolerant disease is best characterized by high viral replication in the setting of minimal liver inflammation and
injury, and this stage can persist for decades. The risk of disease progression in the truly immune tolerant patient is believed to
be low, but HCC risks are largely unknown and, again, unpredictable. We do not know whether current therapies will change the
natural history of disease in these individuals, and whether we should commit these patients to long-term antiviral therapy—
while enticing—is not yet a clinical question we can answer based on the currently available data. Many further studies are
needed in this patient population.



