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1

PAT VAN PE

Bénh gan do ruou (BGDR) 1a tinh trang ton thuong gan do udng luong
rugu nhiéu va thoi gian kéo dai. BGDR bao gdm tir mic do nhe 1a gan nhidm
m& don thuan dén ton thuong nang hon 1a viém gan, xo hoa gan va xo gan
thuc sy. Theo Hiép hoi nghién ctru bénh gan Chau Au, rugu 1a mot trong bén
nguyén nhan chinh gay bénh gan man bao gém ca xo gan va ung thu gan [24].
M6t nghién ciu & Han Quéc (2012) khao sat trén 6.307 BN ¢6 bénh gan cho
thay bénh gan man chiém ty 1¢ cao nhat 1a 62,7%, trong 46 BGDR chiém 13%
[77]. Két qua thong ké toan cau (2010) cho thiy ty 18 tr vong do xo gan ruou
chiém 47,9% s6 ca tir vong do xo gan [125]. O Anh chi phi ghép gan cho BN
x0 gan do rugu udc tinh 23,5 triéu bang Anh (1999-2000) [125]. Bén canh
nhitng tac dong dang ké vé sirc khog, tai Chau Au BGDR con gay thiét hai kinh
té khoang 125 ty Euro mdi nam, chiém 1,3% tong san pham quéc noi [123].

Tat ca cac gbc tu do cua oxy va dang oxy hoat dong sinh ra trong qua
trinh chuyén héa rugu duge goi 1a cic chat oxy hoa (oxidant) hodc tac nhan
gay stress oxy hoa. Tac nhan gy stress oxy hoa c6 kha ning giy ton thuong
nhiéu thanh phan cua té bao nhu DNA, protein va lipid [23]. Bé chdng lai
nhing ton thuong do chat oxy hoa gy ra, co thé c6 co ché bao vé khac nhau
duogc goi chung 1a hé thdng chdng oxy héa (antioxidant). Hé thong chdng oxy
hoa ctia co thé ¢ thé vo hiéu hoa chét oxy hoa va ngin can ching khong 1am
ton thuong té bao. Tinh trang chong oxy hoa toan phan - TAS cua co thé co ¥
nghia v6 cung quan trong trong viéc du bao kha ning dap tng cua co thé véi
hiéu qua loai bo goc tu do sinh ra [1]. Cac enzym nhu SOD (Superoxid
dismutase), GPx (Glutathion peroxidase), 14 nhitng enzym chdng oxy héa co
ban nhit ctia co thé ¢ vai trd xtic tac phan ng loai bo cac superoxid va cac

peroxid [23]. MDA (Malondialdehyd) 14 san pham cudi cing cta qua trinh



peroxid héa cac acid béo khong bao hoa, 1a mdt d4u 4n sinh hoc phat hi¢én
stress oxy hoa [46], [108].

Nhitng thap nién gan day, nghién ctru vé& gdc tu do va chi sé chdng oxy
héa trong mau & BN mic BGDR duogc quan tam dic biét, vi nguoi ta da nhin
thay rd vai trd cta ching khong chi trong chan doan, tién lugng ma con ca
trong danh gia hiéu qua diéu tri, ciing nhu thong qua cac chi sé chdng oxy hoa
dé danh gia tac dung diéu tri ctia mot sd cay thudc. Trén co sé nghién ctru vé
kiém soat can bang giita chit oxy hoa va chdng oxy hda, liéu phap chdng oxy
héa da dugc sir dung trong diéu tri BGDR.

O Viét Nam chua c6 nghién ctru nao vé céac chi sé chéng oxy hoa trong
mau ¢ nhitng BN mic BGDR. Mot sd nghién ciru trong nudc da tién hanh
trén nhimg BN nhiém doc, nhidm xa, dac biét nhidém doc Dioxin. Trén thé
gidi c6 it nghién ciru thar nghiém 1am sang vé BGDR (chi ¢6 34 thir nghiém
khi so sanh véi 850 thir nghiém vé bénh gan do virus viém gan B), ciing nhur
it nghién cttu vé sé lugng, thoi gian, tn suat va mo hinh tiéu thu ruou [114].
Két qua 1a, sinh bénh hoc cua BGDR van chua dugc hiéu day du va ro rang,
diéu nay da giai thich tai sao khong c6 thuéc moi duoc san xuat dé diéu tri
BGDR trong vai thap ky qua, mac du tinh trang st dung ruou bia tai Viét
Nam va mot s6 khu vuc trén Thé gi6i hién dang & mirc dang bao dong, lam
cho ty 16 BGDR c6 xu hudng gia ting. Xuat phat tir thuc té trén chung toi tién
hanh nghién ctru dé tai nay nham muc tiéu:

1. Mé ta mét sé dic diém lim sang, cdn lim sang va chi s6 TAS, SOD,
GPx va MDA trong mdu ¢ bénh nhéan mdc bénh gan do ruou.
2. Xdc dinh méi lién quan giira mét so6 chi sé chéng oxy héa trong mdu Vo

diic diém lam sang, can lam sang ¢ bénh nhin mdc bénh gan do ruou.



Chuong 1
TONG QUAN TAI LIEU

1.1. Bénh gan do ruou
1.1.1. Djch té hoc bénh gan do rwou

Theo thdng ké ndm 2010 muc tiéu thu ruou binh quan dau nguoi cao
nhat 1a Bong Au (15,7 lit) thip nhat & Bac Phi va Trung Pong (1,0 lit) [110].
Theo bao cao cua To chuc Y té Thé gidi nam 2011, Viét Nam dugc xép vao
nhom 25 quéc gia tiéu thu bia ruou nhiéu nhat, ding tha 4 trong khu vuc Pong
Nam A.

Khoang 90% s6 nguoi nghién ruou c6 gan nhiém md do rugu, khoang
25% tién trién thanh viém gan do ruou, khoang 15% tién trién thanh xo gan do
ruou, va khoang 10% tién trién thanh ung thu biéu mé té bao gan [102], [103].

O Hoa Ky, viém gan do rugou chiém 35% - 40% nguoi lam dung ruou,
khoang 20% - 25% céc trudng hop xo gan c6 lién quan dén ruou [120]. Dua
vao ty & nguoi nghién ruou ¢ Hoa Ky, udc tinh khoang 5 triéu BN mac viém
gan do ruou [19]. Tai khoa Tiéu hoa Bénh vién Bach Mai, hon 40% sé BN xo
gan 13 do ruou. Theo mot nghién ciru cong dong tir 1999-2008, ty 16 méic hang
nam viém gan do ruou & ngudi Pan Mach di tang tir 37- 46/100.000 dan doi
Vv6i nam, tir 24-34/100.000 d6i vai nir [112]. Tai Ptrc, BGDR 14 nguyén nhan
pho bién nhat giy tir vong trong nhém tir vong do xo gan (8,9 ca/100.000
dan) trong nam 2009 [135]. Tt 2001 - 2008 & Anh ty 1€ t&r vong do BGDR
tang 36% [39]. Ty & tr vong do xo gan rugu cao nhat ¢ Trung tAm Chau Au
(72,3% sb ca tir vong do xo gan). Trén toan cu, ty 18 tir vong do xo gan ruou
la 7,2 ca/100.000 dan trong nam 2010 [110].

1.1.2. Cdc yéu té nguy co ciia bénh gan do rwou
Khong phai tat ca nhimg nguoi lam dung ruou déu dan dén ton thuong

gan. S6 lugng va thoi gian str dung ruou, gidi tinh, yéu té di truyén, tinh trang
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dinh dudng, réi loan chuyén hoa, béo phi, qua tai sit, nhiém virus viém gan B,
virus viém gan C, 1a nhitng yéu t6 nguy co ctia BGDR [83], [96], [99].

1.1.2.1. Cdch thirc uéng

C6 sy dong thuan vé méi lién quan giira sé luong ruou da st dung va
tién trién ctia BGDR [123]. C6 su twong quan dang ké gitra muc sir dung ruou
binh quan dau ngudi Véi ty 1& xo gan do ruou, ty 18 tir vong do xo gan ruou
gitta cac nudc [99]. Nguy co xo gan hoic bénh gan man tinh ting 1én néu sir dung
> 30-50g alcohol/ngay [102], [123]. Ty Ié phat trién xo gan khi sir dung > 30g
alcohol/ngay la 23,6%, va khi so vdi ngudi khong str dung 1a 13,7% [99]. Nhiing
ngudi uéng > 230g alcohol/ngay trong 20 nam c6 khoang 50% nguy co phat
trién thanh xo gan [83]. Loai ruou uéng c6 thé anh huong téi nguy co phat trién
bénh gan. Mot nghién ciru quan sét trén 30.000 ngudi Pan Mach, uéng bia hoic
ruwou manh nhiéu nguy co bénh gan man tinh hon udng ruou vang [99].

Udng ruou lién tuc nguy co ton thuong gan hon nhiéu so vai udng ngat
quing, vi khi uéng ngat quing gan co thoi gian dé hoi phuc. Udng ruou ngoai
bita an 1am ting nguy co BGDR 1én 2,7 14n so véi udng trong bita an [99]. Nguy
co xo gan & BN mac BGDR udng hon 4 ly ca phé mdi ngay giam di 5 1an so voi
ngudi khong udng ca phé [69]. Nguy co xo gan & BN miac BGDR ting 1én 3 1an
& ngudi hat thude 14 hon 1 bao/ngay so véi nguoi khong hat thude 14 [33].

1.1.2.2. Gioi tinh

Céc nghién ctu chi ra rang phu nit d& bi t6n thuong gan hon va ciing
dé bi tai phat sau diéu tri [96]. Luong ruou tdi thiéu udc luong co thé gy xo
gan 1a khoang 40-80g alcohol/ngay d6i voi nam va 20-40g alcohol/ngay doi
Véi nit kéo dai trong 10-12 nam [16].

1.1.2.3. Yéu 6 di truyén

Mot sb nghién ctru cho thay ty Ié cung nghién ruou & cac cip sinh doi
cung tring cao hon so voéi sinh doi khac trimg, diéu nay goi ¥ anh huong cua

di truyén [99], [101], nhung bang chimg vé vai trd cta cac yéu td di truyén
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anh hudng dén ton thuong gan do ruou chua rd rang [54], ty 1& méc c6 lién
quan dén da hinh di truyén alcohol dehydrogenase [57]. Nghién ctru gan day
cho thiy su thay doi vé trinh ty trong gen ma hoa (PNPLA3, rs738409C > G,
1148M) c6 lién quan dén tinh trang nhiém mg, tinh trang viém, xo héa va ung
thu té bao gan ¢ nhitng nguoi nghién ruou [124].

1.1.2.4. Tinh trang dinh duwong

Hau hét BN mic BGDR c¢6 biéu hién suy dinh dudng ning. Suy dinh
dudng gép phan vao su tién trién va mac d6 niang cua tén thuong gan do
ruou. Ty 1é tir vong ty 1& thuan voi mac do suy dinh dudng. Nhiéu nghién
ciu cho thiy ché do an giau dinh dudng cé thé kéo dai cudc song nguoi
bénh. Néu chi bé ruou ma ché @6 an it protein, chirc ning gan s& khong duoc
cai thién [18].

1.1.2.5. Virus viém gan

DAu hiéu 1am sang ton thuong gan do ruou dién hinh hon & nhitng BN
c¢6 nhiém virus viém gan B hoic virus viém gan C, tién trién thanh xo gan va
ung thu gan nhanh hon véi tan suat cao hon & nhitng d6i twong nay. Do do
nhiém virus viém gan B hoic virus viém gan C & BN miac BGDR c6 tac dung
hiép dong gy bénh gan man tinh mirc d6 ning va ung thu gan [96].

1.1.3. Co ché bénh sinh bénh gan do rweu

Ruou (ethanol) d& dang hap thu ¢ da day, nhung hau hét & rudt non.
Ruou duoc chuyén hoa tai gan, chu yéu 1a do ADH (alcohol dehydrogenase),
CYP2E1 (cytochromeP4502E1) va MEOS (microsomal enzyme oxidation
system). Chuyén héa thong qua con duong ADH: ADH, mot enzym cua té
bao chat, oxy hda ruou thanh acetaldehyd. ALDH (Acetaldehyde
dehydrogenase), mot enzym cua ty thé, sau d6 oxy hoa acetaldehyd thanh
acetat [102].

Co ché bénh sinh do rugu c6 nhiéu co ché khic nhau thong qua: Su

thay doi cua hé thdng oxy hoa khir tai gan do qua trinh chuyén héa ruou gay



nén; ton thuong gan do acetaldehyd hoic cac tu khang thé; qua trinh giai
phong cac chét trung gian phan tng viém (cytokine); kich hoat oxy hoa, thiéu
oxy nhu mé gan ciing nhu qué trinh hoat héa cac té bao Kuffer tai gan.
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Hinh 1.1. So' dé co ché bénh sinh bénh gan do ruou
Nguon: theo Sherlock S va cs (2002) [116]

1.1.3.1. S gii# nuwede va protein trong té bao gan

Acetaldehyd két hop véi cac 6ng noi bao va 1am hu hong cac 6ng nay
vbn 1a duong dan cua protein do té bao gan tong hop. Nudc duogc giir lai
tuong (g voi luong protein, lam té bao gan phong 1én va day 1a nguyén nhan
chinh Iam gan to 1én & nguoi nghién ruou [57].

1.1.3.2. Tang lwong mo trong gan

Udng ruou Véi s6 luong 16n, 1am ting tong hop acid béo, & ngudi uong
ruou 1au dai cé ca ting tong hop va giam giang hoa cac acid béo.

Udng ruou lam ting NADH/NAD" (Nicotinamide adenine dinucleotide
plus hydrogen) trong té bao gan, do d6 lam gian doan qua trinh oxy héa acid

béo din dén gan nhidm md. No ciing 1am ting ting tdng hop acid béo va



triglycerid, tang cuong acid béo tu do tir cac moé md va tir niém mac rudt, lam
t6n thuong ty thé, din dén tich tu lipoprotein trong lwong phan tir thap. Su oxy
hoa rugu can su chuyén doi NAD tir NADH. Vi NAD" can cho qua trinh oxy
hoa md& nén khi nd giam s& tc ché qué trinh oxy hoa acid béo, do d6 gay ra su
tich lity m& trong té bao gan (gan nhiém m&). NADH du thira ¢ thé dugc khir
qua qua trinh chuyén d6i pyruvat thanh lactat. Su tich lity mé trong té bao gan
ma thuc chat 1a tich liiy triglycerid c6 thé xay ra trong thoi gian udng ruou.
Néu bo ruou, tinh trang oxy hoa khur binh thuong trd lai, m& bi loai bo va gan
nhiém m& hoi phuc. Mic du gan nhiém mé& lanh tinh, nhung céc té bao gan
nhiém mé& bi thoai hoa c6 thé dan dén viém & trung tm, hinh thanh hat, xo
hoa va c6 thé 1am ton thuong gan tién trién [57].

Ethanol lam ting tong hop acid béo trong céc té bao gan qua SREBP-1c
(Sterol regulatory element-binding proteins), mot yéu t6 phién ma thuc day su
tong hop acid béo qua diéu chinh gen lipogenic [60].

Ethanol tic ché qua trinh oxy hoa acid béo trong cac té bao gan chu yéu
qua bat hoat PPAR-o (Peroxisome proliferator-activated receptor alpha), mot
thu thé kiém soat phién ma ctia mot loat cac gen lién quan dén van chuyén acid
béo ty do va oxy hoa. Ethanol wc ché AMPK (Adenosine monophosphate -
activated protein kinase), lam giam qué trinh chuyén héa chét béo va dan dén
gan nhiém m& [79], [89].

1.1.3.3. Anh huéng cua déc té lén mang té bao

Ruou va acetaldehyd 1am ton thuong mang té bao gan. Rugu lam thay
d6i mang té bao do lam thay ddi hoat dong cua enzym va céc protein van
chuyén trén mang té bao. Ruou ciing lam t6n thuong mang ty thé va lam ty
thé to 1én ¢ ngudi viém gan do ruou. Nhitng protein va lipid trén bé mat té
bao bi thay ddi boi acetaldehyd, tré thanh khang nguyén la va khoi phat hé
mién dich [54].
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1.1.3.4. Vai tro cuia hé thang mién dich

Udng ruou kéo dai co thé dan dén ton thuong gan, do cac dap ang mién
dich qua trung gian té bao hoac mién dich dich thé véi cac protein bi bién dbi.
Pich cuia nhimg dap (tng mién dich nay 1a cac protein trong té bao gan bi bién
d6i do tac dong cua ruou, cac phic hop acetaldehyd-protein hozc thé Malory.
Céac tuy khang thé & nguoi nghién ruou 13 cac ty khang thé chong lai cac
protein noi bao. Cac tu khang thé truc tiép chong lai khang nguyén mang co
thé d& dang gay tén thuong & gan hon [57].

Pap tng mién dich dich thé biéu hién ting IgA trong huyét thanh,
lang dong IgA doc thanh xoang gan, va giam sé luong lympho bao.
Lympho T va B duoc nhin thdy ¢ khoang cira va quanh khoang cira. Té
bao giét ty nhién (Natural Killer - NK) duogc tim thdy & quanh céc té bao
gan c6 chira hyalin [54].

- Kich hoat mién dich thich ing

Str dyung ruou dai han 1am ting stress oxy hoa, tao ra cic san pham cta
qué trinh peroxid héa lipid nhu malondialdehyd va 4-hydroxynonenal, cic
phtc hop nay co thé thay ddi nhiéu protein, hinh thanh cac khang nguyén lam
kich hoat mién dich thich tng.

- Kich hogt mién dich bam sinh

Udng ruou thuc day di chuyén LPS (Lipopolysaccharide) c6 ngudn goc
tir rudt dén gan [115]. Trong cac té bao Kupffer, LPS twong tac voi TLR4 (Toll-
like receptors) tao stress oxy hoa va cac cytokine tién viém, bao gom TNF-a
(Tumor Necrosis Factor-alpha), gay ton thuong té bao gan. Ruou ciing kich hoat
cac té bao Kupffer qua lién két véi cac thu thé cia ching, san xuit TNF-g, ton
thuong té bao gan. Kich hoat TLR4, cac té bao Kupffer san xuit cac cytokine
bao vé té bao gan nhu IL-6 va IL-10 [56], [90].



1.1.3.5. Hién tuwong xo hoa

Xo hoa 1a do chuyén dang cua té bao sao thanh té bao xo non. Ca
acetaldehyd va lipid aldehyd déu kich thich tdng hop collagen tir té bao hinh sao.
Cytokine TGF-B (Transforming Growth Factor-beta) do té bao Kuffer san xuét
ra kich thich sy xo hoa & nguoi nghién ruou [57]. Xo gan co thé tién trién tur
hién twong xo hoa ma khong qua viém gan cip do rugu.

Hoai tir t& bao gan, sy thiéu oxy ¢ vung quanh khoang cira, tang ap
luc do té bao gan to ra va cac san pham giang hod tir qua trinh oxy hoa khir
lipid tir cac té bao md, déu kich thich sy hinh thanh xo.

SIRT1 (Sirtuin-1) lién quan dén sy tich tu lipid, ton thuong gan va xo hoa
[62]. LPS kich hoat TLR4 trong té bao goc tao mau va cac té bao ndi mo, té bao
gdc tao mau kich hoat va thuc ddy xo hoa. Ruou tc ché hoat dong chéng xo cta
cac té bao giét tu nhién [48].

1.1.3.6. Vai tro cua cdc cytokine

Mot s cytokine ting 1én ¢ nguoi bi BGDR nhu IL-1, IL-6, IL-8 va
TNF-a [54].

Cac cytokine va chemokine lién quan dén sy kich hoat céc té bao viém
g6p phan vao tinh trang viém va nhiém m&: IL-1, IL-8 va IL-17, osteopontin,
chemokine (CXCL1, CXCL4, CXCLS5 va CXCLo6) [128].

Cac doc t tang Ién trong mau ngudi nghién ruou. Noi doc to kich thich
tiét ra cac cytokine. IL-1, IL-2 va TNF-o duoc giai phong tir cac té bao khong
phai nhu mo. O ngudi viém gan do ruou, TNF-a dugc san xuat ting 1én baoi
bach ciu don nhén. IL-8, yéu t6 hoéa (ng dong bach ciu da nhan trung tinh,
lién quan dén su xAm nhap bach cau da nhan trung tinh. Sy xAm nhap nay do
su kich thich cua cytokine duogc giai phong tir cac té bao gan bi ton thuong do
ruou [68].
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Céc cytokine kich thich san sinh t& bao xo non. TGE-B hoat hoa su san
xuat collagen tir té bao hinh sao. TNF-a lam ting cic khang nguyén HLA
(Human Leukocyte Antigen) va gay doc cho gan [54].

TNF-a thiic ddy qua trinh chét theo chuong trinh cua té bao gan. Qua
nghién ctu cho thay, ruou 1am ting sy nhay cam cua té bao gan véi tac dung gay
doc cua cytokine nay. Trong cac cytokine duogc xac dinh trong BN mic BGDR,
TNF-a, IL-1 va IL-8 lién quan chat ché& nhat véi mtc do nang caa bénh [54].

1.1.3.7. Sw xdm nhdp cua bach cau da nhdn trung tinh

Yéu t6 kich thich san xuat cac chemokine va cytokine nhu: acetaldehyd,
LPS, TNF-a va acid palmitic. IL-17 tang 1én & nhitng BN viém gan do ruou,
khong chi truc tiép gay tap trung bach ciu da nhén trung tinh ma con kich thich
cac té bao hinh sao gan (té bao gbc tao mau) dé san xuét IL-8. Nhitng nghién ctu
tir mo hinh dong vat cho thy, bach ciu da nhén trung tinh di chuyén vao nhu mo
gan, sau do giét chét té bao gan nhay cam, bang cach giai phong dang oxy hoat
dong dong gop vao ton thuong gan do ruou [89].

1.1.3.8. Sir tc ché tdi tao té bao gan

Udng ruou kéo dai wc ché su ting sinh té bao gan trén chudt thuc
nghiém. Dung ruou dai han gdy chét té bao gan va ¢ ché sy ting sinh té bao
gan, gop phan vao sinh bénh hoc BGDR.

1.1.4. Pdc diém lam sang, cin lim sang bénh gan do ruou

1.1.4.1. Bdc diém lam sang

Gan nhiém mé don thuan thudng khong cé triéu ching dic hiéu, kham
1am sang c6 thé thiy gan to [102].

BGDR dién bién am tham (ngoai trir viém gan do ruou cép tinh), cho
dén khi xuat hién cac bién chung cua xo gan. Sot va ting sé luong bach cau
lam cho thay thudc 1am sang d& chan doan nham nhiém trung huyét ma khong

nghi dén viém gan do ruou [14].
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BN c6 thé c6 triéu chiing cua hoi ching cai rugu. Céc triéu ching tir
nhe dén trung binh bao gém kho chiu, lo Iéng, nhtcc dau, va mo hoi, da am,
nhip tim nhanh va run tay. Cac tri¢u chung nang: ao giac thi giac cung voi su
kich dong, co giat va sét [18].

BN viém gan do ruou ¢ biéu hién vang da va suy gan hay gap nhat, xuat
hién nhanh chéng sau khi uéng nhiéu ruou trong thoi gian ngén, vang da ting dan,
c6 thé vang da dam, kém theo dau moi co, 40% cac truong hop cb ¢d trudng, gay
sat can [96].

Suy giam chirc ning gan kéo dai do ubng rugu qua mic ¢é thé dan toi
héi chimg ndo gan — HE (Hepatic Encephalopathy). Cac biéu hién than kinh
cua HE khong dic hiéu. BN bi HE c6 rdi loan giac ngu, thay doi tim trang va
tinh cach, ri loan y thuc (giam chu ), lo lang, tram cam, khong phdi hop,
run tay, ning c6 thé hon mé, gay tir vong [133].

Dau hiéu cta viém gan cdp tinh do ruou: mét moéi khé chiu, dau ha
suon phai, vang da (gip & 100% cac trudng hop viém gan nang) [14], s6t doi
khi cao t¢i 39°C (gip 50% céc truong hop), gan to dau, lach to (gip 1/3 cac
truong hop), ting dot ngot bilirubin huyét thanh. Khoang 40% céac truong hop
bénh dién bién ning ngay sau khi nhdp vién. Ty 18 t&r vong trong vong 30
ngay ¢ BN viém gan do ruou cap muc d6 ning 1a 30%-50% [81].

DAu hiéu goi ¥ nghién ruou man tinh hay gip trong BGDR: sao mach &
¢ nguc, 1ong ban tay son, phi dai tuyén mang tai, bénh 1y than kinh ngoai
bién. O nam gioi théy: vl to, hoi dau, teo tinh hoan, thay doi l6ng mu, da
min mang [102].

DAu hiéu cta bénh gan man tinh: xuat huyét dudi da va niém mac, ha
duong huyét, phu, gan to, ting ap luc tinh mach ctra (co trudng, lach to,
tuan hoan bang hé) [58]. BGDR ning hon c6 thé co: v& tinh mach thuc
quan, hoi chiing ndo gan, hoi ching gan than gay tir vong [96]. BGDR

thuong kém theo viém tuy va nhiém khuan [15].
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Suy dinh dudng 1a biéu hién thuong gip ¢ BN miac BGDR (do hap thu
khong day da chat dinh dudng tir rudt, udng ruou sd luong nhiéu lam giam sy
thém 4n & nguoi nghién ruou din dén thiéu hut calo, protein, folate va cac
vitamin nhét 1a vitamin nhém B). Cac dau hiéu cta suy dinh dudng nhu teo
co (mu tay), gidam 16p md dudi da, gidm chu vi vong canh tay, suy mon, viém
ludi. Mot sb nghién ctru cho thiy c6 méi lién quan giita mac d6 bénh va tinh
trang suy dinh dudng [18].

Céc triéu chimg vang da, cb truéng va hoi ching ndo gan c6 thé giam
dan néu kiéng ruou. Sau khi ngimg udng ruou mot sé6 BN viém gan do rugu
s& hoi phuc mic du vang da, ¢b trudng va hoi chimg ndo gan cé thé ton tai
hang tuan hodc hang thang. Tuy nhién, mot ty 1é dang ké nhitng BN viém gan
do ruou Van c6 thé tir vong mic du duoc diéu tri va kiéng ruou [96].

BN ngimg udng ruou va khong c6 bién chung ty 1é sbng sau 5 nam tur
63% dén 90%, ty 18 nay giam xudng con 41% dén 70% ddi véi nhitng BN van
ubng ruou va cé cac bién ching cia xo gan mat bu [81].

1.1.4.2. Pac diém cdn lam sang

* Thay doi Vé sinh héa

+ GGT (Gamma glutamy! transferase): 1a enzym c6 nhiéu trong céc té
bao gan, ngoai ra con cd6 O than, thanh 6ng mat, ruot, tim, nao, tuy,
lach...Trong huyét thanh nguoi nghién ruou GGT tang cao va thuong ty 1é
thuan véi luong ruou st dung nhung thay doi gitta ngudi nay véi ngudi khac.
GGT tang lén sau khi udng nhiéu ruou va kéo dai trong vai tuan. Sau 2-6 tuan
kiéng ruou, GGT trd vé gidi han binh thuong, thoi gian ban thai cia GGT 1a
14-26 ngay. Xét nghiém GGT dugc 1am thuong quy. O nguoi nghién ruou
nang kéo dai, GGT ting khoang 70-80% trudng hop. Vi thé GGT huyét thanh
duoc sir dung rong rai dé sang loc lam dung ruou. GGT tang chi yéu 1a do su

16i kéo enzym, ton thuong té bao va sy & mat ciing gop phan vao sy gia ting
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nay. Ngoai ra GGT con gitip phan biét bénh nguyén phat tai gan khi c6 kém
theo ting photphatase kiém (nhu trong bénh Iy xwong) [27].

GGT c6 do nhay cao nhung do dic hiéu thap hon so voi AST, ALT.
Trong ba enzym, GGT la chi sb co6 do nhay nhét chi ra tiéu thu ruou qué muc,
nhung vi GGT ¢ nhiéu co quan va mot sb loai thude 1am ting ndng do GGT,
nén tang GGT khong phai lic nao ciing 1a lam dung ruou.

+ CDT (Carbohydrate-deficient transferrin): c6 d6 dac hiéu va do nhay
I6n hon GGT. Tuy nhién, két qua duong tinh gia va 4m tinh gia da dugc bao cdo.
Str dung ca GGT va CDT tao ra @6 nhay cao hon 1én t&i 90%. CDT phan anh su
tiéu thu ruou qua mic nhung khong xac dinh co ton thwong gan di kém hay
khong. Xét nghiém nay hién con chua phd bién va nudc ta chua dugc lam [64].

+ Transaminase

AST (Aspartate aminotransferase) 1a mot enzym lién quan dén viéc
chuyén mot nhém amin tir aspartate sang alpha-ketoglutarate dé san xuat
oxaloacetate va glutamate. Trong huyét tuwong, luong transaminase on dinh,
khi c6 ton thuong hoai tir hodc khi ting tinh thAm mang té bao, cic enzym
nay d6 vao mau nhiéu giy ting ndng do trong mau. AST hién dién trong ty
thé cua té bao. AST ¢6 & co tim va co van nhiéu hon & gan. Ngoai ra, AST
con ¢ o than, ndo, tuy, phoi, bach cau va hong cau. ALT (alanine
aminotransferase) dong mot vai trd quan trong trong qua trinh trao d6i chat
cua glucose va cac acid amin [81]. ALT hién dién cha yéu & bao tuong cia té
bao gan cho nén tang ALT c6 d6 nhay va do dac hiéu hon AST trong cac
bénh 1y gan [4], [6].

Vung 1 ¢6 nhiéu ALT hon AST, ving 3 c¢6 nhiéu AST hon ALT. Viém
gan tu mién va viém gan do virus tén thuong chu yéu lién quan dén ving 1
(t6n thwong mang té bao giai phong nhiéu ALT hon so v6i AST) giy ting cao
ALT hon AST [66].


https://vi.wikipedia.org/w/index.php?title=Oxaloacetate&action=edit&redlink=1
https://vi.wikipedia.org/w/index.php?title=Glutamate&action=edit&redlink=1
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Trong BGDR ton thwong chu yéu lién quan dén vung 3, ton thuong
nhiéu dén h¢ théng ty thé, gay ting cao AST hon ALT. ALT c6 thé binh
thuong hoac thap 1a do thiéu pyridoxal 5-phosphate (thiéu vitamin B6 do suy
dinh dudng & BGDR), 1a cofactor dé tong hop ALT & gan [81]. ALT la mot
enzym trong dich ndi bao 1a chu yéu, trong khi AST lai & cac bao quan. Vi
cac bao quan thudng bi tén thuong hon 1a hoai tir ca té bao nén viéc giai
phong AST tir cac bao quan c6 thé lam cho ndng do AST trong huyét thanh
cao hon ALT [66].

O BGDR ty 1& AST/ALT thuong > 2 [102], [104]. Trong mot s6 nghién
cttu, hon 70% bénh nhén dat ty 1€ nay. Ty 1&¢ AST/ALT > 3 goi ¥ ton thuong
gan do rugu mic do nang. Khi ty 1é AST/ALT < 2, cAn tim nguyén nhan gay ton
thuong gan khac ngodi ruou. AST ting cao tir 2-6 1an giGi han trén mtc binh
thuong trong truong hop BGDR muc do nang [99]. AST tang nhung < 500 U/L
gap trong 99% cac truong hop, tang < 300 U/L gap trong 95% cac truong hop
BGDR. Cac mic AST trén 500 U/L hodc ALT trén 300 U/L hiém gip ¢ BN
mic BGDR, néu thay ting & mirc ndy can tim xem liéu c6 ngd doc thubc hozc
cac nguyén nhan khac phéi hop nhu bénh gan do virus, tu mién [99], [113].

+ Bilirubin huyét thanh: Bilirubin 1a san pham chuyén héa cua
hemoglobin va cac enzym c6 chira hem. 95% bilirubin dugc tao ra tir sy thoai
bién ctia hong cau. Bilirubin gdm hai thanh phan 1a bilirubin gian tiép (GT) va
bilirubin truc tiép (TT). Bilirubin GT con dugc goi la bilirubin ty do, tan
trong mJ, gan két voi albumin huyét twong nén khong duoc loc qua cau than.
Khi dén gan, bilirubin GT dugc lién hop vé6i acid glucuronic dé tré thanh
bilirubin TT. Bilirubin ndy con dugc goi 1a bilirubin lién hgp, tan dugc trong
nuéc va duoc bai tiét chu dong vao cac tiéu quan mat. Vang da chi biéu hién

trén 1am sang khi bilirubin TP tang > 17,1 pmol/L.
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Tang bilirubin GT hiém khi do bénh gan, co thé do ting san xuét
bilirubin. Tang bilirubin TT: ¢6 lién quan dén bénh 1y gan mat, c6 thé do giam
bai tiét bilirubin vao tiéu quan mat hoic do & mat trong gan hay ngoai gan [4].

+ Amoniac mdu (NH;): Gan giit nhiém vu khir doc NH; bang cach
chuyén thanh uré dé thai qua than. Co van ciling giir vai trd khir d6c NH; bang
cach gin voi acid glutamic dé tao thanh glutamin. Nhimg BN bénh gan ning
thudng bi teo co do phé hity, cling gop phan 1am cho NH; ting cao [4].

+ Creatinin huyét thanh

Creatinin huyét thanh 1a chi sé danh gia mirc d6 nang cua ton thuong
gan do ruou, 13 mot trong cac tiéu chuan chan doan héi ching gan than [113].

+ Protid, albumin huyét thanh

Cac nghién ctru da chi ra rang ruou c6 thé truc tiép anh hudng dén tong
hop albumin. BN xo gan do rugu c6 nong do mRNA albumin gan cao hon
dang ké so véi BN xo gan do virus ¢ cing mitc do ton thuong gan trén mo
bénh hoc. Vi muc albumin huyét thanh thuong duoc st dung danh gia chuc
nang gan, bé qua cac nguyén nhan xo gan c6 thé dan dén mot danh gia khong
chinh xac [73].

Ty 1€ albumin/globulin (A/G) dao ngugc (<1) gap trong cac bénh viém
gan man tinh, dic biét trong xo gan 1a do giam tong hop albumin va ting tong
hop g-globulin [4].

* Thay déi vé huyét hoc

+ S6 lugng bach cau tang, dic biét bach cau da nhan trung tinh ting
cao, rat dic trung ctia viém gan do ruou. Sb lwong bach ciu ting cao ciing 1a
yéu to tién lugng bénh [14].

+ Giam tiéu cau ké ca chat luong va sb lugng & BN mic bénh gan man
tinh [84]. Theo y vin, co ché giam tiéu cau ¢ bénh gan man tinh do giam san
XUAt tiéu cau trong tay xuong, cudng lach, giam san xuat thrombopoietin va

yéu t& tu mién [53]. Trong BGDR, do ethanol tc ché tiuy xuwong giam san
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xuét tiéu cau, ethanol con tac dung truc tiép trén lipid tiéu cau, hé théng
truyén tin tht hai [92].

+ R6i loan dong mau do giam san xuat cac yéu tb dong mau, ty 18
prohrombin giam.

+ MCV Ién hon 100 fl & nhitng BN ¢6 bénh gan gan nhu lic nao ciing
chi ra lién quan dén ruou [102], c6 thé do tac dong truc tiép cua ruou 1én tay
xuong, sy thiéu hut folate va vitamin B12 (do thiéu hut dinh dudng ¢ ngudi
nghién ruou), doc tinh cia ruou trén hdng cau trudng thanh va giam lipid trén
mang hong cau. Panh gid dong thoi MCV va GGT huyét thanh c6 thé xac
dinh dugc 90% cac truong hop phu thude rugu. MCV lién quan chat ché véi
viéc sir dung ruou, 1 dau hiéu tién luong nang [100].

1.1.5. Péc diém mé bénh hoc

Paul Ehrlich da thuc hién sinh thiét gan qua da & Dirc tir ndm 1883,
Pén cudi nam 1950, Menghini di phat triéen k§ thuat hit vao trong 1
gidy. Theo sau Menghini c¢6 nhiéu ky thuat sinh thiét gan: sinh thiét mu qua da,
sinh thiét dudi hudng dan cua siéu 4m hoac chup cat 1p vi tinh, sinh thiét gan
qua dudng tinh mach canh, va sinh thiét qua duong bung khi mé noi soi hoic
khi md ho. Stng sinh thiét gan kim cat ty dong c6 nhiéu vu diém so véi sinh
thiét bang kim hat. Stng sinh thiét tw dong dé st dung hon, c6 thé diéu chinh
d6 sau, thoi gian luu kim trong nhu mé gan ngan hon (giam thiéu ton thuong
nhu mo), cho mau mo dai hon nguyén ven khéng bi giy khuc, do d6 khong
phai sinh thiét nhiéu lan do mau mé gan khong dat chuan. Str dung siéu 4m hai
chiéu dé xac dinh vi tri sinh thiét va dinh huéng duong di cho kim, 1am giam
ty 1¢ bién chimg va ting d6 chinh xac cta sinh thiét gan [65].

Truong hop c6 réi loan déng mau hoic ¢o trudng nhiéu, can sinh thiét
gan theo dudng tinh mach canh. O BN méc bénh Iy gan ma tién str uéng ruou
khong 18 rang, c6 thé khang dinh chan doan bang sinh thiét gan. Khong cé

sinh thiét gan nguy co chan doan sai ¢ thé 1én dén 20% [81]. Trong giai doan
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con bu cac dau hiéu 1am sang va sinh hoa nghéo nan, sinh thiét rat hiru ich
trong tién lugng, phan do cac giai doan xo hdéa va muc do ton thuong gan,
hoac loai trir mdt nguyén nhan khac ngoai ruou cung ton tai giy bénh gan trén
lam sang [102].

1.1.5.1. Gan nhiém mé

Gan nhiém mé& con goi 1a thoai hda m& gan, do 1a tinh trang lugng m&
tich ty trong gan > 5% trong luong ctia gan hay trén 50% tong sé té bao gan
bi nhiém m&. Khoang 90% sb nguoi nghién ruou c6 gan nhidm mé, luc dau 1a
ving 3, néu tiép tuc udng ruou tinh trang nhiém md s& ning, lan téa khap toan
bd gan [29], [131]. Ngimg udng ruou tinh trang nhiém md s& giam, néu tiép
tuc udng rugu tr gan nhiém md sé& tién trién thanh viém gan hodc xo hoa gan
[129]. Thoai hoa bot do ruou thudng gap ¢ gan nhidm md do ruou: té bao gan
phdng 18n vai cac hat trong bao twong, cac hat nay thuong phén tan thanh céc
soi manh. Nhan té bao nhé va bat mau dam (ting sac). Bot hinh thanh do giir
nudc va mat kha ning tiét protein cia cac vi 6ng tir té bao gan [131]. Nhiém
md gan dudi ba dang: giot nhé, giot 16n va hon hop. O dang giot nho, lipid
phan b déu trong té bao chit khong lam thay d6i vi tri ctia hat nhan. Dang giot
16m, lipid chiém toan bo té bao chat cua té bao gan, 1am day léch hat nhan ra
ngoai Vi. Mic du mo bénh hoc cé thé thiy ca ba dang, nhung trong BGDR
nhiém md& gan giot 1én hay gip hon ca [29], [105].

1.1.5.2. Viém gan do rwou

Hoi nghi chuyén gia nim 1981 d3 dua ra tiéu chuan chan doan gém:
thoai hoa phi dai cua té bao gan, hién dién thé Mallory, thAm nhiém viém chu
yéu 1a bach cau da nhan trung tinh, tao t6 chic xo va gan nhiém mé (khong
bat bugc).

Mirc d6 viém gan do ruou tir nhe dén ning, ton tai mot minh hodc két

hop v&i xo gan. Viém gan nhiém md& noi bat hon trong BGDR [131]. Khoang
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50% cac trudng hop viém gan do rugu ciing c¢6 xo gan tai thoi diém chan
doan [109].

Thoai hoa phi dai té bao gan 1a su ting kich thudc té bao gan do tich tu
cac protein trong té bao gan. Ton thuong hé thong nang d& té bao do
acetaldehyd, 1am qué trinh bai xuat protein khoi té bao gan bi can tré. Bén
trong nhiing té bao gan thuong thay cac thé Mallory do su ngung tip cac
protein ndi bao. Cac nghién ciru mai cho thay alcohol gay nén nhiing ton thuong
cac soi trung gian cta hé thong cytoskeleton. Céc soi trung gian nay 1a mot trong
ba cAu phan co ban ciia cytoskeleton, c6 chitc ning duy tri sy toan ven cau tric,
hinh dang t& bao ciing nhu tinh di dong cua té bao va cac bao quan [131]. Vé mat
mo bénh hoc, cac bién doi do cac khang thé khang Cytokeratin hoac Ubiquitin
1a nhing biéu hién rd rang nhat.

Chéan doan md bénh hoc viém gan do ruou dya trén: tham nhiém bach
cau trung tinh, @ mat, su hién dién cua ty thé khong 16 va thé Mallory [54],
[131]. Thé Mallory thdy & 76% céc truong hop BGDR, thé Mallory con c6 thé
tim thdy & viém gan nhiém m& khong do ruou, tuy nhién trong BGDR thé
Mallory day hon va thd hon. Bach cau tham nhiém trong BGDR lan rong hon.
Xo ctng hoai tir hyaline, trong d6 tinh mach trung tdm co ban bi pha hay
trong BGDR [26], [131]. Chi s6 ANI (ALD/NAFLD index) dung dé phan biét
viém gan nhiém m& do ruou va khong do rugu [129].

Mot dau hiéu bat budc ciia viém gan do rugu 13 sy hién dién cta qua
trinh xo hoa, tirc 1a tang ngung tap collagen ngoai bao. Ngung tap collagen
nay xuat hién ¢ trung tdm tiéu thuy gan xung quanh tinh mach gan va c6 thé
tir day lan rong ra khip toan bo gan.

- Thé wa acid: biéu hién sy chét theo chuong trinh.

- Xo hoa khoang Disse: sb luong cac 16 va do xdp cua 16p dém xoang
giam. Cac ton thuong ¢ tinh mach tiéu thily va doan cudi tinh mach bao gom

viém tinh mach do xam nhép lympho bao [131].
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- U mat trong vi quan mat: 1a dic trung ciia cac BGDR (ma thuong 1a
dau hiéu chi xuat hién & giai doan mat bu) va lién quan dén tién luong muic do
bénh [131].

- Ty thé phong to tao nén cac thé hinh cau trong bao tuwong, lién quan dén
ubng ruou ning gan day va tién trién cia bénh [131].

1.1.5.3. Xo gan

Pic diém mo bénh hoc goi ¥ xo gan do ruou bao gdm khéi lugng thuy
dudi 16n hon, nhiéu nét gan sau bén phai, va kich thudc ndt tai tao té bao
gan nho hon so voi xo gan do virus viém gan [130]. Su hinh thanh cac nét
thuong cham. Sy ting sinh soi xo non va ling dong collagen & ving 3 13 ton
thuong dau tién ctia qua trinh xo gan do ruou. Xo gan do ruou 1a xo gan nét
nho [82]. Co thé thdy ciu trac cac ving khong binh thudng va tinh mach ving
3 rat kho tim thiy. Xo gan c6 thé xuét hién sau xo hoa quanh té bao ma khong
c6 hoai tir té bao va qua trinh viém. Sy tang sat trong té bao gan duoc thay &
khoang 1/3 cac trudong hop nghién ruou 1a do ting hap thu sit & rudt va lugng
st trong cac d6 uéng co con.

Dung uéng ruou, gan nhidm m& nhanh chéng bién mat sau vai tuan,
theo sau 1a qua trinh viém thay doi, thé Mallory ton tai 1au hon (1én dén 6
thang) [131].

1.1.6. Chdn dodn xdc dinh bénh gan do rirou

Theo huéng dan cua Hoi nghién ciru bénh gan Hoa Ky - AASLD nim
2010: Chan doan dya vao tién sir str dung ruou, triéu ching 1am sang cua bénh
gan, va bat thudng cac enzym gan. Sinh thiét gan giup chan doan nguyén nhan,
va xéc dinh cac giai doan tén thuong gan [101].

Néu két hop tién sir sir dung ruou, triéu chimg 14m sang cta bénh gan,
va ting enzym gan c6 do nhay 1a 91% va d6 dic hiéu 12 97% trong chan doan
BGDR khi dbi chiéu vai sinh thiét gan [130]. Khong c6 xét nghiém riéng 1é

nao xac dinh ruou 1a nguyén nhan gay bénh. Bi véi BN ¢o tién st nghién
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ruou hay lam dung rugu khong rd rang: xét nghiém huyét thanh thich hop, xét

nghiém phat hién su c¢6 mit ctia virus viém gan, xét nghiém mién dich nén

duoc 1lam dé loai trir cic nguyén nhan khac giy bénh gan trén 1am sang [81].
1.1.6.1. Sang loC sir dung ruou

Theo Hoi nghién ctru bénh gan Chau Au (2012), bd cau hoi AUDIT-
WHO (Alcohol Use Disorders Identification Test - World Health Organization)
1a tiéu chuan vang trong sang loc sir dung ruou [97]. B cau hoi danh gia sir
dung ruou AUDIT (phu luc 1) gdm 10 cau hoi do To chic Y té Thé gisi phat
trién trong d6 c6 xét dén yéu td vin hoa va ching toc. Bo cau hoi nay do nhay
tir 51-97% va dac hiéu tir 78-96%. Diém sé AUDIT tir 8 diém tro 1én (d6i voi
nam < 60 tuoi), tir 4 diém trg 1én (ddi voi nam > 60, nit gioi) 1a nghién ruou
va can danh gia k¥ hon vé rdi loan cac co quan do sir dung ruou [17].

1.1.6.2. Dua vao mét sé triéu chitng lam sang va xét nghiém

- Gan nhiém mé do ruou: thuong khong co triéu ching, kham co thé co
gan to, 2/3 céac truong hgp c6 xét nghiém chure ndng gan binh thuong.

- Viém gan do rwou: dau hiéu 1am sang dic trung 1a vang da va suy gan
nhanh chéng sau sir dung ruou kéo dai qua mac [97]. AST thuong cao gap 2-
6 lan gigi han binh thuong. AST ting cao nhung dudi 500 U/L [99], ty lé
AST/ALT > 2 [96], [97]. Khong c6 bang chirng mac bénh gan nao khac. Tang
bilirubin toan phan, s6 luong bach cau da nhan trung tinh ting tur 12-
14,000/mm? va giam tiéu cau [63]. BN viém gan do ruou ning biéu hién cua
hoi chimg viém: ting protein C phan mg va procalcitonin, mic di c6 thé co
nhiém tring kém theo hoic khong [63]. Mot nghién ctru di goi y rang BN ¢6
s6 luong bach ciu da nhan trung tinh ting, chic chan viém gan do ruou va
khong can sinh thiét gan. Truong hop ning thuong cé ¢ trudng, hoi ching
ndo gan, xuat huyét tiéu hoa, hoi ching gan than, giam albumin [125].

- Xo gan do rwou: giai doan dau c6 thé khong co triéu ching, giai doan

mat bu ¢ cac bién chiing cua ting ap luc tinh mach cira, 1am v& tinh mach
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thue quan gy xuat huyét tiéu hoa, hoi ching ndo gan, cling nhu xét nghiém
bat thuong nhu giam albumin huyét thanh, ting bilirubin huyét thanh, giam
tiéu cau, thoi gian prothrombin kéo dai [63].

Céac xét nghiém nhu FibroTest, FibroMeter va diém sé xo gan rat hitu
ich dé phan biét gitra sy xo hoa nhe va nang [109].

1.1.6.3. Dua vao chéan dodn hinh dnh

Fibroscan dugc st dung rong rai dé danh gia su xo hoa & BN bi bénh
gan man tinh va d dugc Cuc Quan Iy Thuc pham va Dugc pham My (FDA)
phé duyét. O BN mac BGDR, d9 ctng gan tuong quan véi giai doan xo hoa.
Gi4 tri Fibroscan thuong cao hon & nhitng BN c¢6 AST huyét thanh > 100 U/L
hodc st dung nhiéu ruou truéc khi do do cting cua gan [109]. Tinh trang
nhiém m& gan, xo hoa gan, tang ap luc tinh mach ctra (cé trudng, lach to) va
ung thu biéu mo té bao gan cO thé duoc xac dinh béng si€u am, chup cat l6p
vi tinh, hodc chup cong hudng tir. Chup cong huong tir c6 wu viét hon chup cat
I6p vi tinh va siéu 4m trong chan doan ung thu gan, déi voi cac khdi u nho va
khong c6 hoai tir, khdi u phét trién trén nén gan xo va nhiém mé& [102].

1.1.6.4. Dy vao gidi phdu bénh

Tén thuong gan do rugu duogc chia thanh ba giai doan ké tiép nhau 13 gan
nhiém ma (steatosis hepatis), viém gan do ruou (alcoholic steatohepatitis - ASH)
va xo gan do ruou (acoholic cirrhosis). Cac giai doan ton thuong nay thudng
chong chéo 1én nhau: trong viém gan do rugu thuong thay co biéu hién cua
gan nhiém mé& va trong xo gan do rugu cé thé thay biéu hién cia viém gan do
ruou [58], [117].

+ Gan nhiém mé gém cé 3 mike dg: nhe khi gan nhidm mé tir 5-33%,
trung binh khi gan nhiém ma tir 34-66% va ning khi gan nhiém ma > 66% [72].

+ Viem gan do ruou:

Xo hoa c¢6 & hau hét cac BN viém gan do ruou. M6 bénh hoc cua viém

gan do ruou dic trung boi té bao gan hoai ti, phinh to va thoai hoa, gan nhidm
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m& giot 16n, thoai hoa md, thidm nhiém bach cau da nhan trung tinh, thé Mallory
va ty thé khong 16 [63].

+ Xo' gan do ruou: ton thuong té bao gan, c6 thé co thoai hoéa md, viém
va xo tang sinh lan toa, co b tai tao té bao gan, dao 1on cAu trac gan, tao ra cac
tiéu thiy gan gia. Xo hoa gan (fibrosis) khong dong nghia véi xo gan vi xo
héa chi c6 mo xo phat trién con cac tiéu thuy gan van nguyén ven.

+ Danh gia giai doan xo hoa gan theo phan logi Metavir [50]:

FO: khong c6 xo hoa gan.

F1 (xo0 hoa nhe): xo hoa quanh xoang (co hoic khong xo hda quanh té bao).

F2 (xo0 hoa vira): xo hoa khoang cira, rat it cac dai xo.

F3 (xo0 hoa ning): xo hda khoang cira va quanh khoang ctra, nhiéu dai xo.

F4: xo gan.

1.1.7. Tién lwong

Chi s6 MDF (Maddrey discriminant function) < 32 (viém gan do ruou
nhe) bat dau diéu tri nhung chwa dung Corticosteroid. Chi s6 MDF > 32
(viém gan do ruou nang) can diéu tri: liéu phap Corticoid, Pentoxyfilin, hay
ghép gan, néu khong diéu tri 50% s6 BN sé tir vong trong vong 2 thang, 30-
50% s& tr vong trong vong 1 thang. Chi s6 MELD (Model For End-Stage
Liver Disease) > 18 tién luong rat xau nguy co tir vong rat cao. Két hop gitra
2 chi s6 MDF va chi s6 MELD cho thiy gi4 tri tién luong viém gan rugu va
X0 gan rugu voi do nhay va do dac hi€u cao. Mot sb nghién ctru chi ra khi cat
ngang gia trt MDF > 32 va chi s6 MELD > 18 d6 nhay trong viéc tién lugng
BN 1a 80-90%, d¢ dic hiéu 1a 60-80%. Chi s6 MELD > 18 c6 chi dinh ghép
gan, chi s6 MELD > 11 thi BN dugc xép vao danh sach chd ghép gan
[97]. Chi sé Lille danh gia hiéu qua diéu tri cia Corticosteroid, sau 7 ngdy
néu khong dap tmg s& ngung Corticosteroid. Chi s6 AHHS (Alcoholic
Hepatitis Histologic Score) dung dé danh gia nguy co tir vong trong vong 90
ngay [97]. Chi s6 GAHS (Glasgow Alcoholic Hepatitis Score), c6 d6 nhay
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trong tién lugng BN & giai doan dau nhap vién [13]. Bang diém Child-Pugh
duogc sir dung rong rdi dé danh gia tién luong BN viém gan man va xo gan.
Chi s6 ABIC (Age, Bilirubin, INR, Creatinine) dé phan tang nguy co tir vong
BN viém gan do rugu ¢ 90 ngay va 1 nam [40].

Céc chi dinh diéu tri phu thudc vao tién lugng BN, mdi chi sé ¢6 uu
diém riéng, trong trudng hop BN ning can tinh nhiéu chi sé dé co6 chi dinh
diéu tri phu hop.

1.1.8. Diéu tri

Kiéng rugu dé khong lam bénh niang thém va kéo dai tudi tho. Can
thiép hanh vi va liéu phap tam ly c6 thé gitip BN cai ruou. Thudc chi dugc sir
dung dé hd trg cac can thiép. D6i khang opioid (Naltrexone hodc Nalmefene) va
cac loai thubc diéu chinh axit gamma-aminobutyric (Baclofen hoic
Acamprosate) gitup giam thém ruou. Disulfiram tc ché aldehyde dehydrogenase,
lam tich liiy acetaldehyd, gay khé chiu sau udng ruou. Disulfiram liéu ban dau
1a 500 mg/ngay trong 1-2 tuan, tiép theo 1a lidu duy tri 125-500 mg/ngay. Tuy
nhién, theo Huéng dan thuc hanh 1am sang bénh gan Chau Au (EASL 2012),
Disulfiram, Naltrexone va Acamprosate khong duoc khuyén céo sir dung do
c¢6 nhitng tac dung phu [82]. Bé cai ruou s dung Diazepam, néu BN mac
BGDR mtc d6 ning tranh dung an than liéu cao.

Mot ché do an ubng day du dinh dudng va bo sung vitamin (dic biét 1a
vitamin B) rat quan trong trong nhiing ngay dau kiéng ruou. B6 xung hang
ngay 1-1,5g protein/kg va 30-40 kcal/kg [127].

Liéu phap nhdm vao céc cytokine: Pentoxifylline wc ché tong hop TNF-a,
nham giam tinh trang viém, c6 két qua khac nhau trong cac thir nghiém 1am sang
& BN viém gan do ruou nang, tuy nhién khong cai thién su séng con & BN viém
gan do rugu. Prednisolone c6 lién quan dén giam tir vong trong 28 ngay nhung

khong giam tir vong 90 ngay hodc 1 nam [132].
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Duya trén co s& stress oxy hoa giit vai trd quan trong trong tén thuong
gan do ruou, cac nha khoa khoa hoc da sur dung céc thudc c6 tac dung chéng
oxy hoa dé diéu tri BGDR [44]. M6t thtr nghiém 16n, ngau nhién c6 d6i ching
chi ra rang diéu tri 1au dai véi thudc co tic dung chdng oxy hda nhu
Silymarin, cé thé giam ty 1¢ tir vong & BN xo gan do rugu, Silymarin lam
tang glutathione thu nhit gc tu do [45]. Dau oliu, mat ong, 14 ché xanh khi
dung cho BN thdy giam AST va ALT, giam qué trinh peroxid héa lipid (giam
MDA, tiang chi s6 chdng oxy hoa nhu SOD, GPx [78].

Khuyén cdo ciia Hoi nghién ciru bénh gan Hoa Ky va Chau Au (2012),
dung corticosteroid diéu tri ban dau bénh viém gan do rugu nang néu khong co
nhiém trung [97]. BN ¢6 chi s6 MDF > 32 hoic chi s6 MELD > 20, néu khong
c6 chéng chi dinh véi Corticoid, dung Prednisolone 40 mg/ngay hoic
Methylprednisolone 32 mg/ngay, trong 28 ngay [88], [97]. Ding thudc sau 7
ngay néu khong c6 thay d6i vé 1am sang va bilirubin huyét thanh. Trudng hop
BN c6 chdng chi dinh véi Corticoid, ding Pentoxifylline 400 mg ba 1an mdi
ngay vao bita an s€ lam giam nguy co hoi chirng gan than [97].

BN c6 chi s6 MELD < 20 hoic MDF < 32 chi can kiéng ruou, ché do an
giau protein, bd sung vitamin nhém B va acid folic. BN ¢6 chi s6 MELD > 26 can
nhac cdy ghép gan [97], [127]. Nguoi dugc ghép gan co ty 1é song sot sau 5 nam
14 70%. Tuy nhién c6 t6i 50% trudng hop tiép tuc ubng rugu sau khi ghép gan.
1.2. Mt s6 hiéu biét vé goc tw do trong y sinh hoc

1.2.1. Khdi niém vé géc tw do

Khoa hoc di chimg minh ring oxy vao co thé tham gia nhiéu phan tng hoa
hoc va két qua cia qua trinh phan tmg d6 13 tao ra ning luong cho hoat dong song
va dong thoi cling 1a nguodn sinh ra gde tu do [11].

Géc tu do 1a nhitng nguyén tir, nhdm nguyén tir hay phan tir ma 1op
ngoai cung cua ching c6 di¢n tr don doc (dién to khong cap doi), co kha

nang phan &ng cao. Qua trinh sinh gbc ty do 1a mot qua trinh chuyén hoa binh
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thuong cua co thé [78]. Binh thuong gdc tu do ton tai voi nong do thip va
tham gia vao mot s6 chuc ning sinh 1y nhét dinh [78]. Khong phai 1a gdc tu
do nao ciing c6 hai cho co thé. Dai khi chung ciing hiru ich ddi véi co thé
gitip loai bo modt sé doc chat, tic nhan giy hai cho co thé. Néu dugc kiém
soat, n6 1a ngudn cung cap ning luong cho co thé, tao ra melanine can cho thi
giac, gop phan san xuét prostaglandins c6 tic dung ngira nhiém trung, ting
cuong mién dich, 1am d& dang cho su dan truyén tin hiéu than kinh, co bop
Co.

1.2.2. Dic diém cia géc tw do (R)

Vi chira dién tir khong cip d6i nén gdc tu do bat 6n dinh vé nang luong
va ca mat dong hoc. Géc tu do c6 xu hudng mat dién tir dé tro thanh goc khir
hoac nhan dién tir dé tro thanh gdc oxy hoa. Cac gbc tu do chu yéu 1a dang
oxy hoat dong (stress oxy héa) dugc hinh thanh qua chudi hé hap té bao,
trong qua trinh peroxid héa lipid cua céac acid béo chua bdo hoa c6 nhiéu lién
két d6i [52].

Cac gbc ty do va cac dang oxy hoat dong c6 kha ning phan tng hoa
hoc manh, ching c6 thé tac dung dé& dang véi cac phan tir sinh hoc gém lipid,
protein, acid nucleic va c6 thé gay tac hai dén tinh chat sinh hoc ctia cac phan
tu trén [52].

Oxy vira 1a nhién liéu chu yéu can thiét cho sy sdng cua té bao vira 1a
ngudn gdc chinh san sinh ra goc ty do. Cac dang oxy hoat dong (reactive
oxygen species — ROS) 1a nhitng géc tu do, nhitng ion hoat dong, phan tir c6
chtra nguyén tir oxy, co6 kha ning sinh ra gbc tu do hoic dugc hoat hoa bai

goc tu do [23].
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Hinh 1.2. Céc dang oxy hoat déng trong co thé
Nguon: Sary M. E. (2013) [41]

- Anion superoxid (O,): duoc tao thanh tir chudi ho hap té bao hoic tur
mot s6 phan tng tu oxy hoa va trong qué trinh bung n6é ho hap cua hién tuong
thuc bao.

- Hydrogen peroxid (H,0,) c6 thé duoc hinh thanh sau phan ung di ly
cua O, hodc do phan tng khir hai dién tir cua oxy. H,O, c6 hoat tinh hoa hoc
han ché, tan trong lipid va co thé xuyén qua cac mang sinh hoc [23].

- Goc hydroxyl (OH") dugc hinh thanh tir phan ang Fenton hoic phan
ng Haber-Weiss xay ra cham. Kha ning phan tng cua goc nay 1a rat Ion
trong mdi trudng sinh hoc, c6 kha nang phan tng véi rat nhiéu thanh phan
cua té bao [23].
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- Géc alkoxyl (LO") hoic peroxyl (LOO"): cac gbe nay cé thé duoc tao
ra dudi tac dong ciaa mot goc tu do c6 chira oxygen (O,’, OH"...) trén nhitng
chudi acid béo c6 nhiéu ndi d6i [23].

- Oxy don boi (*O,) 12 médt dang oxy c6 ning lugng cao, hinh thanh khi
0, duoc cung cap niang luong, nd khong phai 1a gdc ty do nhung c6 kha ning
oxy hoa cuc manh, chi ton tai trong nudc va thoi gian ban hity 13 2us. Oxy don
boi dugc tao thanh & hé thdng sinh hoc trong mot sb sac tb nhu chlorophyll,
retinal va flavin khi chiing dugc chiéu sang voi sy o6 mit cua oxy [23].

1.2.3. Qud trinh hinh thanh cdc goc tw do trong co thé

Viéc sinh ra cac gbc ty do trong co thé dién ra thuong xuyén, théng qua
chudi ho hap té bao, tac nhan phong xa, hoi ching viém, trong hién tuong
thiéu mau cuc bd - tai tudi mau, cac tic nhan xenobiotic cia 6 nhiém moi
truong va mot 6 tac nhan khac [52].

1.2.3.1. Chudi hé hdp té bao

Nguyén nhan sinh géc tu do gan lién véi ban chat cua su séng ai khi,
d6 1a sy xuat hién tat yéu cua O, trong hd hap té bao va su ho hap té bao 1a
ngudn nang lugng chinh dudi dang ATP cua té bao song ai khi.

0, 1a yéu t6 oxy hoa dic biét nguy hiém, tham gia vao nhiéu phan ung
phan huy nhimg phan tir ciia co thé.

H,0, thuong xuyén sinh ra do sy phan huy O,", nong do cua H,0, (10
mol/l) va 0, (10™* mol/l) trong té bao twong d6i 6n dinh. Tuy ndng do thap
nhu vay nhung su hién dién déng thoi cua chiing trong moi truong sinh hoc 1a
rat nguy hai. Phan ung gitta ching sinh ra nhitng san pham 'O, rat nguy hai
va goc OH’ véi hoat tinh dic biét cao, c6 kha ning pha huy nhiing ciu tric
hitu co bén virng nhit cua co thé va giy ra cac qua trinh bénh 1y [52].

Hai tiéu phan O, va H,0, khong doc co thé tao ra 'O, OH" 1a nhiing
phan tir va gbc c6 kha niang phan @ng rat cao, dé dang phan &ng véi cac chét

hitu co tao ra cac peroxid va tir d6 tao ra nhiéu san pham doc hai cho té bao.
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Gé6c OH’ ¢6 kha nang phan ng manh vai hau hét cac phan tir sinh hoc,
& toe @6 khuéch tan, vi vay no khong khuéch tan t6i nhitng khoang cach xa
trong té bao, trudc khi nd phan tng. Gdc nay cé thoi gian sdng ngén, co kha
nang gy ton thuong 16N, trong pham vi ban kinh nho ma no gay ra [52].

1.2.3.2. Tac nhdan phong xa

Céac tia phong xa hoic bic Xa co ning luong cao ¢ kha ning bé gay
mot phén tir tao ra 2 hay nhiéu goc tu do. Trong co thé ching ta chiém phan
I6n 1a nudc do vay khi cac birc Xa nang Iugng cao s€ phan huy nudc thanh cac
goc tu do [52].

1.2.3.3. Trong hoi chitng viem

Néu sb luong goc tu do sinh ra qua nhiéu s& gy nén mot ty 1é bach cau bi
chét, giai phong cac gbc ROS ra ngoai bao gay nén hién tuong viém [52].

1.2.3.4. Tac nhan xenobiotic

Céac chat xenobiotic (thudc trir sau, thubc diét co, chi, CCly, dioxin...)
khi vao co thé s& bi chuyén héa va lam bién doi sinh hoc. Trong qué trinh
chuyén hoa cac chat xenobiotic, tao ra cac dang ROS nhu O,", '0,...co doc
tinh cao va gay ra stress oxy hoa [52].

1.2.3.5. M6t s6 tdc nhan khéc

Trong mot s6 bénh 1y: bénh dai dudng, vira xo dong mach, bénh 1y nhin
khoa, 130 hoa, bénh Parkinson va Alzheimer...cling tang tao cac dang ROS.
1.3. Hé thong chdng oxy hoa trong co thé

Hé théng chéng oxy hoa (antioxidant-system) 1a mot trong nhiing hé
théng nai sinh quan trong co vai tro khir cac chat oxy hoa va goc ty do giy
hai dén té bao, day la co ché phan tng duy tri hiéu qua can bang noi bao,
chinh hé thdng bao vé nay di ngin can qua trinh tao ra nhiéu gbc ROS va can
tr& qua trinh phéan giai oxy hod bat loi [67]. Hé théng chong oxy hoa cta co thé
rat da dang va phuc tap gom cac enzym va cac chat khong co ban chat enzym.

Hé thong nay hoat dong theo cac co ché sau: tao phtrc 1am mat kha ning xuc



29

tac ciia cac kim loai chuyén tiép, lam gian doan cac phan ¢ng lan truyén, 1am
giam nong do cac gdc ty do hoat dong, thu don cac goc tu do tham gia khoi
mao phan ang [23].

1.3.1. Hé théng chéng oxy hod ¢é ban chat enzym

Trong co thé sdng, cac phan @ng trong qua trinh chuyén hoa thuong
sinh ra géc tu do nhung thudng xuyén dwgc thu don nhé enzym c6 sén trong
té bao ciia cac to chirc trong d6 c6 hong cau. Hoat o cac enzym chdng oxy
hoa rat thap & huyét twong, dich mo, dich tuy séng. Hé thong chéng oxy hoa
c6 ban chit enzym goém: Superoxid dismutase, Catalase, Peroxidase,
Glutathion peroxidase.

1.3.1.1. SOD (Superoxid dismutase)

SOD 1a enzym chéng oxy hoa co chia kim loai thuoc Iép
oxidoreductase, diéu hoa gdc anion dioxide (0", chirc ning ctia enzym SOD
la xtic tac cho phan tng di ly xay ra nhanh:

20, + 2H"= H,0, + O,

SOD c¢6 hoat tinh cang cao thi ndng do O, c6 hoat tinh cang giam di.
SOD la mét chat chdng oxy hoa rat co ban, 1am ha thap nong do tién chat
(0,) ma tir d6 s& san sinh ra tat ca cac dang oxy hoat dong khac [23].

1.3.1.2. GPx (Glutathion peroxidase)

GPx la enzym xuc tac cho phan tng loai bé cac loai peroxid, enzym
nay hoat dong & cac mo va trong hong cau khi nong do6 H,0, thap.

GPx
ROOH + 2GSH —> GSSG + ROH + H,0

GSH 1la glutathion dang khu, GS-SG la glutathion dang oxy hoa,
RCOOH 14 peroxid, R 1a gbc hitu co hodc c6 thé 1a H' trong H,0,. Enzym
nay chil yéu ton tai bén trong co thé va bao tuong cua té bao, ¢ dich ngoai bao

nong do rat thap.
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C6 hai loai glutathion: loai khéng phu thudc selen chiém 20%. Enzym
nay xuc tac su khur cac hydroperoxid hiru co khi c6 mat glutathion, nhung
khéng co tac dung trén hydrogenperoxid. Hoat tinh giéng nhu glutathion-S-
transferrase lién quan dén sy giam ddc tinh cua xenobiotic. Loai phu thudc
selen chiém 80% xuc tac loai bé H,0,[52].

GSH bi oxy hoa tré thanh dang disulfid GS-SG nho enzym GPx xtc
tac, kém theo phan tng oxy hoa khir nay, H,O, va hop chat peroxid bi phan
giai. Sau do GS-SG bi khtr tré lai dang GSH boi GR, enzym nay str dung
NADPH lam ngudn cung cap dién ti. Con duong chil yéu dé tai sinh NADPH
1a Glu6P (glucose-6-phosphat) chuyén huéng vao chu trinh pentose phosphat
duoc thuc hién boi G6PDH (glucose-6-phosphate dehydrogenase). Cung véi
GPx, GST ciing 14 enzym c6 thé loai trir cac san pham lipid peroxidase trong
té bao [52].

Trong co thé hé théng GPx bao gom: Glutathion peroxidase, glutathion
reductase, glucose-6-phosphat dehdrogenase. Ching c6 tic dung chéng lai
nhiing ton hai gy nén boi qua trinh oxy hoa. GPx va catalase phu thudc vao
nong do H,0,, khi néng do H,O, cao tc ché GPx, hoat hoa catalase hoat dong
va nguoc lai khi ndng d6 H,0, thap chi c6 GPx hoat dong va catalase bi Gc ché,
diéu nay rat quan trong vi né tiét kiém glutathion dang khir cho co thé [23].

1.3.2. Hé théng chéng oxy héa cé ban chit khong enzym

- Nhom cac polyphenol: Cac polyphenol c¢6 kha nang tao phuc véi ion
sat hodc dong nén co thé lam mat kha ning xuc tac ciia nhitg ion nay & phan
ung Fenton [52].

+ Vitamin E: Vitamin E bao vé mang sinh hoc va ngan can qua trinh
oxy hoa cac acid béo chua bdo hoa cia mang, dap tit nhitng phan tng chudi

cua goc tu do [52].
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+ Cdc flavonoid: c6 kha ning triét tiéu cac gdc tu do sinh ra trong qua
trinh bénh 1y ctia co thé, tao nén nhitng goc ty do cia chung bén viing hon va
khong tham gia vao ddy chuyén phan ung géc [52].

+ f caroten: chéng lai cac gbc tu do, dap tat phan tmg day chuyén, vo
hiéu hoa dic hiéu ddi véi phan tir oxy bi kich hoat (oxy don boi *O,). Nho ¢o
hé lién két d6i luan phién trén mach cacbon dai, mot phan tu B caroten co thé
hip thu ning lwong cia hang ngan phan tr 'O, rit nguy hiém, sau d6 giai
phong nang Iuwong dudi dang nhiét vo6 hai [23], [52].

+ Vitamin C: 1a chat chdng oxy hoa, chdng géc tu do dién hinh & ngoai
bao. Vitamin C c6 tic dung dua vitamin E tir dang oxy héa vé dang khir.
Vitamin C con co6 tinh chat chéng oxy hoa & mdi truong nudc nhu loai
hydrogen peroxide, loai bo cac gbc O,", OH’ va chin dtng cac phan tng day
chuyén theo co ché gbc tu do [23], [52].

- Nhém cac phdi tir sit va dong: lon sat va dong xuc tac phan ung
Fenton, tao nén hai dang oxy hoat dong rat doc hai cho co thé 1a gc hydroxyl
(‘OH) va oxy don boi. lon sat néu tao duoc phirc qua du 6 lién két phdi tri thi
khong c6 kha ning xtc tic phan ¢ng trén nira. Mot sé chat tao phic chelat voi
sat ¢ du 6 lién két phéi tri nhu: Transferrin, Lactoferin, Ceruloplasmin [61].

- Nhém céc thiol: Co cau tric RSH (R: gdc hydrocarbon), ¢6 tinh khir
manh. Nhom céc thiol cung véi vitamin C chuyén vitamin E tir dang oxy hoa
sang dang khtr, hoi phuc chiic nang, dap tat mach peroxid hoa lipid cua vitamin
E [52]. Céc thiol c6 kha ning trung hoa gdc tu do nhu OH’ tao ra gdc thyil
(RS). Cac gbc thyil co thé két hop véi nhau dé tao thanh phic hop chat
disulfur (RS-SR) hodc trung hoa mot gbc oxy hoa khac. Cac thiol gom
glutathion, mercaptopropionylglycin va acetylcystein [52].
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1.3.3. Trang thdi chéng oxy héa toan phan-TAS (Total Antioxidant Status)

TAS la trang thai chdng oxy héa toan phan ciia huyét trong. TAS duoc
quy cho cac chat chéng oxy héa co trong co thé, gdbm nhiéu hé théng bao vé
nham chéng lai nhitng anh hudng c6 hai cia cac gbc tu do va hién tugng
peroxid c6 hai ddi véi co thé.

Trong nhiéu nghién ctru, TAS duge dung l1am chi s6 dé danh gia tong
quat nhét vé tinh trang hoat dong cua hé théng chdng oxy hoa cia co thé, biéu thi
tinh sin sang tmg pho cta co thé ddi Véi stress oxy hoa [1]. Theo Bhandarkar M. va
cs (2003), khi gay doc bang CCL, thay c6 sur suy giam kha nang chong oxy hoa ctia
chudt duoc thé hién bang sy giam TAS trong huyét tuong.

Tinh trang chéng oxy hoa toan phan trong co thé c6 bao toan hay
khong tiy thudc vao nhiéu yéu td nhu chéng oxy hoa cé ban chat enzym,
chéng oxy hoa khong c¢6 ban chat enzym. Nhu vay khi khao sat gia tri TAS ¢6
¥ nghia vo cung quan trong trong viéc du bao kha ning dap ung co thé voi
hiéu qua loai bo gdc tu do sinh ra.

1.3.4. MDA (Malondialdehyd)

Cac gbc tu do tao ra trong qua trinh peroxid hoa lipid trong co thé. Su
peroxid hoa lipid 13 mot co ché ton thuong té bao & ca ngudi va dong vat.
MDA 1a mét trong nhitng san pham cudi ciing ctia qua trinh peroxid héa cac
acid béo khong no trong té bao. Sy gia ting cac gdc tu do gy ra san xuat qua
mic MDA. MDA dé& dang két hop véi protein, lipoprotein va DNA. MDA
tang tuyén tinh v&i mic do peroxid hoa lipid. MDA 1a mot dau an sinh hoc
danh gia mtrc do stress oxy hoa.

San pham giy doc té bao cua qua trinh peroxid héa lipid (vi du
malondialdehyde-MDA, va 4-hydroxynonenal 4-HNE) c6 thé lam giam chuc
nang té bao bao gdm cac nucleotide va su tong hop protein, dong vai trd quan
trong trong xo hoa gan. MDA dugc xac dinh trong huyét tuong hoic méau

toan phan dya vao phan Gmg mau véi thiobarbituric acid [108].



33

MDA tich tu trén bé mit cua cac té bao chét trong gan. Lién két hoa
hoc véi cac protein hoiic phospholipid mang, tao nén cac mau MDA - kich
thich su bai tiét cytokine ciing nhu tip trung bach cau. Ting cac san phim cua
su peroxid hoa lipid c6 lién quan dén mot loat cac chirng bénh man tinh & ca
nguoi va dong vat thuc nghiém. Busch va cs (2016) da dung khang thé dic
hiéu v6i MDA quan st thdy cai thién tinh trang viém & chudt, 13 co s khoa
hoc cho liéu phéap diéu tri méi [25].

1.4. Vai tro cua stress oxy héa gay ra béi rugu trong bénh gan do rugu

Stress oxy hoa 1a su mat can bang giita chat oxy héa va chéng oxy hoa
trong co thé. Ethanol dong mét vai trd quan trong trong co ché sinh bénh va
tién trién ciia bénh gan. Mic du gan phan hiy mot lwong I6n ethanol, khi vuot
qua ngudng gan khong thé chuyén hoéa duoc. Theo y vin su giam oxy trung
gian lién quan véi sy tién trién ciia bénh gan. Tang san xuat va tich tu cac gbc
tu do trong gan dong mdt vai trd quan trong trong bénh sinh va tién trién cua
bénh gan do ruou [37].

Stress oxy hoa co thé xay ra & tit ca cac co quan trong co thé ca & giai
doan cép tinh va man tinh, mtrc d6 ton thuong phu thudc vao su chéng do cua
hé thdng chdng oxy héa cua co thé.

lipid hydroperoxides: LOOH

malondialdehyde: MDA

4-hydroxy-2-nonenol: HNE
[ﬁbroﬁc response

in other liver cells

Acetaldehyde

superoxide: 0; .
hydroxyl radical: OH
hydrogen peroxide: H,0,

NADP* + H,0 )
other radicals

detoxification
acetol - = = = = > glucose

ketones
fatty acids >
Hinh 1.3. Qua trinh chuyén hoa ruou sinh ra goc tw do

Nguén theo King M. W. (2017) [70].
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CYP2E1 (Cytochrom P4502E1), c6 vai trd quan trong nhat trong
chuyén héa alcohol thanh acetaldehyd. Vao nam 1968, lan dau tién Charles
Lieber da chang minh rang viéc sir dung thuong xuyén thic udng cé con sé
gdy cam ung lam tang hoat d6 hé thong enzym nay 1én 10 1an [70]. Giang hoa
alcohol thanh acetaldehyd théng qua xuc tac cia ADH tao nén nhitng bién doi
tram trong trong hé thong oxy hoa khir tai gan. Sy giang hoa nay giai phong
ra cac gbc oxy tu do hoat dong (reactive oxygen species-ROS) .

Tat ca cac goc tu do cua oxy va dang oxy hoat dong duoc goi 1a cac
chat oxy hoa (oxidant) hodc tac nhan giy stress oxy hoa. Chat oxy hoa (tac
nhan gay stress oxy hoa) khuéch tan 1am mét sy toan ven vé cdu triic va chirc
nang cua té bao, co kha niang gay ton thuong nhiéu thanh phan cua té bao nhu
DNA, protein va lipid. Tac nhan gay stress oxy hoa gy ton thuong mo, su
peroxid hoéa lipid tao ra ROS doc hai nhu peroxid lipid, hydroperoxides lipid
va cac san pham phan huy aldehyd. Dung rugu dai hoic ngan han 1am ting
tac nhan gy stress oxy hoa (ting san xuat ROS/RNS va cac gbc tu do khac
nhau) tir cac té bao gan, cac té bao viém va céac loai té bao khac trong md gan
[20], [43], [78], [119]. Té bao gan s& bi ton thuong khi du thira cac gde tu do

trong co thé c6 nguon goc tir oxy va nito.
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Hinh 1.4. So d6 vai tro stress oxy héa trong bénh gan do rwou
Nguén: theo Kawaratani H. va cs (2013) [68].

Str dung rugu qua muc dan dén giam hé thong chong oxy hoa trong gan
va trong mau. Str dung ethanol gdy ra nhitng thay doi vé hinh thai va chuc
nang ty thé khi quan sat trén nguoi va dong vat. Ty thé to ra va su thay doi
Ciu trac nay lién quan dén tién trién gan nhiém m& ¢ chudt [87], [94]. Stress
oxy hoa 1am ton thuong chét béo (qua trinh oxy hoéa lipid cta té bao tao ra
malondialdehyde-MDA hoic 4-hydroxynonenal 4-HNE), tc ché chitc ning
binh thuong cua protein va DNA [119].

Stress oxy hoa gy ton thuong gan trong BGDR dugc tom tat nhu sau:
ton thuong ty thé [94], rdi loan diéu hoa tinh trang viém thong qua tin hiéu
oxi hoa khir, sy bién d6i cia cac té bao hinh sao va thay d6i ngoai bao lién

quan dén rdi loan diéu hoa tin hiéu oxi hoa khir [38]. Ngoai ra, cac nghién ctu
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gan ddy cho thdy mot vai tro rt quan trong ciia Nrf2 (nuclear factor erythroid
2—related factor 2) trong bién doi phan tir din dén BGDR thuc nghiém [71],
[76], [137].

Mot sb nghién ctru dd chimg minh da hinh gen GST (glutathione S-
transferase), dac biét 1a cac kiéu gen cia GSTM1 va GSTT1 c¢6 lién quan véi ting
nguy co mic BGDR ciing nhu ung thu té bao gan [75].

Mtic d0 stress oxy hoa tuong quan voi mic d6 tén thuong gan do ruou.
Trong hau hét cac trudng hop tir ton thuong gan ban dau, dan dan s& din t6i
viém gan man tinh, xo gan va cudi cing la ung thu gan.

Stress oxy héa trong BGDR con duoc chitng minh bai hiéu qua diéu tri
cua chat chéng oxy hoa ngoai sinh va noi sinh ddi véi ton thuong gan do
ruou, trong cac nghién ctru & ngudi va dong vat thi nghiém. Céac chat chéng
oxy hoa duoc str dung nhu mot chién luoc hop 1y trong diéu tri bénh gan man
tinh, c6 tac dung bao vé, chéng lai cac tén thuong gan do rugu nhu céc
vitamin c6 tac dung chéng oxy hoa, cac chat lam ting glutathion nhu
Silymarin, N-acetylcystein, S-adenosylmethionine) [44].

Toém lai stress oxy héa déng mét vai tro quan trong trong co ché bénh
sinh bénh gan do ruwou [37].

1.5. Mt s6 nghién ciru vé chi s6 chong oxy héa trong mau & bénh nhan
mic bénh gan do ruou

Theo nghién cttu cua El-Rahman va cs (2001) trén 22 BN xo gan
Child-Pugh C, 8 BN xo gan Child-Pugh B, 20 BN xo gan Child-Pugh A: két
qua chi s6 SOD & nhém BN xo gan Child-Pugh C (562,95 + 164,58 u/ml)
thap hon dang ké so véi nhém BN xo gan Child-Pugh B (816,25 + 86,47
u/ml) va nhém BN xo gan Child-Pugh A (1168,85 + 190,12 u/ml). Két luin
ctia nghién ctru c6 giam chi sd chdng oxy hoa va ting stress oxy hoa & BN

theo mirc d6 xo gan [42].
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Két qua nghién ctru ctia Subhani va cs (2009), chi sé6 SOD & nhom x0
gan rugu (4231 ng/ml) thip hon nhém lam dung ruou chua mic bénh gan
(5630 ng/ml) va nhém nhom chtng (7541 ng/ml), con chi s6 MDA thi nguoc
lai & nhom xo gan do rugu (6,32 nmol/ml) cao hon nhom lam dung ruou chua
mic bénh gan (5,22 nmol/ml) va nhém chimg (4,1 nmol/ml). Két ludn cua
nghién ctru c6 giam chi s chdng oxy hoa va ting stress oxy hoa & ca BN xo
gan va nguoi lam dung rugu [126].

Li va cs (2010) da thong qua sy thay doi chi sé6 SOD, GPx va MDA dé
danh gia hiéu qua diéu tri cua thudc Saponin chiét xuat tir cdy Panax
japonicus diéu trj BGDR ¢ chudt, trude diéu trj chi sb chéng oxy hoa giam,
sau diéu tri chi s6 chong oxy hoa ting 1én [80]. Saponin c6 tac dung bao vé
C4u tric va chirc ning cua ty thé bang cach ting chi sé chéng oxy hoa dé loai
bo cac gde tu do va dang oxy hoat dong.

Tac gia Maithreyi va cs (2010) nghién ctru trén 30 BN mac BGDR va
30 nguoi khoe manh, thay chi s6 MDA ting cao & nhém bénh so véi nhom
ching. Chimg t6 c6 ting san xuét gbc tir do, hd tro gia thuyét co ting stress
oxy hoa & BN miac BGDR [85].

Chen va c¢s (2011) da nghién ctru trén 17 BN xo gan do rugu va 10 BN
viém gan do rugu, cho thiy chi s6 SOD va GPx trong mau & nhom viém gan
do ruou cao hon nhom xo gan do ruou, sy khac biét c6 y nghia thong ké. Két
luan ctia nghién ctru di chi ra rang chi s6 chdng oxy hoa trong mau phu thudc
vao mirc d6 ton thuong gan [31].

Nghién ctru cua Pujar va cs (2011) trén 100 BN mac BGDR va 100
nguoi khoe manh, cho thiy giam dang ké chi s6 SOD & nhom bénh (587,22 +
190,96 1U/g Hb), khi so voi nhom chung (739,74 + 154,88 1U/g Hb), va tang
chi s6 MDA & nhom bénh (7,02 + 0,96 nmol/ml) khi so véi nhém chimg (1,97
+ 0,66 nmol/ml) véi p < 0,01, chimg t6 c6 giam enzym chdng oxy héa va ting
stress oxy hoa & BN mac BGDR [108].

Két qua nghién ctru ciia Shinde va cs (2012) tién hanh trén 40 BN méc
BGDR va 40 nguoi khoe manh, cho théy chi s6 SOD, GPx va MDA & nhom
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bénh cao hon nhom ching, su khac biét c6 ¥ nghia thong ké (p < 0,01). Chi
s6 chdng oxy hoa ting dé dap tng Véi stress oxy hoa. Piéu nay hd tro cho gia
thuyét rang peroxid hoa lipid va co ché chéng oxy ho4 giit vai trd quan trong
trong co ché bénh sinh BGDR. Day 1a co sé khoa hoc cho su phat trién liéu
phap chdng oxy hoa trong diéu tri BGDR [118].

Trong nghién ciu cua Singh va cs (2013) tién hanh trén 60 BN mac
BGDR va 20 ngudi khoe manh, cho thay chi s6 MDA ting cao déng ké &
nhom bénh so véi nhém chimg, tac gia dd nhan manh vai tro stress oxy hoa
do ruou trong ton thuong gan, ting chi sé MDA nghia 14 ting mirc d6 peroxid
hoéa lipid [122].

Nghién ctru caa Bhatt va cs (2016) da danh gia chi s6 SOD, GPx va
MDA & 30 BN viém gan do ruou va 30 nguoi khoe manh, két qua cho thiy
chi s6 chdng oxy hoa giam & BN viém gan do ruou so voi nhém chimg. Két
luan ctia nghién ctru: chi s6 chong oxy hoa giam c6 lién quan dén stress oxy
hoa hoic giam co ché chong oxy hoa & nhitng BN viém gan do rugu [22].

Qua céc nghién ctru trén ching toi nhan thiy: Cac tac gia déu khang dinh
c6 giam chi s6 chdng oxy hoa, ting stress oxy hoa va nhan manh vai trd stress
oxy hoa trong ton thuong gan do ruou. Tuy nhién Bhatt va Chen nghién ctru voi
sO lugng BN han ché. EI-Rahman chi nghién ctru trén BN xo gan, con Bhatt chi
nghién ctru trén BN viém gan. Maithreyi chi danh gia chi s6 MDA, Subhani
danh gia 2 chi s6 SOD va MDA, Shinde va Bhatt dénh gia 3 chi sd, chua tac gia
nao danh gia 4 chi sd trong d6 c6 trang thai chong oxy hoa toan phan — TAS.
Pujar khong sinh thiét gan dé danh gia chi so chong oxy hoa trong mau theo cac
giai doan xo hoa gan. Cac tac gia chua phan tich mdi lién quan gitra dic diém
1am sang va can 1am sang véi cac chi sé chéng oxy trong mau BN méc BGDR.

O Viét Nam xét nghiém chi sd trang thai chéng oxy héa toan phan —
TAS, SOD, GPx va MDA trong mau maoi trién khai tai mot vai bénh vién

tuyén Trung wong chua dugc danh gia ki ludng trén nhom BN mic BGDR.
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Chuong 2
POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciu

Nghién ctru dugce tién hanh trén 2 nhém (nhém bénh va nhém ching).

- Nhom bénh: Gom 83 BN dugc chan doan BGDR diéu tri noi tra tai
Khoa Noi tiéu hoa Bénh vién Trung wong Thai Nguyén va Khoa Noi ti€u hoa
Bénh vién Quan Y 103, tir 1/2015 dén 6/2017.

- Nhém chieng: Gém 35 sinh vién khoe manh cta Truong Pai hoc Y
Dugc Thai Nguyén, khong udng ruou, tinh nguyén tham gia vao nghién cuu.
2.1.1. Nhom bénh
2.1.1.1. Tiéu chudn lya chon

83 BN duoc chan doan BGDR theo tiéu chuan cta Hoi nghién cau
bénh gan Hoa Ky (AASLD) nam 2010 [101].

- C6 diém AUDIT tir 8 diém trd 1én (d6i v6i nam < 60 tudi), tir 4 diém
trér 1én (d6i voi nam > 60, nit gioi).

- C6 dau hiéu 1am sang cta bénh gan:

+ Viém gan c6 cac triéu chirng mét moi, chan an, cham tiéu, dau tuc ha
suon phai, vang da, gan to.

+ Xo gan c6 cac triéu ching cua hoi ching tang ap luc tinh mach cira
va hoi chiing suy té bao gan.

- C6 x€t nghiém enzym gan tang: AST tang <500 U/L, ALT tang <200
U/L. AST/ALT > 2. GGT tang cao.

- C6 két qua mod bénh hoc cia BGDR: thoai hoa phi dai té bao gan, ty
thé khéng 15, hién dién thé Mallory, thAm nhiém té bao viém trong céc tiéu
thily, ting sinh dng mat, tao td chirc xo va gan nhidm md.

- BN c6 xét nghiém dong mau du tiéu chuan dé sinh thiét gan: ty I¢

prothrombin > 70%, tiéu cau > 100 G/L.
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- BN khong c¢6 chdng chi dinh sinh thiét gan.

- BN tu nguyén tham gia vao nghién cuu.
2.1.1.2. Tiéu chuan logi trir

Loai khoi nghién ctru cac BN sau:

- Gan nhiém mé& don thuan do rugu.

- Loai trir bénh gan do: sir dung thudc, hoa chat doc hai, tic mat, ung
thu, virus viém gan B, virus viém gan C.

- BN mic cac bénh Cép tinh, man tinh khac kém theo.

- BN hut thudc 14.

- BN dang dung ché pham c6 tac dung chéng oxy hoa.

- BN ¢6 chéng chi dinh sinh thiét gan.
2.1.2. Nhom chirng

35 sinh vién nam khoe manh cua truong Pai hoc Y Duogc Thai Nguyén
khoe manh:

+ Khong nghién ruou: Piém AUDIT am tinh, khong udng rugu trude do.

+ Khong str dung ché pham c6 tac dung chdng oxy hoa.

+ Tién st ciing nhu hién tai khong mac bénh virus viém gan B, virus
viém gan C.

+ Pugc kham 1am sang k¥ ludng thdy hoan toan khée manh.

+ Puogc lam cac xét nghiém chirc nang gan trong gié1 han binh thuong.

+ Xét nghiém HBsAg am tinh, Anti HCV am tinh.

+ Khong sinh thiét gan.

+ Khéng méc cac bénh cdp tinh, man tinh, khong hat thude 14, khong tiép
xUc voi hoa chat doc hai.

+ Tinh nguyén tham gia vao nghién ctru.

Nhém chimg chon ngiu nhién chi dung dé khao sat chi s6 chéng oxy
hoa trong mau & ngudi truéng thanh khée manh, khong dung dé so sanh voi

dac diém lam sang va can lam sang cua nhom BN mic BGDR.
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2.2. Phuong phap nghién cuu
2.2.1. Thiét ké nghién ciru
- Nghién ctru mé ta, cit ngang, tién ctu, c6 nhom chimg so sanh.
2.2.2. Cdach chon méu
- C& mau: str dung cong thirc tinh ¢ mau mo ta mdt gia tri trung binh [2].
,. §*

n=2z:_.; ~
12 (e p)?

Trong do:

n: S6 BN mac BGDR can nghién cuu.

Z..o: HE s6 gidi han tin cay, voi mac tin cay 95% = Z;.,, = 1,96

1 Chi sd chéng oxy héa trung binh & BN mac BGDR udc tinh theo céc
nghién ctlru trudc.

&: Po léch chuan caa chi sé chdng oxy hoa tir nghién ctru trudc.

&: P9 chinh xac twong ddi, chon & = 0,05.

Theo nghién ctru cua Dahiru va cs (2007), trang thai chéng oxy héa
toan phan TAS ¢ nhom BGDR 14 6,11 + 1,24 mmol/g [32], thay vao cong
thirc trén chling to1 tinh dugc n = 63.

Theo nghién ctu cua Deshpande va cs (2013), chi sé6 SOD & nhém
BGDR 1a 4,00 + 0,62 U/gm/Hb [37], thay vao cong thirc trén ching toi tinh
duoc n = 37.

Theo nghién citu cta Deshpande va cs (2013), chi s6 GPx ¢ nhom
BGDR 1a 9,28 + 1,39 U/gm/Hb [37], thay vao cong thirc trén ching toi tinh
duoc n = 34.

Theo nghién ctu ciia Zore va cs (2014), chi s6 MDA ¢ nhom BGDR la
7,18 £ 1,44 nmol/ml [138], thay vao cong thirc trén ching t6i tinh dugc n = 61.

Nhu vy ¢& mau ti thiéu nhém bénh n = 63.

- Phuong phap chon mau: chon mau theo chu dich, trong qua trinh thu
thap s liéu chung t6i da chon dugc 83 BN du tiéu chuan BGDR, dbi chiéu
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v6i ¢& mau duoc tinh theo cong thuc tinh trén thi s6 lwong BN nhu vay dam
bao do tin cay.

- Nhom chirng: chon ngau nhién 35 nam sinh vién khoe manh.
2.2.3. Cac chi tiéu nghién ciru
2.2.3.1. Dic diém lam sang, cdn lim sang va chi sé TAS, SOD, GPx MDA
trong mdu bénh nhén mdéc bénh gan do rwou

* Dic diém chung:

- Tudi

- Gioi

- Thoi gian udng rugu

- Luong rugu uéng hang ngay

* Dic diém lim sang:

- Triéu ching co nang: chan an, cham ticu, roi loan tiéu hoa, dau ha
suon phai, non ra mau, di ngoai phan den.

- Tri¢u ching thuc thé: gan to, lach to, co trudng, tuan hoan bang hé.

- Triéu chtng toan than: sot, vang da, gay sht, sao mach, long ban tay
son, da xam, xuét huyét dudi da, phu.

* Pic diém cdn lim sang:

- Mot s6 chi sb sinh héa: ALT, AST, GGT, AST/ALT, bilirubin toan
phan, albumin, creatinin, glucose, cholesterol, triglycerid.

- Mot s chi sd huyét hoc: s6 lugng hong cau, s6 lugng tiéu cau, ham
lugng hemoglobin, thé tich trung binh hong cau.

- Hinh thai gan nhiém md: giot 16m, giot nho, hon hop

- Mitc d6 gan nhiém mé&: niing, trung binh, nhe

- Vung gan nhiém ma: vung 1, ving 2, ving 3

- Giai doan xo hoa gan theo phan loai Metavir: FO, F1, F2, F3, F4

- M6t s6 chi tiéu ton thuong gan do rugu: u hat md, thoai héa dang bot do

ruou, nhidm sic to, thé Mallory, ty thé khong 16, bién ddi wa toan té bao gan.
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* Dic diém chi s6 TAS, SOD, GPx, va MDA trong mdu:

- Trang thai chdng oxy héa toan phan - TAS trong mau: 83 mau bénh va 35
mau chimg.

- Chi sb chdng oxy hoa SOD trong mau: 83 mau bénh va 35 miu ching.

- Chi s chéng oxy hoa GPx trong mau: 83 mau bénh va 35 mau chimg.

- Chi s6 MDA trong mau: 83 mau bénh va 35 miu ching.
2.2.3.2. Moi lién quan giita chi s6 TAS, SOD, GPx va MDA trong mdu Vdi
dic diém lim sang, cdn lam sang

- Phén tich mdi lién quan giira chi s6 TAS, SOD, GPx va MDA trong
mau v&i mot sb triéu chirng co nang, toan than, thuc thé hay gdp: dau ha suon
phai, gan to, vang da.

- Phan tich méi lién quan giita chi sé6 TAS, SOD, GPx va MDA trong méu
VGi mot s6 chi so sinh hoa: AST, ALT, AST/ALT, GGT, bilirubin TP, albumin,
glucose.

- Phan tich méi lién quan giita chi sé TAS, SOD, GPx va MDA trong méau
véi mot s6 chi sd huyét hoc: héng cau, hemoglobin, MCV, tiéu cau.

- Phan tich mdi lién quan gifta chi sd TAS, SOD, GPx va MDA trong
mau V&i hinh thai gan nhiém m&, mac d6 gan nhiém md, ving gan nhiém md,
giai doan xo héa gan, mirc d6 xo hoa gan, giai doan cia BGDR, mot so chi
tiéu ton thuong gan do ruou va diém Child-Pugh.

- Phén tich mdi twong quan giita cac chi s6 TAS, SOD, GPx va MDA

trong mau & nhém BN mac BGDR.
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Bang 2.1. Bién so nghién citu

Tén bién s6 Loai bién
Tuoi (nam) Lién tuc
G161 (nam, nir) Nhi phan
Thoi gian uéng ruou (nam) Lién tuc
Luong rugu uéng hang ngay (ml) Lién tuc
Tri€u ching co nang (chan an, cham tiéu, roi loan tiéu hoa, | Phan loai
dau ha suon phai, non ra mau, di ngoai phan den)

Triéu ching thuc thé (gan to, lach to, co trudng, tudn hoan | Phan loai
bang h¢)

Triéu chung toan than (sét, vang da, gay sut, sao mach, long | Phan loai
ban tay son, da xam, xut huyét duéi da, phu)

AST (U/L), ALT (U/L), AST/ALT, GGT (U/L) Lién tuc
Bilirubin toan phan (umol/L) Lién tuc
Albumin (g/L) Lién tuc
Glucose (mmol/L) Lién tuc
Creatinin (umol/L) Lién tuc
Cholesterol (mmol/L) Lién tuc
Triglycerid (mmol/L) Lién tuc
Hong cau (T/L) Lién tuc
Hemoglobin (g/L) Lién tuc
MCV (fl) Lién tuc
S6 lwong tiéu cau (G/L) Lién tuc
TAS (U/ml) Lién tuc
SOD (ng/ml) Lién tuc
GPx (pg/ml) Lién tuc
MDA (mmol/l) Lién tuc
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Child-Pugh (A,B,C) Phan loai
Hinh thai gan nhiém m& (giot 16n, giot nhd, hon hop) Phan loai
Mirc d6 gan nhiém mé& (nhe, trung binh, ning) Phan loai
Vung gan nhiém m& (ving 1, ving 2, ving 3) Phan loai
Giai doan xo hoa gan (FO, F1, F2, F3, F4) Phan loai

Giai doan bénh gan do ruou (viém gan, xo hoa gan, xo gan) Phan loai

Mot sd chi tiéu ton thuong gan do ruou (U hat md, thoai hoa | Phan loai
dang bot do rugu, nhidm sic td, thé Mallory, ty thé khong 19,

bién doi ua toan té bao gan)

2.3. Phwong phap thu thap so liéu
2.3.1. Chon bénh nhin

Tat ca cac BN miac BGDR diéu trj noi trt tai khoa Noi Tiéu héa Bénh
vién Trung wong Thai Nguyén va Bénh vién Quan Y 103, nhitng sinh vién
khoée manh ctia Trudng Pai hoc Y Dugce Thai Nguyén du tiéu chuan lya chon
va khong nam trong tiéu chuan loai tri.

2.3.2. Kham lam sang

- P6i tugng nghién cttu (nhom ching va nhom bénh) duge hoi bénh va
kham 1am sang truc tiép, ti mi boi nghién ciru sinh. St dung mau bénh 4n
nghién ctru thdng nhét (phu luc 2), trong d6 ghi day du cac thong tin vé tién
str, bénh str, cac dau hiéu thim kham 14m sang noi khoa.

- Khai thac tudi: tudi cia dbi tugng nghién ctu (nhém chimg va nhoém
bénh) dugc tinh dén ndm tién hanh nghién ctru, sau d6 phan nhom tudi cach nhau
mdi 10 ndm: 30 - 39 tudi, 40 - 49 tudi, 50 - 59 tuodi, 60 - 69 tudi, va > 70 tudi.

- Khai thac tién st cua di twong nghién cu (nhém chimg va nhém
bénh): nghé nghiép, tién str nhiém virus viém gan B, virus viém gan C, tién sir

dung thuoc, tién St mac cac bénh ty mién, tién sir mac cac bénh man tinh, tién st
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hut thude 14, d6i voi nhém bénh hoi thém tién sir dung thude chéng dong trude
khi sinh thiét gan.

- Sang loc Vé str dung ruou: phong van ddi twong nghién ciu (nhom
chuing va nhom bénh) dua vao 10 cau héi AUDIT cua WHO (phu luc 1), sau
d6 tinh diém.

- Hoi vé thoi gian uéng rugu cia nhom bénh: duoc tinh tir khi bit dau
ubng rugu dén nam tién hanh nghién cuu, chia thanh cac khoang thoi gian
uéng <5nam,5—-10nam, 11 — 15 nam, > 15 nam.

- Héi vé lugng ruou udng hang ngay ctiia nhém bénh: tinh ra s6 ml BN udng
mdi ngdy, chia thanh cac mirc udng ruou < 500 ml, 500 — 1000 ml, > 1000 ml.

- Khai thac bénh st d6i tuong nghién ciru (nhom chimg va nhom bénh)
dugc khai thac day du thoi gian va hoan canh khoi phat bénh, phat hién c6
hay khong c6 céc tri¢u chiing co nang nhu chan an, cham ti€u, r6i loan tiéu
héa, dau ha suon phai, ndon ra mau, di ngoai phan den.

- Tham kham 1am sang: d6i tugng nghién ctu (nhom chimg va nhom
bénh) dugc tham kham day du, chi tiét theo mau bénh 4n théng nhat dé xac
dinh cac triéu ching toan than, thuc thé. Phat hién xem c6 hay khong c6 cac
tri¢u ching thuc thé nhu gan to, lach to, co trudng, tuan hoan bang hé. Phat
hién xem c6 hay khong c6 triéu ching toan than nhu sét, vang da, gay sut, sao
mach, long ban tay son, da xam, Xuat huyét dudi da, phu.

2.3.3. Ky thudt xét nghiém mgt sé chi sé sinh héa mdu, huyét hoc

Tién hanh trén 83 BN (nhém bénh) va 35 sinh vién khoe manh (nhom
ching). Thoi diém lay mau 14 trude 9 gior sang, chua dn sang. Trude d6 chua dugc
dung thudc diéu tri nao hoic ding ché pham nao c6 tic dung chong oxy hoa.
2.3.3.1. K¥ thudt xét nghiém mét sé chi sé sinh héa mdu

- Ly miu va bao quan: ldy 2 ml mau, bom nhe mau vao thanh éng

nghiém khong dé sui bot va tranh v& hdng cau, day chat nap tuyp, 1ac nhe 2



47

phut dé méu tron déu véi heparin. Bao quan mau & nhiét do 2 — 8°C, mau
duogc g t6i khoa sinh hoa dé xét nghiém.

- Phuong phap: sau khi tach 1dy huyét tuong, cac théng sd xét nghiém
dugc thuc hién trén may phéan tich sinh hoa tu dong dat tai khoa (Khoa Sinh
hoéa Bénh vi¢n Trung wong Thai Nguyén va Khoa Sinh hoa Bénh vién Quan
Y 103 déu st dung may Olympus AU 640 cta hing Beckman Couter - My).
Hoa chat, dich chuan va kit st dung dé xét nghiém cua hang. Hé théng tu
dong hoan toan. Cac gia tri binh thudng duoc chuan hoa theo may dang ap
dung tai khoa.

Bang 2.2. Phwong phap dinh lwong mét s6 chi so sinh héa mau

Tén xét nghiém Phuwong phap
AST (U/L) Do quang dong hoc (IFCC)
ALT (U/L) Po quang dong hoc (IFCC)
GGT (U/L) Do quang dong hoc (IFCC)
Bilirubin toan phan (umol/L) Do quang (DPD)
Creatinin (umol/L) Do quang dong hoc (Jaffe)
Glucose (mmol/L) Enzym do quang (Hexokinase)

Cholesterol toan phan (mmol/L) | Enzym do quang (Cholesterol oxidase)

Triglycerid (mmol/L) Enzym do quang (Glycerol phosphat
oxydase)
Albumin (g/L) Do quang

2.3.3.2. Ky thudt xét nghiém mét sé chi sé huyét hoc

- Ly mau va bao quan: ldy 1 ml mau, bom nhe méu vao thanh dng
nghiém c6 chéng dong bang EDTA khong dé sui bot va tranh v& hong cau, day
chat nap tuyp, 1ac nhe 2 phit dé chéng déng nhung khong gay v& hong cau. Bao
quan mau & nhiét do 2 - 8°C. Lac déu khoang 2 phut trudc khi phan tich.




48

- Phan tich cac chi s6 nhu: s6 lugng hong cau, cong thirc va sb lugng
bach cau, sé lwong tiéu cau, ham luong hemoglobin, prothrombin. St dung
may phan tich dong mau ty dong Compact Max hang Stago cua Duc (tai
Khoa Huyét hoc - Bénh vién Trung wong Thai Nguyén) va may CA 1500,
hang Sysmex, cia Nhat Ban (tai Khoa Huyét hoc - Bénh vién Quan Y 103).
Tong phan tich t& bao mau ngoai Vi bang laser bang may xét nghiém huyét
hoc tu dong Celltac F hing Nihon Kohden ctua Nhat (tai Khoa Huyét hoc -
Bénh vién Trung wong Thai Nguyén) va may Cell-Dyn 1700, cua My (tai
Khoa Huyét hoc - Bénh vién Quan Y 103). Cac gia tri binh thuong dugc
chuan hoa theo may dang ap dung tai khoa.

2.3.4. Ky thudt xét nghiém chi s6 TAS, SOD, GPx, MDA trong mdu

- Xét nghiém chi s6 SOD, GPx, TAS, MDA trong mau tién hanh trén
83 BN (nhém bénh) va 35 nguoi (nhém chirng).

- Thoi diém ldy mau: trude 9 gio sang, chua an sang. Trudc d6 chua
dugc ding thude diéu tri ndo hodc dung ché pham nao cé tac dung chdng oxy
hoa. bBa c6 dﬁy du tiéu chuén lya chon vao nghién ctru.

- L4y mau va bao quan: ldy 4 ml mau, chdng déng bang EDTA. Mau
duogc luu trit ngay trong hop lanh chuyén dung (hodc miu cho phép dé ¢ nhiét
dd phong tir 10-20 phut trude khi ly tam).

Ly tam mau 20 phit véi tdc d6 3000 vong/phit, tach huyét twong. Loai
bo cac mau bi dong, van duc va cd nhiéu vang lipid. Luu giit huyét twong & tu
lanh 4m sau 80°C cho dén khi du sb lwong miu, mang ra phan tich. Ly tdm
mau mot lan nita sau khi ra déng trude khi phén tich. Tranh 14p lai chu Ky lam
dong-ra dong.

- Sur dung phuong phap ELISA

- Nguyén tic: Khang thé dac hiéu khang véi chi s6 can xac dinh da
dugc gan ¢ day giéng. Khang thé niy s& két hop véi khang nguyén (tir mau
bénh pham hoidc dung dich chuan). Sau khi 1 va rira chi con phic hop khang
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nguyén-khang thé gin vao day giéng. Khang thé bit sau d6 duoc thém vao. St
dung khang thé bat 1a HRP (Horseradish Perosidase). Sau khi 1, rira, thém co
chat vao va doc trén may do quang phd.

- Sir dung bo kit ELISA dinh luong SOD trong huyét tuong ¢ ngudi
(Human Super Oxidase Dimutase), GPx trong huyét trong & nguoi (Human
Glutathione Peroxidase), trang thai chong oxy hoa toan phan — TAS & nguoi
(Human Total Antioxidant Satus), MDA trong huyét twong ¢ ngudi (Human
Malondialdehyde) cua hang Wkea - Trung Qudc.

- Po hép phu co chat bang may doc ELISA reader - hing Thermocycler,
cua Duc.

- Quy trinh dinh luong céc chi s6 theo hudng dan ciia nha san xuat, tién
hanh tai Trung tam nghién ctru ing dung Y Sinh Dugc hoc - Hoc vién Quan
Y. Céc budc tién hanh nhu sau:

Buée 1: Tao duong cong chuan

+ Pha lodng dung dich thir chudn theo hwéng dan cua nha san xudt
thanh dung dich TAS ¢6 nong dé 0,5 Uiml:

Tai cac giéng chuan cho vao mdi giéng 50 pl chét thir chuan da pha loang:

Giéng chuan G1 (Giéng 1 va 2): nong do 6 U/ml

Giéng chuan G2 (Giéng 3 va 4): nong do 4 U/ml

Giéng chuan G3 (Giéng 5 va 6): nong do 2 U/ml

Giéng chuan G4 (Giéng 7 va 8): nong do 1 U/m

Giéng chuan G5 (Giéng 9 va 10): nong do 0,5 U/ml

Giéng tring (blank) (giéng 11 va 12): cho thé tich nudc cat (hozc

PBS) tuong duong.

Giéng test: thém 40 pl dung dich chat thir chuan da pha lodng co
nong d6 0,5 U/ml, 10 ul dung dich mau (huyét tuong).

+ Pha lodng dung dich thir chudn theo hwong dan cua nha sdn xudt
thanh dung dich SOD ¢6 néng dé 30 ng/ml:
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Tai cac giéng chuan cho vao mdi giéng 50 pl chat thir chuan da pha
lodng v&i néng do nhu sau:
Giéng chuan G1(Giéng 1 va 2): ndng d6 360 ng/ml
Giéng chuan G2 (Giéng 3 va 4): nong do 240 ng/ml
Giéng chuan G3 (Giéng 5 va 6): nong do 120 ng/ml
Giéng chuan G4 (Giéng 7 va 8): nong do 60 ng/ml
Giéng chuan G5 (Giéng 9 va 10): nong d6 30 ng/ml
Giéng tring (blank) (giéng 11 va 12): cho thé tich nudc cat (hoic
PBS) tuong duong.
Giéng test: Thém 40 pl dung dich chét thir chuan da pha lodng co
nong do 30 ng/ml, 10 pl dung dich mau (huyét tuong).
+ Pha lodng dung dich thir chudn theo hwéng dan cua nha sdan xudt
thanh dung dich GPx c6 nong dé 15 pg/ml:
Tai cac giéng chuan cho vao mdi giéng 50 pl chat thir chuan di pha
lodng v&i nong do:
Giéng chuan G1 (Giéng 1 va 2): nong do 180 pg/ml
Giéng chuan G2 (Giéng 3 va 4): nong do 120 pg/ml
Giéng chuan G3 (Giéng 5 va 6): nong do 60 pg/ml
Giéng chuan G4 (Giéng 7 va 8): nong do 30 pg/ml
Giéng chuan G5 (Giéng 9 va 10): ndng do 15 pg/ml
Giéng trang (blank) (giéng 11 va 12): cho thé tich nudc cat (hoac
PBS) tuong duong.
Giéng test: thém 40 pl dung dich chat thir chuan da pha lodng co
nong do 15 pg/ml, 10 ul dung dich mau (huyét twong).
+ Pha lodng dung dich thir chudn theo huéng dan cua nha san xudt
thanh dung dich MDA ¢é néng dg 0,5 mmol/ml:
Tai cac giéng chuan cho vao mdi giéng 50 pl chat thir chuan da pha lodng:
Giéng chuan G1 (Giéng 1 va 2): ndng do6 6 mmol/ml
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Giéng chuan G2 (Giéng 3 va 4): ndng d6 4 mmol/ml

Giéng chuan G3 (Giéng 5 va 6): nong do 2 mmol/ml

Giéng chuan G4 (Giéng 7 va 8): ndng d6 1 mmol/ml

Giéng chuan G5 (Giéng 9 va 10): nong do 0,5 mmol/ml

Giéng tring (blank) (giéng 11 va 12): cho thé tich nudc cat (hozc

PBS) tuong duong.

Giéng mau: thém 40 pl dung dich chét thir chuan da pha lodng co
nong d6 0,5 mmol/ml, 10 pl dung dich mau (huyét tuong).

Buéc 2: Giéng trang khong cho mau va Enzym lién hop, cac budc khac
duogc thyc hién twong tu. Thém 40 pl pha lodng mau vao giéng mau, sau dé
thém 10 pl mau (pha lodng mau cudi cung 13 5 1an), luu y khong cham dau
col vao thanh va ddy giéng trong khi thém mau, sau d6 tron nhe nhang.

Buwée 3: dung mang phu 1én cac giéng, 1 trong 30 phut & 37°C.

Buéc 4: rira 5 1an bang nuéc cat, thim kho bang giay tham.

Buée 5: thém 50 ul khang thé mang HRP vao ting giéng, trir giéng trang.

Buwée 6: 1 nhu voi budce 3.

Bwoce 7: rira nhu vé1 budc 4.

Buée 8: thém 50 pl co chat Chromogen Solution A va 50 pl co chat
Chromogen Solution B vao tit ca cac giéng, ddy nap va u trong 30 phut ¢ 37°C.

Buée 9: cho 50 pl dung dich c6 acid dé két thic phan tng.

Buwdc 10: xac dinh mat do quang hoc (Optical density - OD) cua ting
giéng trong 15 phut bang may doc (ELISA reader).

- Xay dung duong cong chuan va tinh két qua theo huéng dan ctia nha
san xuat: Lay nong do chuan theo chiéu ngang, gia tri OD theo chiéu doc, vé
duong cong chuén trén gidy ké 6 vudng, tim ra ndng d6 twong tng theo gia tri
OD mau boi duong cong mau, nhan véi s6 lan pha lodng, hodc tinh theo

duong thang phuong trinh héi quy cia dudng cong chuan véi nong do chuan
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va gia trj OD, V6i gia tri OD mau trong phuong trinh, tinh ndng d6 mAu, nhan
Vv6i hé s pha lodng, két qua 1a ndng do thuc té cua mau.

- Ngudng phat hién cua bo kit

+TAS: 0,2 -8 U/ml.

+ SOD: 12 — 480 ng/ml

+ GPx: 6 - 180 pg/ml.

+ MDA: 0,3 - 7 mmol/Il
2.3.5. Thure hién sinh thiét gan

- Chi tién hanh sinh thiét gan nhom bénh.

- Thoi diém: duoc tién hanh sau khi c6 két qua xét nghiém sinh hoa,
huyét hoc, dong mau, mién dich.

- Kip thi thuat: gdm nghién ctru sinh va bac si ciia khoa Noi Tiéu hoa
cung thuc hién sinh thiét gan qua da du6i huéng dan cua siéu am.

- Chuan bi BN:

+ BN duogc kham 1am sang ti mi, kiém tra xét nghiém déng mau du tiéu
chuan, loai trir cac BN c6 chong chi dinh sinh thiét gan.

+ Pé BN khong bi chdy mau sau thu thudt nén tranh dung cac loai
thudc trudc khi sinh thiét gan: Aspirin, cac thudc khang viém khéng Steroid-
NSAIDS nhu Ibuprofen (Motrin, Advil), Naproxen (Aleve), Warfarin
(Coumadin), Ticlopidine (Ticlid), Clopidogrel (Plavix).

+ Po mach, nhiét do, huyét ap.

+ Giai thich day du cho BN vé muc dich sinh thiét gan, quy trinh thyc hién,
nguy co tai bién c6 thé xay ra, cho BN ky gidy cam két dong y sinh thiét gan trudc
khi thuc hién thu thuat.

- Chuan bi dung cu:

+ Bom va kim ti€ém, Novocain1%, lo dung mau mo gan ghi tén tudi BN
(c6 chira san dung dich Formon 10%), bong, gac, bing dinh, con lod, con 70°,

ging tay vo khuan, hop chong séc.
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+ Chung t6i dung sung sinh thiét cat tw dong Pajunk ctia e dai 12cm,
duoc lam tir hop kim nhe, stir dung nhiéu lan, tiét tring bang Cydex. Trong qua
trinh sir dung chi can thay kim Deltacut nén rat tién va dam bao an toan. o
dam sau c6 thé diéu chinh tir 15-22 mm, mau mé gan lay dugc hinh tron.

+ Kim Deltacut ding mét lan: 16G x 150 mm.

+ Gan kim vao sung sinh thiét. Lén co sung 2 1an. Thir sung sinh thiét
bang chuyén ngudng an toan nhan nut kich hoat. Lén c¢o lai nhu 1an dau, chon
do sau 22 mm.

+ Sinh thiét gan dudi huéng din cia siéu am, st dung may Aloka

Prosound 6 ctia Nhat Ban, dau do 3,5 MHz.

,

Hinh 2.1. Hinh dnh sing sinh thiét cat Pajunk cé gdn kim Deltacut ding

trong nghién cuu



Hinh 2.2. Hinh anh kip thi thudt dang tién hanh sinh thiét gan dwéi hudng

dan cua cua siéu am cho bénh nhan

: Chang® Position amd »
Valus: Change Direction _-vﬂ—::'.: s Gl & 0=
.

2 PlagMeuse 2 Spesd O 3 Start ¢

Hinh 2.3. Hinh danh kim sinh thiét trong nhu mé gan trén man hinh siéu dm

Hinh 2.4, Hinh dnh mau mé gan cua bénh nhan thu dwoc sau sinh thiét
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- Phwong phép sinh thiét: Sinh thiét gan qua da duéi huéng dan cua siéu
am. Sinh thiét gan kiéu tru-cut bang stng sinh thiét cit ty dong. Cac budc tién
hanh nhu sau:

+ Tu thé BN: nam ngira, hai tay dua 1én dau, boc 16 ving bung va nguc,
dau quay vé bén trai.

+ Test Novocain 1%

+ Siéu am bung dé xac dinh vj tri sinh thiét an toan, tranh tai mat, mach
mau 16n va duong mat én trong gan, cac tang (phdi, rudt...). Co thé cho BN
hoi nghiéng trai khi can thiét dé tao vi tri thuan loi cho sinh thiét gan. Vi tri sinh
thiét dugc chon & phan thuy VILVIIL, duong nach giira twong Gng véi vi tri nat
kich hoat chi diém tinh trang 1én co. Panh dau vi tri sinh thiét.

+ Peo gang vo khuan. Sat tring ving sinh thiét mét khoang rong 30 cm x
30 cm. Gay té da, dudi da, t6 chirc co tai Vi tri danh dau bang 2ml Novocain%.

+ Boc dau do siéu 4m bang ging v6 khuan (bén trong ging c6 gel siéu
am). Dua kim sinh thiét qua da, dudi da, co lién suon tai vj tri da danh dau
dudi huéng dan cia siéu am. Ludn quan sat dau kim va hudng di cua kim
trong qua trinh sinh thiét. Khi kim trong nhu mé gan va & vj tri an toan (tranh
mach mau, dudng mat, tai mat), gat can sang sinh thiét tir ché do an toan sang
ché d6 ban. Nhéan nut kich hoat dé thuc hién sinh thiét. Rat kim ra khoi BN,
kiém tra duong di cta kim trén siéu am, kiém tra bién chiang sém tai chd ngay
sau sinh thiét (tu mau, chay mau...). Ldy mau mo gan ra khoi kim, can than
tranh dé gay khuc. Mau mé gan dugc ¢b dinh vao dung dich Formol trung
tinh 10% giri xuéng Khoa Giai phau bénh - Bénh vién Quan Y 103 trong
vong 24 h.

+ BN duoc bang ép va dua trd lai phong, nam nghiéng phai va theo ddi.

- Theo déi sau sinh thiét:

+ Theo ddi mach, huyét ap trong 6 gio dau sau sinh thiét gan va trudc

khi BN xuét vién.
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+ BN nam bat dong nghiéng phai lién tuc trong 2 gio dau tién dé ting hiéu
qua bang ép cAm mau tai vi tri kim choc, han ché di lai trong vong 6 gio dau.

- Mb bénh hoc: miu mé gan duoc duc trong Paraffin, cit véi lat mong 5
um, dan ti€u ban, sau d6 nhuém HE (Hematoxylin va Eosin). Tiéu ban dugc doc
dudi kinh hién vi quang hoc Leica DM 1000 LED ciia Puc, c6 gan may anh,
v6i d0 phong dai tir 40 dén 1000 1an. Mau mé gan duoc danh gia boi bac sy
Khoa Giai phau bénh — Bénh vién Quan Y 103. Khi két qua khong giéng nhau
gitta 2 bac si, 2 bac si s& hdi chan véi nhau dé dua ra két luan cudi cung.

2.4. Tiéu chuin danh gia dung trong nghién ciru

- B6 cau hoi danh gia sir dung ruou cua to chuc y té thé giéi (b6 cau hoi
AUDIT - WHO), diém s6 AUDIT: tir 8 diém trd 1én (ddi véi nam < 60 tudi),
tir 4 diém tro 1én (d6i voi nam > 60, nit gidi) 1a nghién ruou [17].

- Chan doan bénh gan do ruou theo huéng din chan doan cua Hoi nghién ciu
bénh gan Hoa ky 2010 [101].

Bdng 2.3. Gid tri tham chiéu mét sé chi sé huyét hoc

Tén chi so huyét hoc Gia tri binh thwong
Hong cau (T/L) 4,20 - 6,30
Hemoglobin (g/L) 120 - 180

Tiéu cau (G/L) 140 — 440

- Xéc dinh thiéu mau khi hong cau < 4,2 T/L, Hb < 120 g/L
- Giam tiéu cau khi tiéu cau < 140 (G/L)

- MCV:

+ Hong cau to khi MCV > 100 fl

+ Hong cau binh thudng khi MCV 80 — 100 f

+ Hong cau nho khi MCV < 80 fl
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Bang 2.4. Gid tri tham chiéu mét sé chi sé sinh héa mdu

Tén xét nghiém Gia tri binh thuwong
AST (U/L) 0-40
ALT (U/L) 0-40
GGT (U/L) 11-50
Bilirubin TP (umol/L) 0- 17,1
Glucose (mmol/L) 3,9-59
Cholesterol (mmol/L) 3,9-5,2
Triglycerid (mmol/L) 0,46 - 2,3
Albumin (g/L) 35-52

- AST tang khi > 40 U/L

- ALT tang khi > 40 U/L

- GGT tang > 50 U/L

- Bilirubin TP tang khi > 17,1 umol/L

- Glucose tang khi > 5,9 mmol/L

- Cholesterol tang khi > 5,2 mmol/L

- Triglycerid tang khi > 2,3 mmol/L

- Albumin giam khi < 35 g/L

- Muc do6 tang AST, ALT, GGT chia lam 3 nhom:
+ Nhom 1: ting <2 1an
+Nhém 2: tr2 -5 lan
+ Nhom 3: > 5 1an.

- Phan loai bénh gan man tinh theo bang diém Child-Pugh




58

Bdng 2.5. Bang diém Child-Pugh

Tiéu chuan dé danh gia | 1 diém 2 diém 3 diém
Bilirubin (umol/1) <35 35-50 > 50
Albumin (g/L) > 35 28-35 <28
Prothrombin (%) > 60 40-60 <40
Hoi chiing ndo-gan Khong c6 | Tién hon mé Ho6n mé
Co trudng khéng co it nhiéu
A: 5 — 6 diém, B: 7 -9 diém, C: 10— 15 diém

- Tiéu chuan mau mo gan dat yéu cau: khong chay mau, khong hoai tir, 6
it nhat 6 khoang ctra va chiéu dai mau mo gan phai tir 1cm tro 1én [47].

- Panh gia hinh thai gan nhiém md chia lam cac nhom sau [29]:

Giot 16n: lipid chiém toan bo té bao chat cua té bao gan, déy léch hat
nhan ra ngoai vi.

Giot nho: lipid phan phdi déu trong té bao chat cua té bao gan, khong
lam thay ddi vi tri hat nhan.

Hon hop: vira nhiém mé& giot 16m, vira nhiém mé& giot nh.

- Panh gia mirc d6 gan nhiém md chia 1am cac nhom sau [72]:

Nhe: khi gan nhiém mé tur 5 — 33%.

Trung binh: khi gan nhiém ma tir 34 — 66%.

Nzng: khi gan nhiém m& > 66%.

- Panh gia vang gan nhiém md chia 1am cac nhom sau [72]:

Vung 1: quanh tinh mach trung tim tiéu thuy.

Vung 2: trung gian.

Vung 3: quanh khoang cira.

- Banh gia giai doan xo hda gan theo phan loai Metavir [50]:

FO: khong c6 xo hoa gan.

F1 (xo héa nhe): xo hda quanh xoang (c hodc khong xo hda quanh té bao).



59

F2 (xo0 hoa vira): xo hoa khoang cira, rat it cac dai xo.

F3 (x0 hoa ning): xo hda khoang cira va quanh khoang ctra, nhiéu dai xo.

F4: xo gan.

- Banh gia mtrc d§ xo hoa gan:

F > F2: x0 hoa dang ke.

F > F3: xo hoa ndng.

F4: xo gan.

- Panh gia mot sb chi tiéu tén thuong gan do rugu: u hat ma, thoai hoa
dang bot do rugu, nhiém sic t5, thé Mallory, ty thé khong 16, bién d6i ua toan
té bao gan.

2.5. Xir Iy s6 liéu

S liéu duoc thu thap bang bénh an nghién ctru, dugc ma hoa, nhap liéu
bang phan mém Epidata 3.1. S4 liéu duogc xir Iy theo phuong phap thdng ké y hoc,
Vi chuong trinh SPSS 20.0. Trong khi xir 1y s6 liéu dung cac thuat toan:

- Théng ké mo ta: cac bién dinh tinh dugc mé ta bang sb luong va ty 18
%, cac bién dinh luong dugc mé ta bang gia tri trung binh + d6 léch chuan.

- Théng ké suy luan: sy khac biét gitra 2 nhém dinh tinh dugc xac dinh
bang Chi-square test, gitta 2 bién dinh luong bang t-test.

- Véi cac phan phdi chuan: so sanh trung binh ctia 2 nhom doc 1ap bang
T-test, so sanh trung binh ctia 3 nhom doc 1ap bang phén tich phurong sai Anova.

- Véi cac phan phdi khong chuan: so sanh trung vi cia 2 nhoém doc lap
bang kiém dinh Mann-Whitney, so sanh trung vi 3 nhom doc lap bang phan
tich Kruskal-Wallis.

- PBanh gia:

+ p > 0,05: su khac biét khong c6 ¥ nghia thong ké.

+p < 0,05: sy khac biét c6 ¥ nghia théng ké.

+ p < 0,01: su khac biét rat c6 y nghia thong ké.
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- Phan tich hdi quy don bién véi cac phan phdi khéng chuan bang cach
st dung hé sb twong quan Spearman's. Sau d6 str dung bang danh gia hé sb
tuong quan dé xac dinh hai tong thé c6 twrong quan véi nhau hay khong. Néu:

Ihé s6 Spearman's| > 0,7: twong quan rat chat ché.

|hé s6 Spearman's| = 0,5 - 0,7: twong quan kha chit ché

|hé s Spearman's| = 0,3 - 0,5: twong quan muc do vira

|hé s6 Spearman's| < 0,3: twong quan it chit ché

Hé s Spearman's: dwong (>0) 1 tuong quan thuan

Hé s Spearman's: am (<0) 1 tuong quan nghich [5].
2.6. Vén dé dao dirc trong nghién ciru

BN duoc giai thich, tu van truéc khi ty nguyén tham gia nghién cuu.
Céc s6 liéu cia ca nhan trong nghién ctru déu duoc gitr bi mat. Khi BN yéu
cau khong tham gia nghién ctru thi chung t6i s& nging nghién ciru trén nhing
BN d6, nhung ho van dugc dam bao tat ca quyén loi cham soc va diéu tri. BN
dugc cham soc va diéu tri néu xay ra tai bién trong khi tham gia nghién cuu.
Céc xét nghiém khong nam trong ché do Bao hiém y té chi tra, xét nghiém chi
s6 chéng oxy hoa trong mau va doc mé bénh hoc gan do tac gia nghién cau

tra tién.



Tién hanh nghién ctru theo so dd sau:
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Nhom bénh (n=83):
- Panh gia diém s6 AUDIT
- Kham lam sang
- Xét nghiém
+ Huyét hoc, mién dich
+ Sinh héa
+ Mo bénh hec

Nhoéom chirng (n=35):
- Panh gia diém sé6 AUDIT
- Kham lam sang
- Xét nghiém chirc ning gan,
xét nghiém HBsAg, Anti HCV

Pi tiéu chuan

Xét nghiém TAS, SOD,

Tim

hiéu

mMoi lién

quan

GPx va MDA
(mhém bénh n= 83)

nghién ctru

Xét nghiém TAS, SOD,
GPx va MDA

(nhém ching n = 35)

So sanh

|

Két luan muc tiéu 2

ll

Két luan muc tiéu 1

So dé 2.1. So dé nghién ciru



62

Chuong 3
KET QUA

Qua nghién ctru 83 BN mic BGDR va 35 ngudi khoe manh ching toi
thu dugc két qua nhu sau
3.1. Pic diém 1am sang, cin lAm sang va chi s6 TAS, SOD, GPx va MDA
trong mau ¢ bénh nhin méc bénh gan do ruou

3.1.1. Pdc diém chung

3,6% 4,8%

16,9% ®30-39

¥ 40-49
M 50-59

M 60-69

31,3% 43,4% @ 57

Biéu do 3.1. Phdn bé bénh nhén theo tudi

Nhdn xét: Tudi trung binh cua BN mic BGDR 1a 51,41 + 9,69 nim, d6
tudi 40-49 hay gip chiém 43,4 %, khong c6 BN nao < 30 tudi. S BN nam 13
83, khong c6 BN nir nao.



TV IR %
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30 - 26,5%

27,1%

22,9% 22,9%

<5 nam

5-10 nam 11-20 nam >20 nam

Biéu do 3.2. Phdn bo bénh nhén theo thoi gian udng rirou

Nhén xét: BN udng rugu trén 20 nim chiém ty 1& 27,7%.

Thoi gian
udng rugu

Lwong ruo
uona hana
ngayv

> 1000 ml

500-1000 ml

<500 ml

pd

32,5%

37,3%

4

10 15 20 25 30 35

40 14 18

Biéu dé 3.3. Phdn bo bénh nhan theo lwong riou uong hang ngay

Nhén xét: BN udng lwong rugu > 1000 ml/ngay chiém ty 1¢ 37,3%.

%



3.1.2. Dic diém lam sang

Bdng 3.1. Triéu chitng co ndng ciia bénh nhdn mdc bénh gan do rwou
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Triéu chirng co ning S6 BN (n = 83) Ty 16 %
Dau ha suon phai 21 25,3
R&i loan tiéu hoa 8 9,6
Chan in 52 62,7
Cham tiéu 6 7,2
Non ra mau 18 21,7
Phan den 19 22.9

Nhdn xét: Triéu chung chan an chiém ty 1¢ 62,7%, dau ha suon phai

chiém ty 18 25,3%.

Bdng 3.2. Triéu chitng toan than ciia bénh nhdn mdc bénh gan do rwou

Triéu chirng toan than

S6 BN (n = 83)

Ty 16 %

Sot 4 4,8
Vang da 56 67,5
Gay sut 4 4.8
Sao mach 23 27,7
Long ban tay son 11 13,3
Da xam 23 27,7
Xuat huyét dudi da 7 8,4
Phu 12 14,5

Nhdn xét: Vang da 14 triéu chiing toan than hay gap chiém ty 1¢ 67,5%.
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Bdng 3.3. Triéu ching thuc thé ciia bénh nhdn mdc bénh gan do reou

Triéu chiing thuc thé S6 BN (n = 83) Ty 18 %
Gan to 52 62,7
Tuan hoan bang hé 13 15,7
Lach to 2 2,4
Co truéng 6 7,2

Nhdn xét: Gan to 14 triéu chimg thuc thé hay gip chiém ty 18 62,7%.

Bdng 3.4. Két qud xét nghiém enzym gan ciia bénh nhdn mdc bénh gan do rirou

3.1.3. Pdc diém cin lim sing

Xét nghiém enzym gan S6 BN (n = 83) Ty 18 %
<2lan 16 19,3
AST (U/L) |2-5lan 65 78,3
> 5 lan 2 2,4
X +SD 160,38 + 92 44
<2lan 64 77,1
ALT (U/L) |2-51an 19 22,9
> 5 lan 0 0
X +SD 62,93 + 37,59
<2lan 3 3,6
GGT (U/L) |2-51an 29 34,9
> 5 lan 51 61,4
X +SD 727,49 + 673,25
AST/ALT X +SD 2,99 +£2.01

Nhan xét: AST trung binh 1a 160,38 + 92,44 U/L. ALT trung binh la
62,93 + 37,59 U/L. GGT trung binh la 727,49 + 673,25 U/L. Ty 1& AST/ALT
trung binh 1a 2,99 + 2,01.
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Bang 3.5. Két qua xét nghiém sinh héa mdu cia bénh nhdan mdc bénh

gan do ruou

Chi tiéu S6BN(n=83)| Tylé%
Tang > 17,1 pmol/L S7 68,7
Bilirubin toan
. Binh thuong 26 31,3
phan (umol/L) —
X £SD 34,89 + 39,33
_ Giam < 35 g/L 46 55,4
Albumin (g/L)
Binh thuong 37 44,6
Glucose Tang > 5,9 mmol/L 47 56,6
(mmol/L) Binh thuong 36 43,4
Creatinin Tang > 111 pmol/L 9 10,8
(mmol/L) Binh thuong 74 89,2
Cholesterol Tang > 5,2 mmol/L 20 24,1
(mmol/L) Binh thuong 63 75,9
Triglycerid Tang > 2,3 mmol/L 19 22,9
(mmol/L) Binh thuong 64 77,1

Nhdén xét: Tang bilirubin toan phan chiém 68,7% va bilirubin toan phan
trung binh 1a 34,89 + 39,33 umol/L, giam albumin mau chiém 55,4%, ting
glucose chiém 56,6%, ting creatinin mau chiém 10,8%, ting cholesterol mau

chiém 24,1%, tang triglycerid mau chiém 22,9%.
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Bdng 3.6. Két qud xét nghiem mot s6 chi s6 huyét hoc ciia bénh nhdn mdc bénh

gan do ruou
Chi s6 huyét hoc So6 BN (n = 83) Ty 1B %
o Hong cau < 4,2 T/L 58 69,9
Hong cau (T/L) —
X £SD 3,61 £0,89
Huyét sic t6 | Huyét sic to < 120 g/L 42 50,6
(g/L) X +SD 113,46 + 30,09
MCV > 100 fl 40 48,2%
MCV (fl) _
X +SD 95,06 + 19,22
o Tiéu cau < 140 G/L 47 56,6%
Tiéu cau (G/L)

X +£SD

147,87 + 84,17

Nhdn xét: BN mac BGDR ¢6 s6 lugng hong cau < 4,2 T/L chiém 69,9 %,
BN luong huyét sic t6 < 120 g/L chiém 50,6%. MCV > 100 fl chiém ty 1é
48,2%, MCV trung binh 13 95,06 + 19,22 fl. BN ¢6 sb lugng tiéu cu < 140 G/L
chiém 56,6%, tiéu cau trung binh 13 147,87 + 84,17 G/L.
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'FO
J4F1
dF2

0
25,3% = F3

21,7% ®F4

Biéu dé 3.4. Phdn bo bénh nhén theo giai doan xo héa gan

Nhén xét: Xo héa gan F2 va F3 chiém ty 18 24,1% va 25,3%, xo gan
thue su va khong xo hoa gan FO chiém ty 16 14,5%. Ty 1¢ xo hoa gan dang ké
(F2 - F4) 14 63,9%.



Hinh anh tham
nhiém bach cau da
nhan trung tinh

+
Vel

Hinh 3.5. Hinh anh viém gan do ruwou (Pdng Vin T. 40 tuéi — Ma sé: TNO6)
Nhdén xét: Két qua md bénh hoc c6 gan nhiém mirc d6 ning, hinh thai nhiém
md giot 16n 1a cha yéu va ¢o 1an véi ca gan nhiém md giot nho, thim nhiém

nhiéu bach cau da nhén trung tinh.

Hinh anh cac
dai xo

- AN I\ b D A _ *Le WL

Hinh 3.6. Hinh danh xo gan do ruou (Ngé Van L. 53 tudi - Ma s6: TN49)

Nhdn xét: Két qua mo6 bénh hoc c6 gan nhiém md giot 16n va giot nhd, tham

nhiém nhiéu bach cau da nhan trung tinh, hinh thanh cc dai xo
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Bdng 3.7. Méi lién quan giira thoi gian udng rweou Véi miee dé xo héa gan

Mirc d¢ xo hoa

Xo héa dang ké

Xo hoa nang (F>

(F>F2) F3) Xo gan (F4) 0
Co Khong Co Khong Co Khong
n(%) n(%) n(%) n(%) n(%) n(%)
Thoi | <5 0 22(100) 0 22(100) 0 22(100)
gian | 5-10| 15(78,9) | 4(21,1) | 1(5,3) |18(94,7)| 1(5,3) | 18(94,7) -
uong | 11—
rwou | 20 17(89,5)| 2(10,5) | 12(63,2) | 7(36,8) | 1(5,3) | 18(94,7) | 0,001
(nam) | > 20| 21(91,3)| 2(8,7) | 20(87) | 3(13,0) | 10(43,5) | 13(56,5)
Tong so | 53(63,9) | 30(36,1)| 33(39,8) | 50(60,2)| 12(14,5) | 71(85,5)

Nhdn xét: Co sy lién quan gitra thoi gian udng rugu véi mire d§ xo hoa gan,
v6i p <0,001.

Bdng 3.8. Moi lién quan giira lwong rirou udng hang ngay V6i Mike dg xor héa gan

Mirc do xo hoa
Xo héa dang ké | Xo héa ning (F> Xo gan (F4)
(F>F2) F3) p
Co Khong Co Khong Co Khong
n(%) n(%) n(%) n(%) n(%) n(%)
Luong|< 500 2(7,4) 125(92,6) 0 27(100) 0 27(100)
ruou | 500 -
p 20(80) 5(20) 2(8) 23(92) 1(4) 24(96)
uong | 1000 <0.001
hang ’
ngay |>1000 | 31(100) 0(0) | 31(100) 0(0) |11(35,5)| 20(64,5)
(ml)
Téng sé 53(63,9) | 30(36,1) | 33(39,8)| 50(60,2) |12(14,5)| 71(85,5)

Nhdn xét: Co sy lién quan gitra luong ruou uong hang ngay voi mic do xo

hoa gan, voi p <0,001.
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Bdng 3.9. Bdc diém gan nhiém mé ciia bénh nhéin mdc bénh gan do ruou

Pic diém gan nhiém mé S6 BN (n=83) | Ty lé %
Hinh thai gan Giot I6n 14 18,2
nhiém ma Giot nho 7 9,1
(n=77) Hon hop 56 72,7
Muc dé gan Nhe 20 26
nhidm mé& Trung binh 30 39
(n=77) Ning 27 35,1
Vung gan nhiém | Ving 1 73 94,8
m& (n=77) Ving 2 55 71,4
Vung 3 56 12,7
U hat m& 5 6,0
. . Thoai hoa dang bot do ruou 70 84,3
Mot so chi tiéu ~ .
. Nhiém sac to 46 55,4
ton thuong gan .
Thé Mallory 50 60,2
do rugu T
Ty thé khéng 15 53 63,4
Bién d6i wa toan té bao gan 52 62,7

Nhdn xét: Co 77/83 BN ¢6 gan nhiém m& (chiém ty 1& 92,8%), 6 BN khong
¢6 gan nhiém md. Gan nhiém m& hdn hop chiém ty 1& 72,7%, gan nhiém m& murc
d6 trung binh chiém ty 1& 39%, gan nhiém m& ving 1 chiém ty 1& 94,8%.

Thoai héa dang bot do ruou chiém ty 1& 84,3%, ty thé khong 16 chiém
ty 1¢ 63,4%, thé Mallory chiém ty 1& 60,2%.
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3.1.4. Pdc diém chi sé chong oxy hda trong mdu
Bang 3.10. Két qud chi sé chéng oxy trong mdu Ciia nhém bénh nhén
mdc bénh gan do rwou va nhém chimg

Chi ti€éu n 95% CI Trung vi p

TAS Nhom bénh 83 12,02 - 14,06 12,89

(Uml) I Nhom ching | 35 16,25 -19,70 1804 | < 0,001

< 0,001

(g/ml) | Nhom chimg | 35 | 545,03 768,50 | 681,02

Gpy | Nhombenh | 83 | 21561-25229 | 23145

(P9/MI) | Nhom chimg | 35 | 2254630109 | 23605 | <005

<0,05

(mmol/l) Nhém Chli'ng 35 2,42 — 3,98 3,1

Nhén xét. - Trung vi trang thai chong oxy hoa toan phan - TAS trong
mau nhém bénh (12,89 U/ml) thip hon so v&i nhom ching (18,04 U/ml), sy
khac biét rat c6 ¥ nghia thong ké (p < 0,001).

- Trung vi chi s6 SOD mau ¢ nhém bénh (600,200 ng/ml) thap hon so véi
nhom chimg (681,02 ng/ml), su khac biét rat c6 y nghia thong ké (p < 0,001).

- Trung vi chi s6 GPx trong mau ¢ nhom bénh (231,45 pg/ml) thap hon so
v6i nhom chimg (236,05 pg/ml), su khac biét co ¥ nghia théng ké (p < 0,05).

- Trung vi chi s6 MDA trong mau ¢ nhom bénh (4,14 mmol/l) cao hon so
v6i nhom chimg (3,1 mmol/l), su khac biét c6 ¥ nghia thong ké (p < 0,05).
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3.2. Méi lién quan giira chi s6 TAS, SOD, GPx va MDA trong mau véi mot

s0 dac diem lam sang, can 1am sang & bénh nhan mac bénh gan do rugu

3.2.1. Méi lién quan véi diic diém chung
Badng 3.11. Moi lién quan giita chi s6 TAS, SOD, GPx va MDA trong

mau voi tUol Cua bénh nhan mdc bénh gan do ruou

TAS (U/ml) SOD (ng/ml) | GPx (pg/ml) | MDA (mmol/l)
Trung Trung Tr\l:ing Tr\l]ling
A . 0 . 0 : .
Tuoi vi é9|§ %0 p vi C(:QIL;)/O P (95% p (95% p
Cl) Cl)
30 — 39 11.38 503,81 230,82 3,06
40 — 49 548,40 231,74 208
12,23 (499,91 (209,23 ’
(10,81 — - - (3,30 -
4,25
13,44) 683,21) 252,75) )
50 - 59 >0,05 >0,05 | 223,40 | >0,05 >0,05
591,98 4,54
13,78 (192,08
26 | (12,02 (491,83- ) (3,49 —
709,51 5,05
14,38) ) 282.63) )
60-69 | 14 | 157 833,85 255,92 4,46
>70 12,89 613,29 312,34 6,07

Nhdn xét: Khong c6 mdi lién quan giita chi s6 TAS, SOD, GPx va

MDA trong méau véi tudi (p > 0,05).
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Bdng 3.12. Moi lién quan giita chi s6 TAS, SOD, GPx va MDA trong

mau Vi thoi gian uong ruou

TAS (U/ml) | sOD (ng/ml) | GPx (pg/ml) | MDA (mmol/l)
Trung Trung Trung Trung
Thoit gian N Vi P Vi Vi Vi P
ubng ruou (95% 9% | P | (9% | P | (95%
Cl) Cl) Cl) Cl)
12,55 557,45 235,7 419
11 482,87 221 ’
<5nam | 22 | B0 (4828 (221,09 (3,42 —
4,63
13,70) 648,75) 290,78) )
12,23 659,07 192,08 3.49
5 (10,13 (507,82 (178,02 !
5-10 nam | 19 (2,15 -
4,64)
17,41) | 0.05 780,05) | | 0.05 301,42) | 0.05 > 0,05
13,79 604,73 240,66 3.79
11-2 11,91 43,74 220,07 ’
: 0 19 (11,9 (543, (220,0 (301
nam — — -
: 4,14)
17,18) 887,65) 275,67)
14,03 600,86 235,25 5 05
) (11,53 (503,98 (210,21 !
>20nam | 23 (3,96 —
5,57
14,56) 708,67) 264,39) )

Nhdn xét: Khong cd6 méi lién quan gitta chi s6 TAS, SOD, GPx va

MDA trong méau véi thoi gian udng rugu (p > 0,05).
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Bdng 3.13. Moi lién quan giita chi s6 TAS, SOD, GPx va MDA trong

mdu VGi lwong rieou uong hang ngay

TAS (U/ml) | sOD (ng/ml) GPx (pg/ml) | MDA (mmol/l)
Luong Tr\l]ling Trung Trung vi Tr\l,ling
J : . 0 0 :
e 0 | PO PP |
8 Reay o)) o))
11,62 565,52 233,12 4,07
10,45 493,20 221,09 3,38 —
<s0oml | 27 | ( ( (
- - - 4,49)
13,47) 631,34) 269,22)
13,79 718,95 215,61 113
500— | . | (1208 |5 05| (50782 | 505 | (18140 | 505 (3’13_ > 005
1000 ml - - - !
4,53)
17,41) 780,05) 301,42)
14,03 583,10 235 25 474
12,02 535,44 ! !
> 1000mi | 31 | ¢ ( (210,21 (3,57 —
272,33 5,21
15,11) 697,16) ) )

Nhén xét: Khong c6 mdi lién quan giira chi sé TAS, SOD, GPx va

MDA trong méau véi luong rugu uéng hang ngay (p > 0,05).
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3.2.2. Méi lién quan véi diic diém lim sang
Bang 3.14. Méi lién quan giita trang théi chong oxy héa toan phdn -

TAS (U/ml) trong mau voi triéu chirng lam sang hay gap

TAS (U/ml)

N 95 % CI Trung vi p
Tri¢u chirng co nan

Khong 62 | 1153-1397 | 12,69

DPau ha suon phai > 0,05
Co 21 | 11,24 -16,14 13,92
Khon 27 11,52 -154 12,32

Vang da ° > 0,05
Co 56 | 11,62 14,06 12,94
Khong 31 | 12,32-1528 | 1317

Gan to > 0,05
Co 52 | 11,53-13,92 12,23

Nhdn xét: Khong c6 mbi lién quan giita trang thai chéng oxy héa toan
phan - TAS trong mau voi tridu chting 1am sang hay gip ¢ nhom BN mac
BGDR (p > 0,05).

Bang 3.15. Moi lién quan giiza chi sé SOD (ng/ml) trong mdu Véi triéu

chung lam sang hay gap
SOD (ng/ml)
N 95 % ClI Trung vi p
Tri€¢u ching co na
i Khong 62 | 547,42 - 709,40 | 623,59
Dau ha suon phai < 0,05
Co 21 | 453,98 - 613,29 | 490,61
Khon 27 | 525,07 -7335 | 659,07
Vang da ° > 0,05
Co 56 | 513,99 — 637,99 | 574,83
Khon 31 | 535,44 709,51 | 613,29
Gan to s > 0,05
Co 52 | 494,44 - 677,99 | 574,83

Nhdn xét: Trung vi chi s6 SOD trong mau ¢ nhom cé dau ha sudn phai
(490,6 ng/ml) thap hon so v6i nhom khong dau ha suon phai (623,59 ng/ml),
su khéc biét co ¥ nghia théng ké (p < 0,05). Khong c¢6 mébi lién quan gitra chi
s6 SOD trong mau Véi triéu chimg vang da va gan to (p > 0,05).
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Bang 3.16. Méi lién quan giira chi sé GPx (pg/ml) trong mdu Véi triéu

chung lam sang hay gap
GPx (pg/mi Trun
(po/mi) N 95 % ClI 8 p
Tri€u chirng co na vi
| Khong 62 | 220,58 —286,48 | 239,97
Pau ha suon phai < 0,05
Co 21 | 180,64 — 235,25 | 208,42
Khong 27 1191,82-301,19 | 230,09
Vang da > 0,05
Co 56 |216,71—-253,33 | 235,94
Khong 31 | 211,38—256,55 | 235,25
Gan to >0,05
Co 52 [211,99-263,81 | 230,99

Nhdn xét: Trung vi chi sé GPx trong mau ¢ nhom c6 dau ha suon phai
(208,42 pg/ml), thap hon so véi nhom khong cé tridu ching dau ha suon phai
(239,97 pg/ml), su khac biét c6 ¥ nghia théng ké (p < 0,05). Khong c6 méi lién
quan giira chi s6 GPx trong mau Vi triéu chimg vang da va gan to (p > 0,05).

Bdng 3.17. Moi lién quan giiza chi s6 MDA (mmol/l) trong mdu Véi

trieu chirng lam sang hay gap

MDA (mmol/l)
N N 95% CIl | Trung vi p

Tri€u chuing co nang
Khon 62 | 3,79-4,70 4,15

Dau ha suon phai 8 >0,05
Co 21 | 3,01-4,70 3,96
Khon 27 | 3,21-4,22 3,96

Vang da e >0,05
Co 56 | 3,81-4,75 4,48
Khong 31 | 4,15-5,58 4,76

Gan to <0,05
Co 52 | 3,21-4,22 3,82

Nhdn xét: Trung vi chi s6 MDA trong méu ¢ nhém c6 gan to (3,82 mmol/l)
thép hon nhém khong c6 triéu chung gan to (4,76 mmol/l), sy khéc biét c6 y
nghia thong ké (p < 0,05). Khong c6 méi lién quan giira chi s6 MDA trong mau
véi triéu ching dau ha suon phai va vang da (p > 0,05).
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3.2.3. Moi lién quan véi dac diém cdn lam sang

Bang 3.18. Méi lién quan giita trang théi chong oxy héa toan phdn -

TAS (U/ml) trong méu véi mét s6 chi s6 sinh héa mdu

TAS (U/ml) Trung
R S N 95 % ClI . p
Chi s0 sinh hoa vi
Bilirubi‘n Tang>17,1 ymol/L | 57 | 11,53-14,03 | 12,89 > 0.05
toan phan Binh thuong 26 | 11,52-16,05 | 13,01 ’
Albumin Giam < 35 g/L 46 | 11,56-13,79 | 1288 | . 0,05
Binh thuong 37 | 11,78 -15,07 | 14,03
Glucose Tang>5,9 mmol/L | 47 | 119-14,03 | 12,78 | 0.05
Binh thuong 36 | 11,30-15,52 | 12,94

Nhdn xét: Trung vi TAS trong mau & nhom c6 gidm albumin (12,88

U/ml) thap hon so véi nhom khong giam albumin (14,03 U/ml), su khac biét
c¢6 y nghia théng ké (p < 0,05).

Bang 3.19. M lién quan giia chi sé SOD (ng/ml) trong mdu Véi mét

sO chi so sinh hoa mau

SOD (ng/ml)
. N 95 % CI Trung vi p
Chi s0 sinh hoa
Bilirubin | Tang > 17,1 pmol/L | 57 | 506,06 - 637,99 | 54938 | g os
toan phén Binh thuong 26 | 566,21 — 824,07 707,44
Giam < 35 ¢/L 46 |513,99 -631,34 574,83
Albumin am=c-8 >0,05
Binh thuong 37 504,11 -742,01 637,99
Tang > 5,9 mmol/L | 47 | 520,17 -613,93 | 566,21
Glucose 8 >0,05
Binh thuong 36 | 504,11 — 724,98 677,39

Nhdn xét: Khong c¢6 méi lién quan giira chi sé6 SOD trong mau véi mot sd chi

s6 sinh hoa mau (p > 0,05).
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Bang 3.20. Méi lién quan giira chi sé GPx (pg/ml) trong mdu véi mot

sO chi so sinh hoa mau

Chi s sinh hoa ePx pgfm) N 9% Cl Trung vi b
Bilirubin | Tang > 17,1 pmol/L | 57 | 221,09-253,33 | 23525 | 0,05
toan phan | Binh thuong 26 179,99 —301,19 | 214,25
Albumin | Gidam <35 g/L 46 |221,54-27593 | 23594 | 0,05
Binh thuong 37 | 194,37 —255,28 | 215,61
Glucose Tang > 5,9 mmol/L | 47 | 200,91 — 241,55 221,09
Binh thuong 36 |229,65 —301,31 | 245,09 > 0,05

Nhén xét: Khong c¢6 mdi lién quan giita chi s6 GPX trong mau Vai cac

chi s6 sinh h6a mau (p > 0,05).

Bang 3.21. Méi lién quan giira chi s6 MDA (mmol/l) trong mdu Véi mét

sO chi so sinh hoa mau.

Chi sb sinh hoa MDA (mmolt) " B % Cl | Trung vi P
Bilirubin | Tang>17,1 pmol/L | 57 | 350-4,71 | 4,16
toan phan | Binh thuong 26 |3,21-498 | 4,07 > 0.05
Albumin | Giam <35 g/L 46 415-495 [ 462 | 005
Binh thuong 37 [3,13-398 | 349
Glucose Téng > 5,9 mmol/L 47 1360-471 | 413
Binh thuong 36 |3,40-4,66 | 4,15 > 0.05

Nhdén xét: Trung vi chi s6 MDA trong mau & nhom giam albumin (4,62

mmol/l) cao hon so véi nhom khong giam albumin (3,49 mmol/l), su khac

biét c6 ¥ nghia théng ké (p < 0,05). Khong co6 mdi lién quan giita chi s6 MDA

trong mau Véi bilirubin toan phan va glucose (p > 0,05).
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Bang 3.22. Méi lién quan giita trang théi chong oxy héa toan phan -

TAS (U/ml) trong mau voi enzym gan

TAS (U/mi) n 95 % CI Trung vi p
Enzym gan

<2 1an 16 | 10,03-13,79 | 11,34

AST (UIL) | 2.5 14n 65 | 1223-1492 | 1317 |>005
> 5 lan 2 - 10,02

ALT (UL) | <2 1§m 64 | 11,62-14,11 | 1283 |05
2-5 14n 19 | 11,42-16,90 | 13,17
<2 1an 3 - 12,89

GGT (UIL) | 5.5 1an 29 | 1046-13,79 | 12,02 |>0.05
> 5 lan 51 | 12,23-14,38 | 13,76

Nhdn xét: Khong c6 mbi lién quan gitra trang thai chéng oxy héa toan
phan - TAS trong mau véi enzym gan (p > 0,05).
Bang 3.23. Moi lién quan giiza chi sé6 SOD (ng/ml) trong mdu Véi

enzym gan
SOD (ng/ml)
n 95 % CI Trung vi p
Enzym gan
<2 lan 16 | 484,77 — 827,17 | 557,45
AST (U/L) 2-5 lan 65 | 540,24 — 695,71 | 609,18 | >0,05
>5 lan 2 - 503,24
<2 lan 64 | 547,42 —-69571 | 600,53
ALT (U/L) . > 0,05
2-5 lan 19 | 467,37 — 780,05 | 507,82
<2 lan 3 - 695,71
GGT (U/L) |2-51an 29 524,72 -780,05 | 583,10 | >0,05
>5 1an 51 | 506,07 — 653,91 | 566,21

Nhén xét: Khong c6 mbi lién quan giita chi s6 SOD trong mau véi

enzym gan (p > 0,05).
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enzym gan
GPx (pgiml) | 9596 Cl | Irung|
Enzym gan vi
<214n | 16 | 208,42 - 335,67 | 231,74
AST (UL) 2-51an | 65 | 212,10 — 254,97 | 231,45 | > 0,05
> 5 lan 2 - 232,21
ALT (UIL) <2lin | 642215427233 | 23745| _
2-514n | 19 | 179,99 — 239,28 | 200,91 |
<214n 3 ] 293,52
GGT (UL) 2-51an | 29 | 204,73 - 236,76 | 221,09 | > 0,05
> 5 lan 51 | 215,61 — 255,28 | 236,63

Nhdn xét: Trung vi chi s6 GPx trong mau ¢ nhom ALT ting 2-5 lan
(200,91 pg/ml) thap hon so vi nhém ALT < 2 lan (237,45 pg/ml), su khéc
biét c6 y nghia thdng ké (p < 0,05). Khong c6 mdi lién quan giira chi s GPx
trong mau vaoi enzym AST va GGT (p > 0,05).

Bang 3.25. Méi lién quan giira chi sé MDA (mmol/l) trong mdu véi

enzym gan
MDA (mmol/) | 95061 | Trungvi|  p
Enzym gan
<2 lan 16 |3,96-524 | 4,57
AST (U/L) 2-5 lan 65 | 3,40—4,55 | 4,13 > 0,05
>5 lan 2 - 2,97
<2 14n 64 |4,13-4,76 | 4,48
ALT (UL) 2-5 In 19 1228334 | 308 | ~O%
<2 lan 3 - 6,07
GGT (U/L) 2-5 lan 29 |3,96-4,87 | 4,22 > 0,05
>5 lan 51 1333-432| 381

Nhén xét: Trung vi chi s6 MDA trong mau & nhom ALT ting 2-5 lan
(3,08 mmol/l) thap hon so véi nhém ALT ting < 2 lan (4,48 mmol/1), sy khac
biét c6 y nghia théng ké (p < 0,05). Khong c6 mdi lién quan giira chi sé MDA
trong mau vaoi AST va GGT (p > 0,05).
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Bang 3.26. Méi twong quan gitra TAS, SOD, GPX va MDA trong mdu
Vé6i enzym gan, i 16 AST/ALT, GGT, bilirubin todan phan

TAS (U/ml) | TAS SOD GPx MDA
Uiml) 1 (ng/mit) | (pg/ml) | (mmol)

Hé s Spearman's | 0,070 - 0,09 0,001 - 0,219

AST(U/L) p > 0,05 > 0,05 > 0,05 < 0,05
n 83 83 83 83

Hé s6 Spearman's | 0,073 | -0,124 | 0,020 0,147

AST/ALT p > 0,05 > 0,05 > 0,05 > 0,05
n 83 83 83 83

Hé s6 Spearman's | 0,050 | -0,047 | 0,007 | -0,225

GGT(U/L) D >005 | >005 | >005 | <005
n 83 83 83 83

Bilirubin | Hé so Spearman's | - 0,050 | - 0,060 0,115 0,160

TP p > 0,05 > 0,05 > 0,05 > 0,05

(umol/L)

n 83 83 83 83

Nhdn xét. Chi s6 MDA trong méau quan nghich mutc d6 yéu voi AST (r=- 0,219,
p <0,05), MDA tuong quan nghich mirc d6 yéu véi GGT (r = - 0,225, p < 0,05).



83

10.00-

5.00]

5.00-

MDA..............

4.00-]

2.00-

.00

y=-0,16x+5,118, v&ip <0,01

T
150.0

T
200.0

Biéu doé 3.5. Méi tiwong quan gitta ALT véi MDA

R2 Linear =0.103

Nhdn xét. Co sy tuong quan nghich mirc do vira gitta ting chi sd6 MDA
v6i giam ALT trong mau (r = - 0,395, p < 0,01). Phuong trinh hdi quy:

=-0,16 x + 5,118.

Bang 3.27. Méi twong quan giiza TAS, SOD, GPX va MDA trong mdu

Vo1 mot s6 chi s6 huyét hoc

Chi s6 chong oxy hoa

TAS

(U/ml) SOD GPx MDA
Chi s6 huyét hoc (ng/ml) | (pg/ml) | (mmol/l)
Hdng Hé so Spearman's 0,081 0,074 | -0,155 | -0,291
cau 0 >0,05 | >005 [ >005 | <0,05
(T/L) n 83 83 83 83
Huyét Hé sH Spearman’ s 0,124 0,113 - 0,093 - 0,196
S4C th 0 >005 | >005 | >005 | >0,05
(/L) n 83 83 83 83
Hé s6 Spearman’ s 0,103 0,110 0,147 0,209
MCV(fl) p >0,05 | >0,05 > 0,05 > 0,05
n 83 83 83 83
s HE s6 Spearman' s 0,153 0,087 -0,113 | -0,166
Tieu cau 0 >005 | >0,05 | >0,05 | >0,05
(G/L)
n 83 83 83 83
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Nhdén xét: MDA tuong quan nghich mtrc d6 yéu véi hong cau (r = - 0,291,

p < 0,05). Khong c6 mbi twong quan giita TAS, SOD va GPx Véi cac chi s6
huyét hoc (p > 0,05).

Badng 3.28. Moi lién quan giita chi s6 TAS, SOD, GPx va MDA trong

mau voi chi tiéu gan nhiém mo

TAS (U/ml) SOD (ng/ml) GPx (pg/ml) MDA (mmol/l)
Chi tiéu ;
run
gan Trung vi Trung vi _ s Trung vi
. n p n p n (vi(95%| p n p
nhiém (95%CI) (95%ClI) cn (95%Cl)
mo
Khong
R 11,7 652,63 204,73 4,05
nhiém | 6 6 6
N (-) (-) (-)
mo
1oog [>005 >0,05 |23525 |50,05 > 0,05
Co ’ 583,10 (221,09 4,15
nhidgm |77 | (12,12 77 |(535,44 — 7 77 | (3,62
N 14,03
md ) 656,63) 253,33) 4,60)

Nhén xét: Khong c6 mbi lién quan giira chi s6 TAS, SOD, GPx va MDA
trong méu véi chi tiéu gan nhiém m& (p > 0,05).
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Bang 3.29. Méi lién quan gitra TAS (UIml) trong mdu véi dic diém gan

nhiém mo
TAS (U/ml)
i = n 95% CI Trung vi p
Pac diem nhieém m
Hinh tha; | Giot lon 14 | 998—16,14 | 13,06
gan Giot nho 7| 932-17,41 1152 | 5005
NIEM MO 1150 hop 56 | 12,02 14,25 | 13,15
(n=77)
Mac do_ | Nhe 20 [1045-1553 | 12,65
gan | Trung binh 30 [11,06-1504 | 1315 | 5005
NRIEM MG | Nang 27 | 1153-1502 | 12,78
(n=77)
C6 73 [1232-1411 | 1317
Vung 1 < 0,05
Khong 4 - 9,99
Viing gan e 55 [1107-1438 | 1317 |
- x ~ | Vun :
nhigmmé | VERE S 22 [1045-1492 | 1228
(n=77) .
Co 56 |12,02— 1411 | 1315
Vung 3 > 0,05
Khong 21 [1045-1497 | 12.32

Nhdn xét: Trung vi TAS trong mau & nhém c6 gan nhiém mé& vung 1
(13,17 U/ml) cao hon so véi nhém khong cé gan nhiém m& vung 1 (9,99
U/ml), su khéac biét c6 ¥ nghia thong ké (p < 0,05). Khong c¢6 mdi lién quan
gitra trang thai chong oxy hoa toan phan - TAS trong mau véi hinh thai va

muc do gan nhiém mé& (p > 0,05).
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Bang 3.30. Méi lién quan giira chi sé SOD (ng/ml) trong mdu Véi ddc

diém gan nhiém mé

SOD (ng/ml)
§ ~ n 959 CI Trung vi p
Pac diem nhiem m
Hinh thai | C'otlon 14 | 459,06 - 887,65 | 612,64
gan nhidm | Glotnho 7 | 427,7-872,0 | 50598 |>0,05
m& (n=77) | Hon hop 56 | 535,44 — 665,98 | 591,65
h 2 _ 7.02
Mitc do gan | 08 0 | 459,06 - 824,07 | 537,0
nhidm mg | Trung binh 30 | 513,15-724,98 | 606,75 |>0,05
(n=77) | Nang 27 | 531,51 648,75 | 583,10
Co 73 | 53544 671,14 | 600,20
Vung 1 > 0,05
Khong | 4 - 487,10
Vinggan | Co 55 | 540,24 69643 | 600,86
nhidmmg | Yung 2 — > 0,05
(1=77) Khong | 22 | 459,06 — 781,66 | 527,62
n:
Cé 56 | 540,24 — 644,94 | 591,65
Vung 3 _ > 0,05
Khong | 21 | 490,61 824,07 | 566,21

Nhdn xét: Khong c¢6 mdi lién quan giira chi s6 SOD trong mau véi dic

diém gan nhiém m& (p > 0,05).
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Bang 3.31. Méi lién quan giira chi sé GPx (pg/ml) trong mdu Véi dic

diém gan nhiém mé

GPx (pg/ml)
DPic diém nhiémms n 95 % Cl Trung vi P
Hinh thai | Giot I6n 14 | 180,64-369,15 | 22521
gan nhim | Giot nhé 7 | 189,09-23928 | 230,19 |>0,05
m& (n=77) | Hn hop 56 | 221,32-26922 | 23594
Mutc d | Nhe 20 | 180,64-301,19 | 21814
gan nhidm | Trung binh 30 | 230,09-30142 | 2471 |>005
m& (n=77) | Nang 27 | 211.35-264,08 | 230,53
Co 73 | 216,71-253,19 | 23312
Vung 1 Khong 2 - 260.92 > 0,05
Vung gan Co 55 | 221,54-269.22 | 236,63 |+ g s
nhiemmg | Ving 2 1y S 2 | 180,64- 272,33 | 218,14 ’
(n=77) Co 56 | 221,00-26922 | 23594 | 05
vong3 [y iong | 21 | 186,74-301,19 | 230,19 ’

Nhdn xét: Khong c6 méi lién quan giira chi sé GPx trong mau véi dic

diém gan nhiém m& (p > 0,05).
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Bang 3.32. Méi lién quan giira chi sé MDA (mmol/l) trong mdu véi ddc

diém gan nhiém mé

MDA (mmol/l)
., = n 95 % CI Trung vi p
Pac diem nhiem mo
i g | Gletlon 14 | 214-521 3,47
gan nhigm | Giot nho 7 | 122-40 1,56 < 0,05
m& (n=77) | Hon hop 56 | 3,93-4,95 4,54
h 20 | 1,74-4,09 07
Mite do gan | ¢ 0 30
Ahidm mé& Trung binh 30 | 3,95-4,74 4,26 <0,05
(n=77) | Nang 27 | 3,34-545 4,74
Co 73 | 3,66-4,71 4,22
Vung 1 > 0,05
Khong 4 - 2,92
Vung gan Ve 2 Co 55 | 4,10 -4,76 4,55 0.0
X ~ un <0,
nhicm mé 5% IKnong | 22 | 1.91-381 | 307
(n=77) .
Co 56 | 4,06 4,85 4,54
Vung 3 < 0,05
Khoéng 21 | 2,05-4,13 3,13

Nhdn xét. Trung vi chi s6 MDA trong méu & nhém gan nhiém m& giot nho
(1,56 mmol/l), thip hon so véi gan nhiém mé& giot 16m (3,47 mmol/l) va gan nhiém
m& hdn hop (4,54 mmol/l), sy khac biét ¢ y nghia thong ké (p < 0,05).

- Trung vi chi s6 MDA trong mau ¢ nhém cé gan nhiém md ving 2
(4,55 mmol/l) va ving 3 (4,54 mmol/l), cao hon nhém khong c6 nhiém md
gan vung 2 (3,07 mmol/l) va vung 3 (3,13 mmol/l), sy khac biét c6 y nghia
thong ké (p < 0,05).
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- Trung vi chi s6 MDA trong méau & nhém gan nhiém m& gan (4,74

nhe (3,07 mmol/l), su khac biét c6 ¥ nghia théng ké (p < 0,05).

Bang 3.33. Moi lién quan giita chi s6 TAS, SOD, GPx va MDA trong

madu voi chi tiéu xo hoa gan

mmol/l) cao hon so véi nhém gan nhiém mé& vira (4,26 mmol/l) va gan nhiém mé&

TAS (U/ml) GPx (pg/ml) SOD (ng/ml) MDA (mmol/I)
Chi tiéu . . ' Trung vi
Trung vi Trung vi Trung vi
X0 hoa p n p n P ni| (9% | p
(95% CI) (95% CI) (95% ClI
gan Cl)
Khong c6 12,67 230,77 505,12 4,26
xo hoa (11,16 — 12 | (209,17- 12 |(446,52- 12| (3,3-
(FO) 13,76) 335,67) 636,73) 4,88)
> 0,05 > 0,05 > 0,05 >0,05
C6 xo ho3 12,89 23312 604,73 413
(F1, F2, (11,72 - 71| (212,1- 71 | (548 4- 71| (3,60 -
F3, F4) 14,38) 252,29) 697,16) 4,62)

Nhdn xét: Khong c6 mbi lién quan giira chi s6 TAS, SOD, GPx va MDA

trong mau véi xo hoa gan (p > 0,05).
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Bdng 3.34. Méi lién quan giita chi s6 TAS, SOD, GPx va MDA trong

madu voi giai doan xo hoa gan

TAS (U/ml) SOD (ng/ml) GPx (pg/ml) | MDA (mmol/l)
s)l;ll i Trung vi ; Trung vi - Trung vi - Trung vi ,
x0 hoa (95% ClI) (95% CI) (95% CI) (95% CI)
gan
15,22 737,46 217,84 414 (3.13
F2 |20 | (11,77 - (616,40 — (186,56 — i . 53’)
17,83) 979,55) 334,51) !
12,61 581,60 235,25 4,6
F3 |21 | (11,53- |>0.05| (484,83 <0.05/ (200,91 |>0.05] (334- |>0,05
15,96) 774,53) 272,33) 5,23)
14,05 570,55 236,92 49 (353
F4 |12 | (1153- (503,98 — (199,72 — ! ; 6’7)
14,64) 683,21) 374,4) !

Nhdn xét. Trung vi chi s6 SOD trong mau ¢ nhém xo héa gan F2
(737,46ng/ml) cao hon so véi xo hda gan F3 va F4 (581,60 ng/ml; 570,55 ng/ml),

su khac biét co y nghia thong ké (p < 0,05). Khéng c6 mdi lién quan gitra chi so

TAS, GPx va MDA trong mau véi giai doan xo hda gan (p > 0,05).




Bdng 3.35.Méi lién quan gitia chi sé TAS, SOD, GPx va MDA trong
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mdu voi cdc giai dogn cua bénh gan do ruou

TAS (U/ml) SOD (ng/ml) GPx (pg/ml) MDA (mmol/l)
Trung vi Trung
Giai doan Trung vi Trung vi _
n n p n | (95% p n |vi(95%| p
bénh (95% CI) (95% ClI)
Cl) Cl)
230,77
| 12,67 505,12 909.17 4,26
Viém gan 11.15 (209,
(<) 12 | (11,15 12 | (428,14- 12 12 | 33-
13,76
) 648,75) 335,67) 5,21)
233,12
Xo hoa 12,87 609,18 (200,74 4.0
gan | 59 | (11,53 |7 005 59 |(557,45 > 0.05 59 | 11> 0.05 59 | (3.4 [>0.05
(F1,F2,F3) 14,92) 721,97) 4,28)
251,30)
236,92
14,05 570,55 4,9
Xo gan (204,07
(F4) 12 | (10,6 - 12 ((508,99 — 12 12 | (3,96-
14,66) 683,21) 5,67)
360,17)

Nhén xét: Khong c6 mdi lién quan giita chi s6 TAS, SOD, GPx va MDA

trong mau voi cac giai doan ciia BGDR (p > 0,05).
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Bdng 3.36. Méi lién quan giita chi s6 TAS, SOD, GPx va MDA trong
mdu véi diém Child-Pugh

TAS (U/ml) SOD (ng/ml) GPx (pg/ml) MDA (mmol/l)
Child- Trung vi Trung vi Trung vi Trung vi
n p p | n p | n p
Pugh (95% CI) (95% CI) (95% CI) (95% CI)
14,06 683,21 230,19 3,96
A |47 | (12,13- 47 (565,52 — 47 | (206,08 — 47 | (3,34-
15,28) 742,01) 250,90) 4,19)
12,70 548,40 230,99 4,58
(11,30 |<005 > 0,05 > 0,05 > 0,05
B |34 ! 34 | (506,13- 34| (212,10- 34 | (3,93 -
13,17) 613,29) 272,33) 4,76)
2 | 10,14 684,67 284,88 3,71
C 2 2
(-) (-) (-) (-)

Nhdén xét: Trang thai chong oxy hoa toan phan - TAS trong mau c6 lién quan

v6i diém Child-Pugh: Trung vi TAS trong mau ¢ nhom Child-Pugh A (14,06
U/ml) cao hon Child-Pugh B (12,70 U/ml) va Child-Pugh C (10,14 U/ml) vdi
p <0,05.
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Bang 3.37. Méi lién quan giira TAS (U/ml) trong mdu véi mét sé chi

tiéu ton thiong gan do rieou hay gdp

TAS (U/ml) Trung
2 n 95 % CI p
Chi tiéu ton thwong vi

Khong | 13 | 11,16-13,92 | 13,13

Thoai héa dang bot do ruou >0,05
Co 70 | 11,78-14,38 | 12,88
i Khéng | 33 | 11,16 -15,52 | 12,23

Thé Mallory > 0,05
Co 50 | 12,11-14,38 | 13,73
. Khéng | 30 | 11,11-13,73 | 12,61

Ty thé khong 16 >0,05
Co 53 | 11,91-1492 | 13,79

Nhdn xét: Khong c6 mdi lién quan gitra trang thai chdng oxy hoa toan phan -

TAS trong mau véi mot sb chi tiéu ton thuong gan do rwou hay gip (p > 0,05).
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Bang 3.38. Méi lién quan giira chi sé SOD (ng/ml) trong mdu véi mét

S6 Chi tiéu ton thwong gan do ruou hay gdp

SOD (ng/ml) .
oz n 95 % CI Trung vi p
Chi tiéu ton thwong
Thodi hoa dang | Khong | 13 | 466,79-63747 | 505 13 008
botdoruou | Co 70 | 94742-69716 | 602 9o !
; Khong | 33 | 566.39-87200 | 75498
Theé Mallory Cé 50 506,74 - 613,61 557 45 < 0,05
Ty thé khéng 16 | Khong | 30 | 493,56-61329 | 513 99
Co c3 | 57413-72190 | gegg7 | OO

Nhdn xét: Trung vi chi sé SOD trong mau & nhom cé thé Mallory
(557,45ng/ml) thap hon so v&i nhom khong c6 thé Mallory (724,98 ng/ml), su
khac biét c6 ¥ nghia théng ké (p < 0,05). Khong c6 mbi lién quan gitra chi sd
SOD trong méu Véi thoai hoa dang bot do rugu va ty thé khong 16 (p > 0,05).
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Bang 3.39. Méi lién quan giira chi sé GPx (pg/ml) trong mdu véi mét

S6 Chi tiéu ton thwong gan do ruou hay gdp

GPx (pg/ml Trun
X (pg/mi) n 95 % ClI 8 p
Chi tiéu ton thwong vi
Khéng | 13 | 216,71 - 335,67 | 231,45
Thoai héa dang bot do ruou s >0,05
Co 70 | 211,99 — 252,29 | 231,83
. Khoéng | 33 | 191,82 -326,33 | 230,19
Thé Mallory : s > 0,05
Co S50 | 216,71 252,75 | 232,29
Ty thé khong 16 Khong | 30 | 209,17 -239,28 | 230,90 | 0.05
Co 53 | 212,06 — 275,67 | 235,25

Nhdn xét: Khong c6 mbi lién quan giira chi sé GPX trong mau véi mot

s6 chi tiéu ton thuong gan do ruou hay gap (p > 0,05).

Bang 3.40. Méi lién quan giita chi s6 MDA (mmol/l) trong mdu véi mét

S6 chi tiéu ton thiwong gan do rwou hay gdp

MDA (mmol/l)
i n 95 9% Cl |Trung vi p
Chi tiéu ton thwong

Khong | 13 | 3,42-5,0 4,36

Thoai hoa dang bot do ruou >0,05
Co 70 | 3,49-457 | 4,10
, Khong | 33 | 3,30-4,16 | 4,00

Thé Mallory >0,05
Co 50 | 3,79-485| 4,39
L Khong | 30 | 3,32-4,36 | 3,94

Ty thé khong 16 >0,05
Co 53 | 3,79-495| 4,28

Nhén xét: Khong c6 mdi lién quan giita chi s6 MDA trong mau voi mot

s6 chi tiéu ton thuong gan do ruou hay gap (p > 0,05).
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3.2.4. Méi twong quan giiva cdc chi s6 TAS, SOD, GPx va MDA trong mdu

¢ bénh nhén mdc bénh gan do rwou

R? Linear = 0.148

y =0,774 x + 456,954, v6i p <0,001
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Biéu do 3.6. Moi tuwong quan giita GPx véi SOD
Nhdn xét: Cé sy twong quan thuan murc do vira gitra chi s6 GPx voi chi s6

SOD (r = 0,365, p < 0,001). Phuong trinh hdi quy: y = 0,774 X+ 456,954

R? Linear = 0.250

1400.00—

y =23,349 x + 338,514, v61i p < 0,001
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Biéu dé 3.7. Méi twong quan gitta TAS véi SOD
Nhan xet: Co su twong quan thuan mirc do vira gitta TAS voi SOD (r = 0,445,
v6i p < 0,001). Phuong trinh hdi quy: y = 23,349 x + 338,514,
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R? Linear = 0.085
1400.00— 7.
y=33,203 x+ 517,166, v61 p <0,01
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Biéu dé 3.8. Méi tiwong quan gita MDA véi SOD

Nhén xét: Co su tuong quan thuin mic do vira gitra chi s6 MDA voi chi s6 SOD
trong mau (r = 0,350, p < 0,01). Phuong trinh hdi quy: y = 33,203 x + 517,166.

R2 Linear = 0.093

700.00- y =0,011 x + 1,266, vdi p < 0,001
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Biéu dé 3.9. Méi tiwong quan gita MDA véi GPx
Nhan xét. Co su tuong quan thuan mirc d6 vua gitta MDA vé1 GPx trong
méu (r = 0,443, véi p < 0,0001). Phuong trinh hoi quy: y = 0,011 x + 1,266.
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Chuong 4
BAN LUAN

4.1. Pic diém 1am sang, cin lAm sang, va chi s6 TAS, SOD, GPx, MDA
trong mau & bénh nhan miac bénh gan do ruou
4.1.1. Pdc diém chung

Diic diém vé tudi

- Két qua nghién ctru ctia ching t6i (biéu dd 3.1) hay gip 1a nhoém tudi
tir 40-49 (43,4%), ciing gidéng tac gia Huang va cs (2017) [55], Nguyén Duy
Cuong, Nguyén Thanh Thuay, nhung c6 ty 18 thip hon ctia Nguyén Duy
Cudng (44,3%), cao hon cua Nguyén Thanh Thuy (39,8%), khac véi Nguyén
Thi Song Thao hay gép 14 nhom tudi 50-59 (43,8%) [10].

Quan sat biéu dd 3.1 cho thdy sé BN trén 40 tudi chiém da sd. Nhin
chung, bénh gan man tinh thuong gap o lta tudi trung nién, vi bénh gan man
tinh thudng xay ra sau khi nguyén nhan gy xo héa (rugu) tin cong vao gan
dan dén hay hoai té bao gan, tinh trang xo hoa gan dién bién nhiéu nam. Nhu
vay BN di bat dau udng ruou & tudi truong thanh va mic BGDR sau 10-20
nam, va xo gan thuc sy & tudi 50-60.

- O nguoi trung nién, do ¢ kinh nghiém cudc séng va thu nhap 6n dinh,
nén ho hay tham du cac sy Kién xa hoi va sir dung nhiéu db udng co con. Cac
nghién ctru da chi ra rang ty 1 nghién ruou ting dan theo cac nhom tudi, dic
biét ting cao & d6 tudi 45-49 va cao nhat 1a d6 tudi 55-59. Theo thong ké tai
Anh nam 2012, khoang 30% cac ca tir vong li€én quan dén ruou & d6 tudi 40, da
s6 céc ca tir vong do BGDR ¢ d6 tudi 50-59.

- Két qua nghién ctru cta chung t6i tudi trung binh ctia nhém BN mic BGDR
14 51,41 + 9,69 nam, cao hon két qua nghién ctru ciia Nguyén Duy Cuong (49,04 +
8,42 nam) [3], Wang va cs (49,47 = 10,31 nam) [134], Singh (42,85 + 12,36
nim) [121], thip hon cua Deleuran (58 nam) [36]. Nhu vay ltra tudi BGDR


https://www.ncbi.nlm.nih.gov/pubmed/?term=Wang%20J%5BAuthor%5D&cauthor=true&cauthor_uid=27025268
http://www.ijpmonline.org/searchresult.asp?search=&author=Deepak+Kumar+Singh&journal=Y&but_search=Search&entries=10&pg=1&s=0
javascript:;
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cling twong dong véi cac tac gia, gip chu yéu ¢ do tudi dang lao dong, do
vdy nghién rugu anh hudng rat 16n dén su phat trién kinh té xa hoi.

Diic diém vé gidi tinh

- Theo két qua nghién ctru ctia ching toi c6 83 BN nam va khong co
BN nit ndo, do thu thap s6 liéu & bénh vién quan doi (BN nam 1a cha yéu),
hon ntra & Viét Nam phu nir rat it uéng ruou, it tham gia cac sy ki¢n xa hoi, it
c6 co hoi lam dung rugu hon so vdi nam gidi, nén it méic BGDR. Két qua cua
chung t6i twong dong voi nghién ctru cia cic tac gia nhu Hoang Trong
Thang, Nguyén Thi Du, Ngo Chi Hiéu. Qua cac nghién ctru cho thay tai Viét
Nam ty 1¢ phu nir mic BGDR thap hon so voi cac nudc phuong Tay. O nudce
ngoai phan b gidi thuong gip 90% la nam, 10% la nit. Nghién citu ctia Singh
va cs (2010) ty 1€ nam/ntr 1a 37/1 [121], nghién ctru ciia Wang va cs (2016) ty
1€ nam/nir 1a 85/1 [134].

- Mac du ty 1€ nghién rugu & nam gidi cao hon, nhung phy nitr lam
dung ruou d& gy t6n thuong gan hon, bénh tién trién nhanh va ning hon so
v6i nam gidi. Nguoc lai ton thuong gan do virus viém gan B va virus viém
gan C & nit lai tién trién chAm hon nam gi6i [117].

Tién sir uong rwou

- $6 BN uéng rugu trén 20 nim chiém ty 1& 27,7% (biéu do 3.2), sé BN
ubng > 1000 ml/ngay chiém ty 18 37,3% (biéu do 3.3). Theo y vin, ubng ruou
nhiéu va kéo dai méi c¢6 thé mic bénh gan man tinh, nguy co cua BN mic
BGDR c6 lién quan dén thoi gian udng rugu va luong rugu ubng hang ngay.

- Ubng nhiéu ruwou, du chi trong mot vai ngdy, c6 thé dan dén gan
nhiém md&. Viém gan thuong xay ra khi str dung ruou trong mot thoi gian dai,
it xay ra khi st dung mot lugng ruou Ién trong thoi gian ngan. Thoi gian udng
ruou cang kéo dai, cang ting nguy co ton thuong gan, gan cang khong c6 kha
nang hdi phuc. Mann va cs (2003) ciing quan sat thay s6 luong rugu va thoi gian

sir dung ruou c6 lién quan chit ché véi ton thuong gan [86].
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4.1.2. Dic diém lam sang

- Trong qua trinh thu thap s6 lidu ching toi hay gip nhimg BN véi cac
biéu hién cua hoi chung cai, tuy nhién ching t6i khong chon cac ddi tugng
nay vi kho hop tac khi sinh thiét gan.

- Gan nhiém m& do ruou thudng khong co triéu ching, viém gan do ruou
cé céc triéu chimg nhu mét moi, dau ha suon phai, vang da, sot, gan to...con xo
gan do ruou cé cac biéu hién ctia hoi chimg suy té bao gan va ting ap lyuc tinh
mach cira. Theo nghién cttu cia chung toi triéu ching dau ha sudn phai chiém
25,3% (bang 3.1), thap hon ciia Nguyén Thé Phiét (77,5%) [8].

- Theo y van, gan to la mot trong nhiing triéu ching thuong gap cua
BGDR. Trong BGDR gan thuong to hon bénh gan do viém gan virus ¢ cung
muc 6 bénh. O BGDR, gan to do rugu tc ché van chuyén glycoprotein va
albumin méi duoc té bao gan tong hop, do acetaldehyd két hop véi 6ng noi
bao lam hu hong cac dng nay von 1a dudng dan cia protein, nude duogc gitr lai
trong té bao gan twong tng véi luong protein di mat 1am té bao gan phdng to
lén [57]. Gan to ra con do nhiém md gan. Quan sat bang 3.3, ty 16 BN ¢6 gan
to (62,7%) cao hon theo nghién ctru cia Nguyén Thi Song Thao (28,1%) [10].
Do nhém nghién ctru cua chung to61 chu yéu la BN bénh gan man tinh con bu,
con ctia Nguyén Thi Song Thao 1a nhitng BN xo gan giai doan mat bu, tinh
trang xo hoa lau ngay da lam cho gan teo nho lai. Két qua nghién ciru cta
chung t6i thap hon két qua nghién ctu ctia Mendenhall va cs (87%), cua
Lischner va cs (81%) do ddi twong nghién ciru ciia 2 nhom tac gia nay chi 1a
nhitng BN viém gan cip chua c6 xo hoa gan [18].

Két qua nghién ctru ctia chung toi c6 ty 1& vang da (67,5%) (bang 3.2)
thap hon cua Nguyén Vian Nam (92,1%), cia Nguy@n Thi Chi (86%) va cta
Nguyén Thi Song Thao (80%) [10], cao hon ctia Mendenhall va cs (60%)
Lischner va cs (37%) [18]. Theo Nguyén Xuan Huyén co trudng va vang da
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1a nhirng yéu té tién lwong nang cta bénh. Theo y van, vang da gip 100% cac
truong hop viém gan cip do ruou muc do ning.

- Co ché cua cd trudng trong xo gan 1a do giam albumin, ting ap luc tinh
mach ctra, hoi chimg gan than...Trong nghién ctru cta ching toi, dé tranh tai
bién sau thu thuat, nhimg BN c6 truéng nhiéu chung t6i khong chon vao sinh
thiét gan, nén trong két qua nghién ctru chi c6 mot vai BN ¢6 ¢ trudng murc do
it. Ty 18 c6 truéng theo nghién ctu ciia Mendenhall va cs chiém 57%, theo
nghién ctu cia Lischner va cs chiém 35% [18].

4.1.3. Pdc diém cdn lam sang

* AST:

Trong bénh gan néi chung va bénh gan man néi riéng, tang enzym gan
1a dau hiéu thuong gap nhat goi ¥ ton thuong té bao gan, tuy nhién enzym gan
binh thuong ciing khéng loai trir ton thuong té bao gan. O BGDR, ting enzym
gan do ton thuong cic bao quan trong té bao gan 1a chinh, chtr khong phai do
hoai ttr ca t& bao nhu trong bénh gan do virus viém gan, do thudc. Do do
aminotransferase tang vira phai chtr khong tang cao nhu trong ton thuong gan do
virus, do thudc. AST ting nhung < 500 U/L gdp trong 99% cac trudng hop,
tang nhung < 300 U/L gap trong 95% cac trueong hop BGDR [12].

Tat ca BN cua chiing t6i déu co tinh trang ton thuong gan trén md bénh
hoc, nhung theo bang 3.4 cho thiy 78,3% BN c6 ting AST tir 2 lan trd 1én. AST
trung binh la 160,38 + 92,44 U/L (phu hop véi y van, AST ¢ BGDR tang < 500
U/L). Két qua cua ching tdi cao hon mot sb tac gia dudi day (bang 4.1), c6 18 do
cac BN cuia chiing t0i thuong xét nghiém thiy AST ting cao méi nhap vién, con

d6i tuong nghién ctru clia cac tac gia duge phat hién bénh sém hon.
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Bang 4.1. Két qua AST o bénh nhan mdc bénh gan do ruou theo mot s6

tdc gia
The oid 0 AST (U/L) & BN mac

‘g BGDR
Nguyén Thi Minh Hong va cs (2015) [7] | 60 140,06 + 60,11
Maithreyi va cs (2010) [85] 30 4554 + 2,52
Mirunalini va cs (2010) [91] 20 80 +21
Pujar va cs (2011) [108] 100 86,4 + 24,66
Singh va cs (2013) [122] 60 63,6 + 8,7

- Cac muc AST > 500 U/L hiém gap & BN mic BGDR, néu thay ting &
mirc nay c6 thé nguyén nhan gay bénh gan 13 do thubc hozc do virus viém gan.
Kundu va cs (2012), nghién ctru trén 50 BN viém gan do ruou va 50 BN viém
gan do virus viém gan B, két qua 1a AST & nhom viém gan do ruou (182,36 +
96,14 U/L) thap hon so v&i nhom do virus viém gan B (243,20 + 189,30 U/L),
su khéac biét ¢6 y nghia théng ké (p < 0,05) [74].

- AST con phu thudc voi lugng rugu uéng hang ngay thé hién qua két
qua nghién ctru cua 2 tac gia:

+ Das va cs (2005) quan sat thay AST & BN mac BGDR nhém uéng rugu
< 80g alcohol/ngdy (54,44 + 2,36 U/L) thip hon so v6i nhom ubng > 80g
alcohol/ngay (134,52 + 12,49 U/L), vai p < 0,05 [35].

+ Deshpande va cs (2013) quan sat thdy AST & BN mic BGDR nhom
ubng < 150g alcohol/ngay (130,29 + 43,92 U/L) thap hon so voi nhém ubng >
150g alcohol/ngay (135,14 42,36 U/L), v6i p < 0,001 [37].

*ALT:

- Gia thiét giai thich co ché ALT ting khong nhiéu trong ton thuong gan
do ruou (thuong < 200 U/L): & BN nghién rugu c6 su suy giam pyridoxal 5-
phosphate (1a dang hoat dong ctia vitamin B6), 13 cofactor dé tong hop ALT &
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gan [81], ALT 1a mot enzym c6 cha yéu trong dich ndi bao, ma & BGDR ton
thuong bao quan chtr khong hoai tir ca té bao.

- Két qua nghién ciru ¢ bang 3.4 cho thdy 77,1% BN c6 ting ALT duéi
2 lan. ALT trung binh 1a 62,93 + 37,59 U/L. Cac tac gia sau cling quan sat
thay ALT tang (nhung dudi 200 U/L), twong déng véi két qua nghién ctru cua
chang to1:

Bang 4.2. Két qua ALT o bénh nhdn mdc bénh gan do ruou theo mot s

tdc gia
Tc gid i ALT (U/L) & BN mic
BGDR
Nguyén Thi Minh Hong va cs (2015) [7] | 60 68,46 + 48,27
Gupta va cs (2005) [51] 60 48,55+ 18,80
Theo Pujar va cs (2010) [107] 50 | Viém gan ruou 81,92 + 24,02
X0 gan ruou la 91,77 £ 25,3
Maithreyi va cs (2010) [85] 30 53,72+ 0,76
Mirunalini va cs (2010) [91] 20 124,2 £ 15,7
Singh va cs (2010) [121] 38 79,69 + 66,49
Pujar va cs (2011) [108] 100 49,9 + 10,59

- ALT ¢ lién quan véi lugng ruou udng hang ngay qua két qua nghién ctru
cta Das va cs (2005), ALT & nhom ubng rugu < 80g alcohol/ngay (47,56 + 2,24
U/L) thap hon so véi nhém ubng rugu > 80g alcohol /ngay (91,7 + 8,88 U/L), cao
hon nhom chiing, su khac biét ¢6 ¥ nghia théng ké (p < 0,05) [35].

- ALT tang trén 200 U/L hiém gap & BN mac BGDR, néu thay ting & muc
nay can nghi dén bénh gan do ngd doc thudc hoac do virus viém gan. Theo Kundu
va ¢s (2012), nghién ctru trén 50 BN viém gan do ruou va 50 BN viém gan B thdy
ALT & nhom viém gan do ruou (147,70 + 95,98 U/L) thap hon so v6i nhom viém
gan B (301,50 + 233,55 U/L), su khac biét co ¥ nghia thong ké (p < 0,05) [74].
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*AST/ALT:

- Trong BGDR, ty 16 AST/ALT thuong > 2, trong Mot s6 nghién cau
hon 80% BN dat ty 1€ nay. Ty 16 AST/ALT > 3 goi y tén thuong gan do ruou
muc d6 ning va khang dinh BGDR chic chin hon. AST > ALT trong BGDR
do: AST tang vi ton thuong ty thé va ALT giam do can kiét pyridoxal 5-
phosphate & gan nguoi nghién ruou, AST ¢6 nhiéu trong bao quan, con ALT &
dich ndi bao, ma BGDR tén thuong bao quan nhiéu hon 1a ton thuong ca té
bao. Hon nita t6n thuong cé té bao co van, co tim & BGDR lam ting AST hon
ALT [107]. Két qua nghién ctru cta chung t6i & bang 3.4, AST > ALT, ty 18
AST/ALT trung binh 1 2,99 + 2,01. Cac tac gia sau (bang 4.3) cho két qua
nghién ctru AST > ALT, ty 16 AST/ALT > 2 & BN mac BGDR, co ban ciing
gidng két qua nghién ctru ciia chung t6i:

Bdng 4.3. Két qua ty 1é AST/ALT & bénh nhdn mdc bénh gan do rwou theo
mét sé tac gid
Tac gia n AST/ALT & BN miac BGDR
Gupta va cs (2005) [51] 60 2,33 +£0,95
Pujar va cs (2010) [107] 50 Viém gan do ruou la 1,91 + 3,08,

x0 gan ruou 1a 1,60 + 1,8
Singh D. va cs (2010) [121] 38 1,24 + 0,81

- Nyblom va cs (2004) thay ty & AST/ALT & nhoém xo gan do ruou
(2,6 £ 1,9), cao hon so voi nhom c¢6 hoi ching cai rugu (1,0 = 0,6) va & nhom
lam dyng, phu thudc rugu (1,7 + 1,0), v6i p < 0,0001. BN udng ruou nhiéu
nhung khong c6 ton thuong gan nang ty 16 AST/ALT < 1 [98]. Chung to ty 1¢
AST/ALT c6 gia tri trong chan doan BGDR.

- Tac gia Huang va cs (2017) ciing nghién ctru thay ty 186 AST/ALT co
lién quan voi1 muc do bénh: & nhom viém gan do rugu mic do nang ty 1€

AST/ALT cao nhit (2,08 + 1,23), r6i dén nhom xo gan do ruou (1,44 + 0,96),
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nhém viém gan do ruou muire do nhe (0,66 = 0,72) va nhém gan nhiém m& do ruou
(0,62+0,51),véi p < 0,05 [55].

- Khi ty 18 AST/ALT < 2, can nghi dén nguyén nhén t6n thuong gan khong
phai do ruou. Y vin nay cling phu hop véi két qua nghién ctru ctia Kundu va cs
(2012), tién hanh trén 50 BN viém gan do rugu va 50 BN viém gan B, két qua ty
16 AST/ALT ¢ nhom viém gan B (0,79 + 0,20), thip hon nhém viém gan do ruou
(1,38 + 0,37), su khac biét c6 ¥ nghia théng ké (v6i p < 0,05) [74]. Wang va cs
(2016), quan sat thiy ty 1¢ AST/ALT ¢ nhém BGDR (1,66), cao hon so véi nhém
bénh gan khong do ruou (0,52), voi p < 0,001 [134]. Nhu vay ty 1€ AST/ALT la
mét chi s6 rat hitu ich dé phan biét BGDR va bénh gan khong do ruou.

* GGT:

- La enzym c6 nhiéu trong cac té bao gan, ngodi ra con cd & than, thanh
6ng mat, rudt, tim, ndo, tuy, lach...nén GGT c6 do dac hi¢u thép trong chan
doan bénh 1y gan mat va co thé ting 1én do ruou hodc do thude. Trong huyét
thanh nguoi nghién ruou, GGT tang cao va thuong ty 1€ thuan véi lugng ruou
str dung, nhung thay doi gitta ngudi ndy véi ngudi khac. O nguoi nghién ruou
nang kéo dai, GGT ting khoang 70-80% trudng hop. Vi thé, GGT huyét thanh
duoc st dung rong rai dé sang loc lam dung ruou. Bang 3.4 cho thiy 61,4% trudng
hop ¢6 ting enzym GGT tir 5 lan tro 1én, GGT trung binh 1a 727,49 + 673,25 U/L.
Két qua nghién ctru cia chiing t6i cao hon cac tac gia sau:

Bdng 4.4. GGT & bénh nhdn mdc bénh gan do riou theo mét so tdc gid

Téc gid 0 GGT (U/L) é BN mic
BGDR
Nguyén Thi Minh Hong va cs (2015) [7] | 60 604,87 + 458
Gupta va cs (2005) [51] 60 81,8+12,4
Maithreyi va cs (2010) [85] 30 93,78 + 4,90
Mirunalini va cs (2010) [91] 20 226,7 +£28.8
Pujar va cs (2011) [108] 100 124,28 £ 25,00
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- S& di co sy khac bi¢t nay 1a do BN cua ching t61 c6 mirc GGT tang
cao phai nhp vién diéu tri.

- GGT tuwong quan thuin véi luong ruou sir dung hang ngay thé hién
qua két qua nghién ctru cua cac tac gia:

+ Das va cs (2005), quan sat thdy GGT ¢ BN mac BGDR nhém udng ruou
< 80g alcohol/ngay (52,16 + 3,14 U/L), thdp hon & nhém udng ruou > 80g
alcohol/ngay (242,48 + 29,22 U/L), cao hon so v6i nhom chung, su khac biét
c6 ¥ nghia théng ké (p < 0,05) [35].

+ Deshpande va cs (2013), ciing quan sat thdy GGT ¢ BN mac BGDR
nhom udng < 150g alcohol/ngay (30,27 + 17,97 U/ml), thap hon ¢ nhém ubng
> 150g alcohol/ngay (37,78 + 20,37 U/ml), cao hon so v&i nhém chang, su
khac biét rat c6 y nghia théng ké (p < 0,0001) [37].

* Bilirubin toan phin

- Khi mét luong 16n té bao gan bi t6n thuong thi ndng do bilirubin ting,
phan anh mc d6 ning ctia bénh. Chung t6i quan sat thay bilirubin TP trung binh
1a 34,89 + 39,33 pmol/L (bang 3.5). Tuong duong vé&i két qua ciia Nguyén Thi
Minh Hong va cs (2015), bilirubin TP 14 33,46 + 14,44 umol/L [7].

- Két qua nghién ctru ctia Nyblom va cs (2004) bilirubin TP trung binh 1a
95,9 + 133 umol/L, cao hon so véi két qua ctia chiing t6i vi ddi twong nghién ctu
cta tac gia 1a nhimg BN xo gan do ruou mét b, con clia chung i co ca viém gan
va xo gan do rugu con bu [98].

- Theo két qua nghién ctru cta Pujar va cs (2011), bilirubin TP & nhém
BGDR (2,93 + 0,75 mg/dl), cao hon so véi nhom chang (0,76 + 0,32 mg/dl),
véi p <0,01 [108].

- Nghién ctru ciia Deshpande va cs (2013), co két qua bilirubin TP &
BN méc BGDR nhém uéng < 150g alcohol/ngay (5,77 + 3,51 mg/dl) thip hon
so v6i nhom ubng > 150g alcohol/ngdy (6,20 + 2,78 mg/dl) cao hon nhom
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chting, véi p < 0,0001 [37]. Nhu vay mire tang bilirubin ¢6 lién quan véi luong
ruou ubng hang ngay.

*Albumin

- Bang 3.5 cho thdy ty 16 BN ¢ nhom cé albumin mau giam (55,4%),
cao hon so v&i nhém c6 albumin méu binh thuong (44,6%), tuy nhién khong
c6 su khac biét gitra 2 nhom. Rugu c6 thé truc tiép anh huong dén tong hop
albumin, ethanol 1am cham tc d6 di hoa protein ¢ gan [35], xo gan do ruou
c6 muc albumin cao hon dang ké so véi BN xo gan do virus viém gan & cliing
murc d6 ton thuong gan trén md bénh hoc [73].

* Hong cau va hemoglobin

- Trong nghién ctru chiing t6i c6 thuc hién xét nghiém huyét hoc. Két
quéa theo bang 3.6 bénh nhan BGDR c¢6 s6 luong hong cau < 4,2 T/L chiém
69,9%, hong cau trung binh 13 3,61 + 0,89 T/L. Huyét sic to trung binh I3
113,46 + 30,09 g/L, BN c6 luong huyét sic t6 < 120 g/L chiém 50,6%. Doi
tuong nghién ctru cta ching toi ¢6 thiéu mau nhung chi thiéu mau mac do
nhe. Nguyén nhan thiéu mau: chay mau do gian v& tinh mach thuc quan, thiéu
acid folic va vitamin B12 (do thiéu hut dinh dudng & nguoi nghién ruou),
cuong lach, e ché truc tiép cua ethanol 1én tuy xuong.

*MCV

- Két qua nghién ctru ctia chung t6i sé BN ¢6 hdng cau to chiém 48,2%
(bang 3.6). O BN mic BGDR chi s6 MCV thuong 16n hon 95 fl, ¢ thé do tac
dong truc tiép cua ruou 1én tiy xuong, ruou gay doc truc tiép 1én té bao gdc tao
mau, rugu lam giam hap thu vitamin B12 va acid folic [100]. Két qua nghién
ctru cua ching t61 MCV trung binh 14 95,06 + 19,22 {1 (bang 3.6) phu hop véi y

van. Két qua nghién ctru clia cac tic gia sau cling thay MCV > 95 fl:
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Bdng 4.5. Két qua MCV trung binh & bénh nhdan mdc bénh gan do ruou

theo mot so tac gia

MCYV (fl) & BN mic
Tac gia N
BGDR
Nguyén Thi Minh Hong va cs (2015) [7] | 60 96,07 + 8,20
Costa va cs (2007) [30] 30 95,84 + 7,33
Wang va cs (2016) [134] 86 98,84 + 8,64

- Do thoi gian song ciia hong cau 1a 120 ngay, nén MCV van ting cao trong
vong 3 thang mic du sau d6 c¢6 ngimg udng ruou. MCV lién quan chit ché véi
Viéc str dung ruou, 13 ddu hiéu tién luong ning [100]. Két qua nghién ctru caa Das
va cs (2005) ciing phi hop véi y vin, tac gia con quan sat thdy MCV trung binh &
nhom ubng rugu < 80g alcohol/ngay (94,63 + 0,64 fl), thap hon so véi nhom udng
ruou > 80g alcohol/ngay (101 + 0,6 fl), cao hon nhom chung, su khac biét c6 y
nghia théng ké (p < 0,05) [35]. Chung t6 chi s6 MCV c6 lién quan dén luong
alcohol stir dung hang ngay.

- Tac gia Huang va ¢s (2017), quan sat thdy MCV ¢6 lién quan v&i mirc
do bénh, MCV trung binh ¢ nhém viém gan do rugu murc d nang 1a 103,3 + 12,5 fl,
x0 gan do ruou 1a 94,2 + 10,38 fl, viém gan do ruou murc do nhe 1a 91,8 £ 7,8 fl va
gan nhiém m& do ruou 12 91,05 + 6 1 [55].

- Két qua nghién ctru cia Wang va cs (2016), MCV ¢ nhém BN mic
BGDR (98,84 + 8,64 fl), cao hon dang ké so voi nhém bénh gan khong do
rugu (89,60 fl), v6i p < 0,001 [134]. Nhu vay chi sé MCV rét hitu ich dé phan
biét BGDR va bénh gan khong do ruou.

* Tiéu cdu

- Giam tiéu cau thuong gap ¢ nhiing BN c¢6 bénh gan man tinh va chiém
khoang 76% s BN xo gan. Muc d6 giam tiéu cau 1a mot yéu td tién luong ning,

dic biét néu giam tiéu cau < 50x10%/L. Giam tiéu cau ké ca chat luong va sb
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luong & nhitng BN méc bénh gan man tinh [84]. Theo y vin, co ché giam tiéu
cau ¢ bénh gan do giam san xuat tiéu cau trong tuy xwong, cudng lach, giam san
Xuat thrombopoietin va yéu t6 tu mién [53]. Trong BGDR, do ruou tc ché tiy
Xuong gidm san xuét tiéu cau, rugu con tac dung truc tiép trén lipid tiéu cau, hé
thdng truyén tin thir hai [92].

- Két qua tiéu cau trung binh 1a 147,87 + 84,17 G/L (bang 3.6). Két qua
ciia ching t6i twong duwong v6i Nguyén Thi Minh Héng va cs (2015), sb
lwgng tiéu cau 1a 153,07 + 61,82 G/L [7].

- Theo Costa (2007), nghién ctru trén 30 BN mac BGDR c¢6 tiéu cau
trung binh 1a 74,36 + 34,76 10%/uL [30]. C6 1& do sb lugng BN bi xo hoa
nang, dac biét 1a xo gan cua chung t6i it hon so véi nghién ctitu cua Costa.
Hon nira trong nghién ctru cua chung t6i c6 1am tha thuat sinh thiét gan, nén
chi chon nhitng BN méc BGDR c¢6 s lugng tiéu cau trong gi6i han an toan,
dé BN khong bi tai bién chdy méu sau sinh thiét, nén s6 luong tiéu cau cao
hon trong nghién ctru cua Costa.

*Pdc diém mé bénh hec

Nhitng BN du tiéu chudn, chung t6i s& tién hanh sinh thiét gan qua da
dudi hudng dan cua siéu 4m. Sang sinh thiét cat Pajunk 13 dung cu sinh thiét
ty dong 1lam bang hop kim, nhe, d& st dung, sinh thiét gan nhanh chéng,
thuan tién, rat ngan duoc thoi gian 1am tha thuat. Trong khi tha thuét vién
dang day kim thi bac s§ siéu am ty dau do va giir 6n dinh trén mat da. Cac
huéng kim khong bi léch trong khi sinh thiét 1a do ngudi cam dau do khong
hudng 1én man hinh, nén khong lam xé dich vi tri dau do, do vay qua trinh
sinh thiét ciia chung toi rat thuan loi. Mau mé gan thu dugc 1a do kim va ndng
stng di chuyén nguoc chiéu nén thoi gian kim nam trong nhu mé ngén, hon
nita ddy 1a kim cat nén khong gy dap nat to chic nhiéu, da sé BN chi dau ttc
nhe, chiu dung duoc. Kich thudc kim thich hop nén c6 thé nhin rd trén man

hinh. Pau do phat goc quét 16n, may siéu am do phan giai cao nén chu dong
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chon vj tri sinh thiét tranh dugc duong mat, tii mat, mach mau 16n va cac
tang 1an can, do vay cac BN trong nhém nghién ctru khong xay ra tai bién gi.
Chuing t61 thu duoc két qua mo bénh hoc nhu sau:

- 92,8% (77/83) cac truong hop co gan nhiém md (bang 3.9). Két qua cta
chiing t6i cling phtt hop véi y van 12 90% ngudi udng ruou cé gan nhiém md. Gan
nhidm mé& do ruou 1a su tich tu cac giot lipid, biéu hién dau tién khi ubng ruou qua
muc, day 1a ddc diém mo bénh hoc phd bién nhat cia BGDR.

- Bang 3.9 cho thdy hinh thai gan nhiém md& hdn hop (ttrc 1a vira gan
nhiém m& giot nhé va vira gan nhiém md giot 16n) hay gip ¢ d6i tuong
nghién ctru (72,7%). Theo y van, kiéu gan nhiém mé& giot 16n hodc hdn hop
hay giip trong gan nhiém m& do rugu.

- Mirc d6 nhiém m& nhe khi gan nhiém ma tir 5-33%, trung binh khi gan
nhiém mé tir 34-66% va nang khi gan nhiém ma > 66% [72], két qua nghién ctru
ctia chung t6i theo bang 3.9 gan nhiém m& muc do vira (39%) chiém ty 1& cao
hon gan nhiém m& mirc d6 nhe va ning. Gan nhiém m& vung trung tAm (ving
1) chiém ty 1 94,8%.

- Thoai héa bot do rugu thuong gap ¢ gan nhidm m& do ruou: té bao
gan phong 1én véi cac hat trong bao twong, cac hat nay thudng phan tan thanh
cac soi manh. Nhan té bao nho va bat mau dam (ting sac). Bot hinh thanh do
gitt nudc va mat kha ning tiét protein cua cac vi dng tir té bao gan [131].
Ruou 1am t6n thuong mang ty thé va lam ty thé to 1én & nguoi BGDR. Ty thé
phdng to tao nén cac thé hinh cau trong bao tuong, trong BGDR ty thé khong 16
phong pht hon bénh gan khong do ruou [131]. Bén trong nhiing té bao gan
thuong thay cac thé Mallory do su ngung tap cac protein ndi bao.

- Két qua nghién ctru ctia chung t6i ¢ thoai hoa bot do ruou (84,3%),
ty thé khong 10 (63,4%), thé Mallory (60,2%) 1a nhimng dic diém mo bénh hoc
hay gip. Theo y van, thé Mallory (thdy ¢ 76% céac truong hop BN mic
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BGDR), thoai héa bot do rugu, ty thé khong 16 1a nhiing dic diém mo bénh
hoc dic trung & BN mac BGDR [131].

- Stress oxy hod gay ra boi rugu sé& kich hoat té bao hinh sao ¢ gan san
xuat mot lugng 16n collagen. Sau khi tén thuong gan cp tinh, cac té bao nhu
mo tai sinh va thay thé cac té bao gan chét. Néu ton thuong gan tiép dién va
khéng hoi phuc, té bao gan dugc thay thé bang collagen soi kép [105]. Xo hod
gan 1a do chuyén dang cta té bao sao thanh té bao xo non. Ca acetaldehyd va
lipid aldehyd déu kich thich téng hop collagen tir té bao hinh sao [57]. Cytokine
TGF-B (Transforming Growth Factor-beta) do t& bao Kuffer san xuat ra kich
thich sy xo hoa gan ¢ nguoi nghién rugu. Xo gan ¢ thé tién trién tur hién tuong
xo hoa gan ma khong qua viém gan cap do ruou [48], [129]. Ton thuong xo hoa
gy dao 16n cdu trac gan, bop nget to chirc gan lanh, mic d6 xo hoa phu thudce
vao tan suat tai phat, thoi gian bi bénh va mic d6 bénh. Tién trinh phat trién tir
xo hoa gan va cudi cing dan dén xo gan la dic diém pho bién ¢ tat ca BN bénh
gan man tinh. T6n thuong xo hoa cho phép danh gia giai doan ctia bénh. Theo
phan loai Metavir: xo héa gan nhe 1a xo héa quanh xoang (F1), xo hda gan vira
1a xo héa khoang ctra (F2), xo hoa ning 1a nhiéu dai xo & khoang cira va quanh
khoang ctra (F3) va xo gan (F4) [49]. Nghién ctru cta ching t6i theo két qua &
biéu d6 3.4, xo hoa gan F2 (24,1%) va F3 (25,3%) chiém ty 1& cao nhat, xo hoa
gan F4 chiém ty 1¢ thap nhat (14,5%).

- Naveau va cs (2005), nghién ctru vé cac chi diém khong xam lan trong
danh gid mac do xo hoa gan, c6 dbi chiéu véi sinh thiét gan, & 221 BN mac
BGDR. Tac gia di phan giai doan xo hoa theo Metavir, két qua 1a: FO (7%),
F1 (29%), F2 (22%), F3 (11%), F4 (31%) [95].

- Popescu (2012) da danh gia mtrc 40 xo hdéa gan & 51 BN viém gan do
ruou theo phan loai cua Metavir: xo hoa gan FO (19,51%), F1(14,6%), F2
(29,2%), F3 (29,2%), F4 (7,3%) [105].
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- Két qua nghién ctru ctia chung t6i ciing twong tu nhu két qua nghién ctu
ctia Popescu, xo héa gan F2 chiém ty 1é cao nhét, xo hoa gan F4 chiém ty 1¢ thap
nhat. Nhung khéac voi két qua nghién ctru ciia Naveau, xo hoa gan F4 chiém ty 16
cao nhat, khong xo hoa gan (FO) chiém ty 1é thap nhat.

- Hudng dan thuc hanh 1am sang cua cac Hoi bénh gan trén Thé gidi,
déu néu 13 vai trd quan trong cua danh gia mic d6 xo hoa gan trong theo ddi
va diéu trj bénh. Nhimg BN c6 xo hoa gan dang ké (F > F2) s& duoc chi dijnh
diéu tri ngay, dé tranh tién trién thanh xo hoa gan ning. Di voi BN co xo hoa
gan ning (F > F3), can theo doi dac biét dé phat hién bién chung (ung thu
gan, gian vo tinh mach thuc quan).

- Trong nghién ciru cta chung t6i xo héa gan mirc d6 dang ké (F2-F4:
63,9%), cao hon Tran Thi Khanh Tuong (45,5%) [9], cao hon Sami (60,0%)
[111], vi ddi twong nghién ciru ciia chiing t6i 1a nhitng BN mac BGDR (hién
tuong xo hoa gan 1a dic diém mo bénh hoc ndi bat & BN mic BGDR), con dbi
twong nghién ctru cua Tran Thi Khanh Tudng 13 bénh gan man do nhiéu nguyén
nhan khac nhau: ruou, thudc, virus viém gan. P6i tuong nghién ctru ciia Sami 1a
bénh gan man do virus viém gan C.

4.1.4. Diic diém chi so chong oxy héa trong mdu

Trang thdi chong oxy héa toan phan - TAS

- TAS 1a tinh trang chdng oxy hoa toan phan cua huyét twong dua trén
kha ning uc ché cia cac chat chong oxy héa. TAS chong lai nhiing anh
huéng c6 hai cua cac goc tu do va hién tugng peroxid cé hai ddi véi co thé.
Trong nhiéu nghién ctru, TAS duoc dung lam chi s6 dé danh gia tong quat
nhat vé tinh trang hoat dong cua hé thong chdng oxy hoa cua co thé, biéu thi
tinh sdn sang tmg pho cia co thé ddi véi stress oxy hoa. Khao sat gia tri TAS
¢ y nghia vo clng quan trong trong viéc du bao kha ning dap tng co thé véi
hiéu qua loai bo géc tu do sinh ra. Theo Tran Vin Bao (2001) nghién ciru trén

cong nhén tiép xtic véi xang chi, quan sat thiy co su giam TAS huyét tuong
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khi ndng d6 chi mau ting. Két qua nghién ctru cia Nguyén Vin Bang (2013),
TAS huyét tuong ¢ 16 chudt giy doc bang chi acetat thap hon so véi 16 dbi
chung [1].

- Hi¢u qua loai bo géc tw do duoc thé hién qua nghién ctru cua Dahiru
trén chudt. Tac gia dd nghién ctru tac dung bao vé gan chdng lai goc tu do cia
14 Ziziphus mauritiana thong qua danh gia trang thai chéng oxy héa toan phan
- TAS. Két qua trudc diéu tri, TAS ¢ nhom c6 BGDR (6,11 + 1,24 mMol/g)
thip hon so v6i nhém chimg (15,25 + 1,07 mMol/g), sau diéu tri thi TAS &
nhom bénh lai tang 1én (13,93 + 1,14 mMol/g) [32]. Két qua cia nghién ctu
nay chi ra rang chiét xuat aqueous cua 14 Ziziphus mauritiana c6 thé ngin ngtra
t6n thuong gan man tinh bang cach tang trang thai chéng oxy hoa toan phan va
trc ché qua trinh peroxid héa lipid trong gan.

- Bang 3.10 trong két qua nghién ctru cta ching toi cho thdy trung vi
trang thai chéng oxy hoa toan phan - TAS trong mau & nhém bénh (12,89
U/ml) thap hon so v6i nhom chimg (18,04 U/ml). Két qua nay cho thiy bét
dau biéu thi sy dap tmg cuia co thé vai loai bo goc ty do sinh ra, sy khac biét
rat c6 y nghia thong ké (p < 0,001). Nhu vay 1a co su hién dién cia tinh trang
stress oxy héa, thé hién bang su giam tinh trang chéng oxy héa toan phan -
TAS trong mau.

Bhatt va ¢s (2016) nghién ctru su bién ddi cac ddu an sinh hoc phat hién
stress oxy hoa trong BN viém gan do rugu, tién hanh trén 30 BN tudi tir 18 — 70,
két qua trang thai chéng oxy hoa toan phan - TAS & nhom bénh (2,10 + 0,02
U/ml) thap hon so véi nhom chimg (2,80 + 0,03 U/ml), véi p < 0,001 [22].
Trang thai chong oxy héa toan phan giam & BN viém gan do rugu co thé lién
quan dén ting oxy hoa hoic giam co ché chéng oxy héa. Cho thay mot su mat
can bang giita cac chat oxy hoa va hé théng chéng oxy hoa trong co thé con

nguoi trong tinh trang bénh 1y.
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Chi s6 SOD

- SOD 1a mot enzym chdng oxy héa rét co ban, 1am ha thdp nong do o,
(chat khai dau cho phan ng tao sinh tat ca cac dang oxy hoat dong). Chi s6
SOD cang cao thi 0, cang gidm.

- Trong nghién ctru cta ching t6i qua bang 3.10, trung vi chi sé6 SOD
trong mau nhom bénh (600,200 ng/ml) thap hon so véi nhém chimg (681,02
ng/ml), su khac biét rit co ¥ nghia thong ké (p < 0,001). Chimg to & BN méc
BGDR, dé giam dang oxy hoat dong, enzym SOD duoc huy dong dé xuc tic cho
phan tng chuyén O, thanh O, va nudc, tinh trang nay kéo dai s& lam giam SOD
trong méau. Diéu nay giai thich vi sao SOD trong mau nhom bénh thap hon so véi
nhém chimg trong két qua nghién ctu ctia ching toi.

- Céc enzym chong oxy hoa GPx va SOD bao vé co thé khoi stress oxy
hoa. Enzym thu nhat goc tu do nhu SOD, GPx 1a tuyén phong thu di dong dau
tién chong oxy hoa, loai bo O, va H,0, trudc khi ching twong tic véi nhau dé
tao thanh géc OH" doc hai hon [31]. Két qua nghién ctru cta chung toi chi s6
SOD ¢ nhom bénh thap hon nhém chimg. Mot sé tac gia sau ciing quan sat
thay chi s6 SOD & nhom bénh thap hon nhom chimg:

+ Subhani va cs (2009), nghién ctru mic 5'-nucleotidase huyét thanh,
stress oxy héa va tinh trang chéng oxy héa & 25 nguoi nghién ruou, 25 BN xo
gan, 25 ngudi nhom chimg, tudi tir 35-70, két qua chi s6 SOD & nhom xo gan
(4231 ng/ml), thap hon so v6i nhom nghién rugu chua mic bénh gan (5630
ng/ml), va nhom chtng (7541 ng/ml), v6i p < 0,05 [126]. Chi s6 SOD thap
hon & BN xo gan va nguoi nghién rugu cho thay stress oxy héa cé thé gay ra
su pha huy ciu triac gan. Chi s6 SOD thap hon dang ké & nhom BN xo gan so
v6i nhom nghién ruou, nd chi ra rang stress oxy hoa anh hudng sau sic dén
BN xo0 gan hon so v&i nguoi nghién ruoul.

+ Mirunalini va cs (2010) nghién ctru hidu qua chita bénh cua t6i twoi doi
v6i BN méc BGDR théng qua sy thay doi chi sé SOD. Két qua 1a trude diéu tri
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chi s6 SOD ¢ nhém bénh (1,01 + 0,16 U/mg Hb), thap hon so véi nhom chimg
(1,54 + 0,16 U/mg Hb), véi p < 0,05. Sau diéu trj bang toi, chi s6 SOD tang 1én
(1,42 + 0,15 U/mg Hb) [91]. Chiing t6 c6 ting chi s6 chong oxy hoa sau khi ding
toi twoi. Toi di ngdn can hinh thanh O," va H,O, bang cach ting hoat tinh cta
SOD. Téi ting hoat dong chéng oxy hoa bang cach thu nhit gdc tu do, ting cudng
cac enzym chdng oxy hda va ting glutathione trong céc té bao.

+ Chen va cs (2011) nghién ctru tinh trang chong oxy hoa & 27 BN mic
BGDR ving Bong Nam Dai Loan, két qua chi s6 SOD ¢ nhém bénh (3,0 + 0,2
U/mg Hb), thap hon so véi nhém ching (9,5 + 1,6 U/mg Hb), véi p < 0,05 [31].

+ Kashinakunti va cs (2011) da nghién ctru chi s6 MDA huyét thanh,
vitamin chdng oxy hoa va enzym chdng oxy hoa, tién hanh trén 100 BN mac
BGDR, két qua cho thay chi s6 SOD & nhom bénh (587,22 + 190,96 U/g Hb),
thap hon so véi nhom ching (739,74 + 154,88 U/g Hb), voi p < 0,01 [108].
Chung to stress oxy hoa c6 vai trd quan trong trong co ché sinh bénh cua
BGDR. Chi sb chéng oxy hoa giam do duoc str dung nhiéu dé chéng lai goc
tu do.

+ Bhatt va cs (2016) nghién ctru tinh trang stress oxy hoa ¢ 30 BN viém
gan do ruou, két qua chi sé SOD ¢ nhém bénh (16,05 + 0,09 U/ml RBCs), thap
hon so véi nhom ching (19,95 = 0,05 U/ml RBCs), véi p < 0,001 [22].

- Két qua nghién ctru ciia mot s tac gia cho thay chi s6 SOD nhém bénh cao
hon so v61 nhém chung:

+ Janani va cs (2010) nghién ctru vé cac vitamin chdng oxy hoa va enzym
chong oxy hoa & BN mic BGDR tién hanh trén 30 BN va 30 ngudi nhém chimg,
Két qua chi s6 SOD & nhém bénh (13,11 + 0,85 U/mg protein), cao hon so véi
nhém chimg (8,02 + 0,61 U/mg protein), v6i p < 0,001. Giam chi s6 chdng oxy hoa
khong c6 ban chit enzym nhu acid ascorbic va vitamin E, ung ho gia thuyét rang co
tang stress oxy hoa & BN mac BGDR [59]. Nhu vy enzym chdng oxy hoa ting dé

dap ung vai stress oxy hoa.
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+ Shinde va cs (2012), nghién ctru vé stress oxy hoéa va tinh trang
chng oxy hoa & 40 BN mic BGDR, két qua chi s6 SOD & nhom bénh (10,50
+ 1,28 U/gm Hb), cao hon so vo1 nhém ching (5,70 + 0,48 U/gm Hb), voi p <
0,01 [118]. Enzym chéng oxy hoa tang c6 thé 1a sy thich Gng ban dau véi su
gia tdng cac tadc nhan oxy hoa.

- Qua céac nghién ctru cho thiy c6 ca ting va giam chi s6 SOD & BN
mic BGDR. Tang chi s SOD c6 thé 1a mot phan tng thich nghi ddi véi stress
oxy hoa giy ra boi ruou, dan dén diéu chinh kip thoi hoat dong cua enzym ddi
Vi stress oxy hoa. O giai doan dau cua bénh, chi sé6 SOD ting, do ting hoat
dong dap tat goc tu do, dé chuyén O, thanh H,0,, nhung néu tinh trang nay
kéo dai s& 1am cho chi s6 SOD giam, day co6 thé 13 1y do tai sao co su khac
biét giira cac két qua nghién ctru vé chi sé SOD cua céc tac gia khac nhau &
BN méc BGDR.

- Chi s6 SOD thay ddi con phu thudc vao nguyén nhan giy bénh gan. Tac
gia Bhardwaj khi so sanh tinh trang oxy héa & 44 BN mic BGDR va 32 BN
bénh gan khong do ruou, dd quan sat thdy chi s6 SOD & nhém BGDR (2,4
U/ml), cao hon dang ké so véi nhom bénh gan khong do ruou (0,68 U/ml), khi
S0 V61 nhom chung (1,12 U/ml), véi p = 0,0001 [21].

Qua nghién ctru chiing t6i thay ruou giy ra stress oxy hoa thong qua lam
tang néng do cac gdc tu do va co thé phan (ng bang cach ting chi s SOD dé
lam giam néng d6 goc tu do trong d6 c6 O, Tinh trang nay kéo dai s& lam giam
SOD trong mau.

Chi s6 GPX

- Sau khi SOD xuc tac phan tGng dé dap tat cac gdc ty do trong co thé,
sinh ra H,0,, GPx va catalase s& tiép tuc thu nhit H,0,. GPx 13 enzym xc tac
cho phan ng loai bé cac loai peroxid hitu co va vo co. N6 loai bo LOOH
bang cach két thiic chudi phan tmg peroxid hoa lipid. GPx c6 tac dung chong lai
nhiing ton thuong gay nén boi qua trinh oxy hoa. Chi s6 GPx phu thudc vao
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nong d6 H,0,, khi ndng do H,0, cao thi chi s GPx giam va nguoc lai. O BN
mic BGDR, d giam nong do O,, SOD bién d6i cac O, thanh H,0,, dan dén
H,0, tang sinh mot lwong 16n, do d6 1am cho chi sé GPx giam.

- Piéu nay giai thich két qua nghién ctru cta chung toi & bang 3.10, chi
s6 GPx & nhom bénh (231,45 pg/ml) thap hon so v6i nhom chung (236,05
pg/ml), véi p < 0,05. Giam chi s6 chéng oxy hoa hd trg gia thuyét rang stress
oxy hoa giit vai tro quan trong trong co ché bénh sinh ciia BGDR. Mot sd tac
gia sau ciing quan sat thAy GPx nhom bénh thdp hon nhém ching:

+ Mirunalini va cs (2010), nghién ctru hiéu qua chita bénh cuaa téi tuoi
d6i voi BN mic BGDR, cho thay chi sé GPx trudc diéu trj ¢ nhém bénh (1,24
+ 0,11 U/mg Hb) thap hon so vi nhom ching (2,01 + 0,11 U/mg Hb), sau
diéu tri chi s6 GPx & nhém bénh lai tang 1én (1,91 + 0,14 U/mg Hb), vai p <
0,05 [91]. Két qua nghién ctru cho thay t6i tuoi bao vé mo gan bang cach ting
hoat dong enzym chéng oxy hoa dé chdng lai su oxy hoa.

+ Li va cs (2010) da thong qua su thay d6i chi s SOD, GPx va MDA
dé danh gia hiéu qua diéu tri cia thuéc Saponin chiét xuat tir cdy Panax
japonicus diéu tri BGDR & chudt, trude diéu tri chi sé6 SOD va GPx giam, sau
diéu tri 2 chi s6 nay ting 1én [80]. Nhu vay Saponin c6 tac dung bao vé cau
triic va chtrc nang cua ty thé, bang cach ting chi sé enzym chdng oxy hoa dé
loai bo cac gbe tu do va dang oxy hoat dong.

+ Bhatt va cs (2016) nghién ciru cac dau an sinh hoc phat hién stress
oxy héa & 30 BN viém gan do rugu va 30 ngudi khoe manh, két qua chi sb
GPx & nhoém bénh (2,88 + 0,03 u/ml HC), thip hon so v6i nhém ching (4,14
+ 0,03 u/ml HC), véi p < 0,001 [22].

- Két qua nghién ctru ctia mdt s6 tac gia thdy GPx nhom bénh cao hon so voi

nhoém chimg:
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+ Chen va ¢s (2011), nghién ctru tinh trang chdng oxy héa & 27 BN mic
BGDR ving Péng Nam Dai Loan, két qua chi s6 GPx & nhém bénh (34,4 + 4,2
U/gHDb), cao hon so véi nhom chimg (27,9 + 2,2 U/g Hb), véi p < 0,05 [31].

+ Shinde va cs (2012), nghién ciru vé stress oxy hoa va tinh trang chéng oxy
hoa & 40 BN méac BGDR, thay chi s6 GPx ¢ nhom bénh (43,62 + 1,36 U/gm Hb),
cao hon so voi nhom chimg (26,07 +2,30 U/gm Hb), vai p < 0,01 [118].

+ Janani va cs (2010) nghién ctru vé cac vitamin chong oxy hoa va
enzym chdong oxy hoa ¢ 30 BN mic BGDR va 30 ngudi nhém chimg. Két qua
chi s6 GPx ¢ nhom bénh (44,98 + 1,36 U/gm Hb), cao hon so v&i nhom chimg
(26,06 + 1,47 U/gm Hb), véi p < 0,001 [59]. Giam chat oxy hoa khong cé ban
chat enzym nhu acid ascorbic, vitamin E ting ho gia thuyét rang c6 tang stress
oxy hoa & BN mac BGDR. Chi s6 enzym chéng oxy hoa ting dé dap tng voi
stress oxy hoa. Giam vitamin chdng oxy héa tng ho gia thuyét rang peroxid hoa
lipid 14 mot yéu td quan trong trong co ché bénh sinh cuia BGDR, hé théng
chéng oxy hoa giam & nhitng BN nay. Nhimg phat hién nay ciing cung cap co s
khoa hoc dé phat trién cac liéu phap diéu tri mai, chang han nhu bo sung vitamin
chéng oxy hoa.

GPx 1a enzym cam ung stress oxy hoa, dong vai tro quan trong trong
duy tri tinh toan ven va chtic ning ctia mang té bao. GPx tiang dé chong lai
cac tac dong cua stress oxy hoa. GPx bao vé hiéu qua, chdng lai ton thuong té
bao, boi vi no loai bo hydrogen peroxide va lipid peroxy lam giam st dung
chat glutathion. Tang enzym chdng oxy héa c6 thé 1a mot co ché thich tng
ban dau vdi tang stress oxy hoa.

Chi sé6 MDA

Trong co thé khoe manh, qua trinh peroxid hoa lipid 1a mot qua trinh
chuyén hoa binh thuong xay ra ¢ té bao trong cac mo va td chire. Tac dung 1a
dé diéu hoa tinh thim ciia mang sinh hoc va cac enzym lién két mang. Trong

truong hop co thé ting sinh qua mirc cac dang oxy hoat dong (stress oxy hoa),
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khi d6 qua trinh peroxid hoa lipid xay ra manh ¢ nhiéu noi trong co thé va kéo
dai s& gay ton hai dén cac té bao, co quan trong co thé, hau qua 1a tac dong dén
cac mang sinh hoc, tén thwong dai phén tir sinh hoc nhu protein, ADN.

- Két qua nghién ciru theo bang 3.10, trung vi chi s6 MDA trong méu &
nhom bénh (4,14 mmol/l) cao hon so véi nhom chung (3,1 mmol/l), su khac
biét co ¥ nghia thdng ké (p < 0,05). Nhu vdy 1a c6 ting stress oxy hoa va ton
hai hé thong chéng oxy hoa & BN miac BGDR. Cac con duong chinh trong
qua trinh chuyén hoa ruou lién quan dén enzym alcohol dehydrogenase,
chuyén hoa ruogu thanh acetaldehyd doc hai, no tuong tac vai cac protein va
cac chat béo trong té bao co6 thé dan dén san sinh thé hé cac goc tu do 1am ton
thuong té bao. San xuat nhiéu cac gbc tu do, nhu di duoc chang minh boi
tang chi s6 MDA trong mau, ung ho gia thuyét vé co ché bénh sinh co ting
stress oxy hoa & BN miac BGDR. Trong nghién ctru nay cac san pham cua qua
trinh peroxid hoéa lipid, nghia la chi s6 MDA trong mau da ting lén.

- Két qua nghién ctru ctia ching toi ¢6 chi s6 MDA trong mau ¢ nhom
bénh cao hon nhém ching cling phu hop vai céc tac gia sau:

+ Gupta va c¢s (2005) nghién ctru mirc do peroxid hoa lipid va tinh trang
chdng oxy hoa & 20 ngudi nghién ruou va 20 ngudi khoe manh, két qua chi sd
MDA huyét thanh ¢ nhom bénh (7,97 + 1,40 mmol/I), cao hon so v6i nhom chimg
(3,48 + 0,63 mmol/1), véi p < 0,01 [51].

+ Subhani (2009), nghién ctru muc 5'-nucleotidase huyét thanh, stress
oxy hoa va tinh trang chéng oxy hoa ¢ 25 ngudi nghién ruou, 25 BN xo gan,
25 nguoi nhom chang, tir 35-70 tudi, két qua chi s6 MDA & nhéom xo gan
(6,32 nmol/ml), cao hon nhoém nghién rugu (5,22 nmol/ml), va nhém ching
(4,1nmol/ml), v&i p < 0,05 [126]. Chi sé6 MDA cao hon & ca nhom BN xo gan
va nguol nghién rugu da chimg té stress oxy hoa cao hon & BN xo gan cling nhu
& ngudi nghién rwou. Chi s6 MDA ¢ BN xo gan cao hon so v6i nguoi nghién

ruou phan anh sy ton thuong oxy héa ddi véi gan rd rang hon, vi xo gan 13 hau
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qua cua tinh trang tén thuong gan kéo dai do nhiéu nguyén nhan nhu ruou,
virus...Su tao thanh gdc ty do tir cac lipoprotein gy peroxid héa lipid, dan dén
ting cao chi s6 MDA.

+ Maithreyi va cs (2010) nghién ctru su peroxid hoa lipid va chat chng
oxy hoa ¢ 30 BN mic BGDR va 30 nguoi khoe manh, két qua chi s6 MDA
huyét thanh ¢ nhom bénh (10,81 + 1,64 nmol/gmHb), cao hon so v6i nhom chimg
(5,18 + 1,22 nmol/gmHb), véi p < 0,001 [85]. Két qua cua nghién ctu cho thay
tang san xuat gdc tur do cua oxy ching minh bang MDA cao hon va c6 ting stress
oxy hoa & BN mac BGDR.

+ Pujar va cs (2011), nghién ctru chi s6 MDA huyét thanh, vitamin
chéng oxy héa va enzym chong oxy hoa trén 100 BN mac BGDR va 100
nguoi khoe manh, két qua cho thay chi s6 MDA huyét thanh ¢ nhom bénh
(7,02 £ 0,96 nmol/ml), cao hon so v&i nhém chung (1,97 + 0,66 nmol/ml),
v6i p < 0,01. Cac chat chéng oxy hoa c6 ban chat khong enzym nhu Vitamin
A, Vitamin C, Vitamin E cling giam. MDA la d4u hiéu c6 d6 nhay trong danh
gia t6n thuong gan do ruou [108].

- Theo Kundu va cs (2012), nghién ctru stress oxy hoéa ¢ BN viém gan
do ruou va do virus, thay chi s6 MDA huyét thanh & nhom viém gan do ruou
(12,43 = 2,01 nmol/mgHb) va nhém do virus viém gan B (12,42 + 2,18
nmol/mg Hb) khong c6 su khéac biét, tuy nhién ca 2 nhom déu cao hon nhém
ching, p < 0,05 [74].

+ Shinde va cs (2012), nghién ctu vé stress oxy hoa va tinh trang chng
oxy hoa & 40 BN mic BGDR va 40 nguoi khoe manh, két qua chi s MDA
huyét thanh & nhém bénh (14,13 + 1,95 nmol/ml), cao hon so v&i nhém
chung (3,26 + 0,39 nmol/ml), véi p < 0,01 [118].

+ Nghién ctru cua Singh va c¢s (2013) danh gia GGT va sy lién quan ctua
né véi stress oxy hoa ¢ 60 nguoi nghién ruou va 20 ngudi khoe manh, két qua

chi s6 MDA huyét thanh & nhom bénh (9,02 = 1,21 mmol/L), cao hon so véi
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nhom chimg (3,61 + 0,63 mmol/L), véi p < 0,001 [122]. Chiing t6 udng ruou
qua muc 1am ting stress oxy hoa & gan. Sir dung cac ddu 4n sinh hoc nhu
GGT, MDA giup phat hién cac yéu td nguy co cia BGDR.

+ Zore va cs (2014), nghién ctru tinh trang chong oxy hoa va noéng do
kém ¢ 60 BN mic BGDR va 20 nguoi khoe manh, két qua cho thiy chi sd
MDA huyét thanh & nhém bénh (7,18 + 1,44 nmol/ml), cao hon nhém chung
(1,16 + 0,20 nmol/ml), ndong d6 k&m nhém bénh thap hon nhém ching, véi p
< 0,001 [138]. Nhu vy MDA c6 thé duoc sir dung dé phat hién tén thuong
gan do ruou va kém c6 vai trd nhu chéat chng oxy hoa.

Ung dung vai trd 1a dau 4n sinh hoc phat hén su peroxid hoéa lipid va
tinh trang ton thuong gan cia MDA, tac gia Pourahmad va cs (2015) di quan
sat su thay d6i chi s6 MDA dé cong b tac dung bao vé gan cua cay Salep
[106]. Giam chi s6 MDA bdi cay Salep c6 thé do c6 chat chéng oxy hoa trong
loai cay nay. Polyphenols va flavonoid c¢é trong ciy nay c6 thé bao vé té bao
chéng lai su giam Glutathione bang cach ting cic enzym chdng oxy hoa nhu
Reductase, GPx va Catalase, do d6 1am giam H,O, (tic nhan gay ton thuong
cac thanh phan cua té bao).

Wang va ¢s (2016) sir dung gbc va ré kho cua ciy Lindera aggregata
(LR) dé diéu tri BGDR & chudt. Két qua cho thay cac chat chiét xuat tir LR c6
thé wc ché CYP2E] trong mé gan, 1am giam chi s MDA va ting chi s6 SOD
& trong huyét thanh va gan véi cac mirc 46 khac nhau [139]. Nhu vay, chiét
xuat tir LR ¢6 hiéu qua bao vé gan do stress oxy hoa giy ra bdi ruou. Két qua
cta nghién ctru cho thay chiét xuat LR c6 tac dung diéu tri ton thuong gan do
ruou, do tac dung chdng viém va hoat dong chéng oxy héa cua LR.

Zhou va cs (2017) nghién ctru tac dung bao vé ciia nudc chanh trén ton
thuong gan do ruou & chudt. Tac gia quan sat thay nudc chanh co tac dung
bao vé ton thuong gan do ruou & chudt (thé hién giam ALT va AST huyét
thanh) va giam qua trinh peroxid hoa lipid (giam chi s6 MDA) [136]. Tac
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dung bao vé gan lién quan dén kha ning chéng oxy héa cua nuéc chanh.
Nuéc chanh (cé vitamin chong oxy héa) c6 thé phong ngira va diéu tri ton
thuong gan do rugu.

4.2. Méi lién quan giira chi s6 TAS, SOD, GPx va MDA trong mau véi mdt
s6 didc diém 1am sang, cin 1am sang & bénh nhian mic bénh gan do ruou

4.2.1. Lién quan véi diic diém lim sang

pé sang loc nghién rugu, ching t6i st dung bo cau hoi AUDIT cua
WHO, sau d6 danh gia vé luong ruou udng hang ngiy va thoi gian sir dung
ruou & nhitng d6i tugng nghién ruou nay. Cé mdi lién quan gitta mac do xo
hoa gan véi thoi gian sir dung ruou va lugng rugu udng hang ngay, véi p <
0,001 (bang 3.7, bang 3.8). Két qua nay phu hop véi y vin, ¢o su dong thuan
vé méi lién quan giira s6 lwong ruou di udng va tién trién cia BGDR [123].
C6 sy trong quan dang ké gita mic str dung rugu binh quan dau nguoi Véi ty
I¢ xo gan do rugu, ty I¢ tir vong do xo gan ruou gitta cac nudc [99].

- Deshpande va cs (2013) nghién ctru su lién quan gitra lugng ruou da su
dung véi d4u 4n sinh hoc phat hién stress oxy hoa va vai tro ciia n6 trong bénh
sinh va sy tién trién ctia xo gan, tién hanh trén 50 BN mac BGDR. Két qua chi
s6 SOD ¢ nhom BN méac BGDR & nhom ubng < 150g alcohol/ngay (4,00 + 0,62
U/gm/Hb), cao hon so v6i nhém BN udng > 150g alcohol/ngdy (3,26 + 0,64
U/gnvHDb), va ca 2 nhom nay déu thap hon so v6i nhom chimg (6,97 + 1,69
U/gm/Hb), véi p < 0,0001. Chi s6 GPx & nhdom BN méc BGDR uéng < 150g
alcohol/ngdy (9,28 + 1,39 U/gnv/Hb), cao hon so v6i nhom BN udng > 150g
alcohol/ngay (8,38 + 1,05 U/gnyHb), ca 2 nhém déu thip hon so v6i nhom
chimg (13,04 + 1,74 U/gm/Hb), véi p < 0,0001. Chi s6 MDA huyét thanh &
nhém BN ubng < 150g alcohol/ngay (9,23 + 1,29 nmol/ml), thap hon so véi
nhom BN uéng > 150 g alcohol/ngay (10,76 + 1,03 nmol/ml), cao hon so v&i
nhom chimg, véi p < 0,001 [37]. Két qua nghién ctru cta tac gia Deshpande cho

thay c6 lién quan dang ké gifra stress oxy hdéa & cac nhém véi lugng rugu
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udng vao hang ngay khac nhau, luong alcohol di sir dung cang nhiéu thi chi
s6 SOD, GPx cang giam, chi s6 MDA cang ting. Nhitng két qua nay goi y
rang giam chi sd enzym chéng oxy héa c6 lién quan dén luong rugu da su
dung. Nhu vay c6 mot mbi lién quan giira hé thong chdng oxy héa véi sy gia
tang stress oxy hoa, giam tuong tmg chat chéng oxy hoa giita hai nhom c6 muc
tiéu thu rugu khac nhau khi so véi nhém chimg. Khéac voi két qua nghién ctru
ctia chung t6i khong thiy c6 méi lién quan gita chi sé6 TAS, SOD, GPx va
MDA trong méu véi luong rugu udng hang ngay va thoi gian sir dung ruou,
véi p > 0,05 (bang 3.12, bang 3.13). Co 1€ trong nghién ctru cua ching t6i BN
da uéng mot sd loai rugu khong 10 néng d6 con. Hon nita lam dung ruou 1a hanh
vi ¢4 nhan mang d nhay cam cao, do vay kho khan trong khai thac thoi gian va
muc do sir dung, ma phu thudc vao udc doan cua nguoi tra 10i. Cho nén ching
t6i kho danh gia chinh xac BN d3 udng bao nhiéu g alcohol/ngay, chi udc luong
duogc s6 ml ruou di ubng/ngay va thoi gian d3 udng ruou. Béi vay khi phan tich
khong thay méi lién quan giira cac chi s6 SOD, GPx, TAS va MDA trong méu
v6i thoi gian va luong rugu di udng.

- Bang 3.15 va bang 3.16, cho thay c6 mdi lién quan gitra chi sé SOD va
GPx trong mau Véi triéu ching dau ha suon phai, trung vi SOD va GPx trong
mau & nhom c6 dau ha suon phai (490,61 ng/ml va 208,42 pg/ml) thip hon so
véi nhom khong dau ha suon phai (623,59 ng/ml va 239,97 pg/ml), vai p < 0,05.
Nhu vay c6 giam chi s6 chéng oxy hoa SOD va GPx & BN c¢6 triéu ching co
nang hay gap cta bénh ly gan mat (dau ha suon phai).

- Trung vi chi s6 MDA trong méau & nhom c6 gan to (3,82 mmol/1) thap
hon so v&1 nhoém khong cé triéu chung gan to (4,76 mmol/l), voi p < 0,05
(bang 3.17). Chi s6 MDA tiang tuyén tinh voi mac do peroxid hoa lipid, nhu
vay muc do peroxid hoa lipid giam di & BN c6 gan to day la nhitng BN bénh
gan man tinh con b, con nhig BN xo gan mat bu gan khong to (qua trinh

x0 hoa kéo dai da 1am gan nho lai) thi mic do peroxid hoa lipid tang 1én.
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4.2.2. Lién quan véi diic diém cdn lim sang

Béng 3.18 trung vi trang thai chong oxy hoa toan phan — TAS trong mau
& nhom c6 giam albumin (12,88 U/ml) thip hon nhém khéng giam albumin
(14,03 U/ml), su khac biét cd y nghia théng ké (p < 0,05). Nhu vay trang thai
chdng oxy hoa toan phan trong mau giam & BN ¢6 giam albumin méu.

Qua bang 3.21 cho thiy trung vi chi s6 MDA trong mau & nhém giam
albumin (4,62 mmol/l) cao hon so véi nhom khong giam albumin (3,49 mmol/l),
v6i p < 0,05. Chirng to mirc d stress oxy hoa tiang 1én, cac gbe tu do ting 1én &
nhom BN c6 giam albumin mau, ma albumin 13 mét chi tiéu ¢ bang diém Child-
Pugh trong tién lugng BN. Theo nghién ctru cua Das va cs (2017), nhitng BN c6
viém gan do rugu ning, ting dang ké qua trinh oxy hoa albumin, va albumin
hoat dong nhu mot chat chéng oxy hoa, diéu nay thiic day stress oxy hoa va tinh
trang viém & BN viém gan do rugu nang [34].

- Trong két qua nghién ctru cua ching tdi trung vi chi s6 GPx trong
mau ¢ nhom ALT tang 2-5 1an (200,91 pg/ml), thap hon so v6i nhom ALT <
2 lan (237,45 pg/ml), voi p < 0,05 (bang 3.24). ALT hién dién cha yéu ¢ bao
tuong cua té bao gan, cho nén sy ting ALT c6 do nhay va do dic hiéu trong
cac bénh 1y gan [4], [6]. Nhu vay chi sé GPx trong mau s& giam di khi murc
d6 ton thuong té bao gan ting 1én. Co thé 1y giai 1a do tac dong cia céc tac
nhan oxy hoa ting 1én, 1am ton thwong nhiéu dén té bao gan, enzym chdong
oxy hoa GPx s& tang hoat dong dé bao vé té bao gan d6i vdi cac tac nhan oxy
hoa, qua trinh nay kéo dai s& lam cho chi s6 GPx trong mau giam di. Ung
dung vao 1am sang c6 thé dung chi s6 GPx dé danh gia mac do hay hoai té
bao gan.

- Chuing t6i quan sat thay trung vi chi s6 MDA trong mau & nhém gan
nhiém m& hon hop (4,54 mmol/l) cao hon so v6i nhom gan nhiém md giot
16n (3,47 mmol/l) va nhém gan nhiém md giot nho (1,56 mmol/l), véi p <

0,05 (bang 3.32), nhu vay murc d0 peroxid hoéa lipid tang 1én & BN cé gan
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nhiém md hon hop. Theo y vin, gan nhiém md giot 16n va hon hop hay gip &
BN méc BGDR.

- C6 moi lién quan gitta chi s6 MDA trong mau véi ving gan nhiém
md, trung vi chi s MDA trong mau ¢ nhém c¢6 gan nhiém mé ving 2 (4,55
mmol/l) va ving 3 (4,54 mmol/l) cao hon so véi nhém khong c6 gan nhiém
md& vung 2 (3,07 mmol/l) va ving 3 (3,13 mmol/l), véi p < 0,05 (bang 3.32).
Ma chi s6 MDA ting tuyén tinh véi mic do peroxid hoéa lipid. Nhu vay & BN
c6 gan nhiém md ving trung tdm tiéu thuy va ving trung gian mtc do
peroxid hoa lipid tang 1én.

- Theo két qua nghién ctru ctia chung t6i ¢6 mdi lién quan giira chi sd
MDA trong mau véi mitc d6 gan nhiém md, trung vi chi s MDA trong mau
& nhom gan nhiém md muc dod ning (4,74 mmol/l) cao hon so v&i nhom gan
nhiém md mirc do trung binh (4,26 mmol/l) va nhom gan nhiém md muc do
nhe (3,07 mmol/l), véi p < 0,05 (bang 3.32), nhu vay gan cang nhiém md
ning thi qué trinh peroxid hoéa lipid cang ting, san pham cudi cing ctia qua
trinh nay 1a chi s6 MDA da ting 1én. Trén 1am sang c6 thé st dung MDA dé
danh gia muc d6 gan nhiém md. Gop thém mdt phuong phap nita dé danh gia
mirc do nhiém m& gan ngoai Fibroscan, siéu am, sinh thiét gan.

- C6 mdi lién quan gitra chi s6 SOD trong mau Véi giai doan xo hoa gan.
Trung vi chi s6 SOD trong mau ¢ nhém xo hoa gan F2 (737,46 ng/ml) cao hon
so voi nhom xo hoa gan F3 va F4 (F3: 581,60 ng/ml; F4: 570,55 ng/ml), véi p <
0,05 (bang 3.34). Chi s6 SOD trong mau lién quan v6i mirc d6 xo hoa gan, mirc
d6 xo hoa gan cang ning thi chi s chéng oxy héa SOD trong mau cang giam.
C6 1& do enzym chéng oxy hoa SOD s& ting hoat dong dé bao vé gan khoi
qué trinh xo hoa gan do ruou, tinh trang nay kéo dai s& 1am cho chi s6 SOD
trong mau giam di. Ung dung vao 1am sang dung chi s6 SOD dé danh gia
mirc d6 xo hoa gan. Gop thém mot phuong phéap nira dé danh gia mic do xo

hoa gan ngoai Fibroscan, siéu am, sinh thiét gan.
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- Bang 3.38 chi ra trung vi chi s6 SOD trong mau & nhom cé thé
Mallory (557,45 ng/ml) thap hon so v&i nhoém khong c6 thé Mallory (724,98
ng/ml), nhu vy chi sé SOD trong mau giam dang ké & nhimmg BN co6 dic
diém mo bénh hoc dic trung cia BGDR (thé Mallory).

- Bang diém Child-Pugh duogc ap dung rong rai dé tién lugng BN bénh
gan man tinh, gdm c6 2 chi tiéu 1am sang va 3 chi tiéu can 1am sang. Trong
nghién ctu caa chung t6i c¢o phan tich mdi lién quan giita chi s6 SOD, GPx,
TAS va MDA trong mau véi diém Child-Pugh. Chung t6i khong thay c6 su
lién quan gitra chi s6 SOD trong mau véi diém Child-Pugh (bang 3.36), khac
VO cac tac gia:

+ Casteele va cs (2002) nghién ctru chi s6 cic enzym chong oxy ho4 trong
huyét tuong & BN mac BGDR theo cac mirc do suy gan, tién hanh trén 32 BN
mic BGDR, 14 nguol nghién ruou khong mic bénh gan, 21 nguoi khoe manh,
két qua chi s6 SOD & nhém chimg (151 + 7 U/mL), & nhom nghién ruou chua
t6n thuong gan (169 + 14 U/mL), & nhém BN mic BGDR Child-Pugh A (193 +
22 U/mL), 6 nhém BN mac BGDR Child-Pugh B (152 + 14 U/mL), & nhém BN
méc BGDR Child-Pugh C (120 + 13 U/mL), bénh gan khéng do rugu Child-
Pugh C (132 +£20 U/mL) [28].

+ El-Rahman va cs (2001) da nghién ciru chi s6 SOD cua 65 BN bénh
gan man & Ai Cép, cho thay chi s6 SOD ¢ nhém BN xo gan (116885 + 190,12
w/ml) thip hon so véi nhom viém gan (1634 + 304,02 u/ml), chi s6 SOD & nhom
BN xo0 gan Child-Pugh C (562,95 + 164,58 u/ml) thip hon so v6i nhém BN
xo0 gan Child-Pugh B (816,25 + 86,47 u/ml) va nhom BN xo gan Child-Pugh
A (1168,85 + 190 w/ml) [42]. Nhu vay muc do giam chi sé SOD phu thudc
vao mirc do ton thuong té bao gan, BN méic viém gan hay xo gan va BN dang
& giai doan xo gan con bu hay mat bu.

Chung t6i ciing khong thay c6 sy lién quan giita chi s6 MDA trong mau
v6i diém Child-Pugh (bang 3.36), khac véi tac gia Moreno va c¢s (2016),
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nghién ctru dau an sinh hoc phat hién stress oxy hoa trén 57 BN mic BGDR,
két qua chi s6 MDA & nhém BN miac BGDR Child-Pugh A (0,18 + 0,02
nmol/mg), thap hon so voi nhém Child-Pugh B (0,2 + 0,02 nmol/mg), va
nhom Child-Pugh C (0,3 £ 0,1 nmol/mg), véi p < 0,0001 [93]. Ching t6 chi
s6 MDA tang 1én ¢6 lién quan dén mirc d6 ning cua ton thuong gan.

Khi phén tich don 1¢ timg chi s6 SOD, GPx va MDA trong mau Véi
diém Child-Pugh chung t6i khong thay c6 mbi lién quan, nhung khi phan tich
téng trang thai chéng oxy hoa toan phan — TAS trong mau lai thdy cé su lién
quan véi diém Child-Pugh: Trung vi TAS trong mau ciia BN mic BGDR &
nhom Child-Pugh A (14,06 U/ml) cao hon so v6i nhom Child-Pugh B (12,70
U/ml) va nhém Child-Pugh C (10,14 U/ml), véi p < 0,05 (bang 3.36). Chiing
t6 tong trang thai chdng oxy hda toan phan trong mau s& giam di tuong tmg
v6i mirc d6 nang cua ton thuong gan. Pay 1a chi s6 dé danh gia tong quat nhat
vé tinh trang hoat dong cua hé thong chong oxy hoa cua co thé. Hé thong
chéng oxy hoa c6 nhiéu thanh phan (c6 ban chat enzym nhu SOD, GPx..,va
ban chat khéng enzym nhu cac vitamin c6 tac dung chéng oxy hoa) va su thiéu
hut bat ky thanh phan nao, déu c6 thé 1am giam tinh trang chong oxy hoa toan
phan ctia mot ca thé. Co 1& trong nghién ctru cta ching ti chi c6 chéng oxy
hoa c6 ban chat khong enzym lam thay doi TAS trong mau theo muc do ton
thuong gan. Trang thai chong oxy hoa toan phan — TAS trong mau cé lién
quan véi diém Child-Pugh. Ma diém Child-Pugh dung dé tién lugng BN xo
gan con bu hay mat bu. Nhu vy trén 1am sang c6 thé thong qua chi s TAS
dé tién luong BN.

4.2.3. Méi twong quan giiia cdc chi sé6 SOD, GPx, TAS va MDA trong
mau nhom bénh.

Qua biéu d6 3.6 SOD tuong quan thuan mirc do vira véi GPx (r = 0,365, v6i
p < 0,001). Chung to khi chi s SOD trong méu giam (do SOD phai huy dong
nhiéu dé chuyén O, thanh H,0, dan dén SOD giam), thi chi sé GPX trong mau
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cling giam theo (khi SOD dugc huy dong nhiéu thi H,O, s& duoc sinh ra
nhiéu, ma chi s6 GPx phu thudc vao néng d6 H,O,, khi ndng d6 H,0, cao thi
chi s6 GPx giam).

Biéu d6 3.7 cho thay chi s6 SOD trong mau twong quan thuan muirc do
vira voi trang thai chdng oxy hoa toan phan - TAS trong mau (r = 0,445 voi
p < 0,0001). O BN mic BGDR, su tac dong ctia ruou va cac san pham chuyén
héa ciia né sé& tao ra nhiéu géc tu do. Do mét lugng 16n géc tu do duoc tao
thanh, co thé s& huy dong toan bd hé thdng chdng oxy hoa, bao gdm chdng oxy
hoa c6 ban chat enzym nhu SOD, GPx va chdng oxy héa khong co ban chat
enzym nhu Vitamin A, Vitamin C, Vitamin E...dé giam gdc tu do, vi vay tong
trang thai chong oxy hoa toan phan-TAS trong mau s& giam.

Quan sat biéu d6 3.9 cho thiy chi s6 GPX trong mau tuong quan thuin muc
d6 vira voi chi s6 MDA trong méu (r = 0,443, véi p < 0,0001). Biéu d6 3.8 cho thy
két qua 1a chi s6 SOD trong méau tuong quan thuin muic do vira véi chi s6 MDA
trong mau (r = 0,350, v&i p = 0,001). Nhur vy chi s6 SOD va GPx déu twong quan
thuan muc do vira v6i chi s6 MDA. Chi s6 enzym chéng oxy hoa SOD va GPx
trong mau giam tirc 1a chat oxy hoa tang 1én, khi c6 sy mit cAn bang giita chét
oxy hoa va chéng oxy hoa nghia 13 xuét hién stress oxy hda. MDA 14 d4u 4n sinh
hoc phat hién stress oxy hoa, da tdng 1én tuong quan thuin vai SOD va GPx.

O nguoi lam dung rugu sy qua tai hé théng enzym Cytocrom E1 di tao
nén mot luong Acetaldehyt dang ké trong gan, day 1a chudi dau tién cua viéc
tao nén moét luong 16n cac géc tu do. Su chéng d& cua té bao gan vOi su gia
ting qua muc cac goc tu do (stress oxy hoa) din dén su can kiét cua S
Adenosyl Methionin, tién chat ciia glutathion. Sy suy giam va can kiét chat
chéng oxy hoa quan trong nay 1a mot trong nhitng nguyén nhan giy nhiing
ton thuong nghiém trong cua té bao gan do ruou dan dén sy gia ting chét theo
chuong trinh ciing nhu kich thich t6 chtc xo phat trién. Do vay glutathion 1a

mot co chat quan trong trong diéu tri BGDR. Su bién doi cic chat chéng oXy
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hoa cia nghién clru ¢6 y nghia trén 1am sang la: TAS cang giam thi tién lugng
BN cang nang. SOD gidm khi muc d§ xo hoa gan tang l1én. MDA cang tang
thi mic d6 nhiém md gan cang ting. Chi sé6 GPx trong mau s& giam di khi
mirc do ton thuong té bao gan ting 1én.

Do chi s6 TAS, SOD, GPx, va MDA trong mau dao dong rat 1on va
phan bd khong chuan nén chung t6i dung kiém dinh Mann-Whitney so sanh
trung vi ctia 2 nhom doc l1ap va kiém dinh Kruskal-Wallis khi so sanh trung vi
cia 3 nhém doc 1ap. Tuy nhién trong nghién ctru ndy ching t6i nhin thiy
chua co sy lién quan nhiéu giita chi s6 TAS, SOD, GPx va MDA trong mau
v6i dic diém 1am sang va cin 1am sang cia BN miac BGDR. C6 1& do d6i
tuong, pham vi, ti€u chuan lya chon nghién ctru con bi han ché. Hon nira dé
qua trinh sinh thiét gan khong xay ra tai bién gi sau thu thuat, chung toi chi
chon nhitng BN mac BGDR giai doan con bu. Néu nhu ddi twong nghién ciru
1a nhimg BN mac BGDR giai doan mat bu (dugc chan doan phéan loai bang
cac k¥ thuat khong xam 1an), thi mdi lién quan gita chi s6 chéng oxy hoa

TAS, SOD, GPx va MDA trong méau v6i dic diém lam sang va cin 1am sang

~~~~~
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KET LUAN

Qua nghién ciu 83 BN mic BGDR va 35 nguoi nhom chimg chiing t6i
rat ra mot s két luan sau:

1. Pic diém lAm sang, cin lam sang, va chi s6 TAS, SOD, GPx, MDA
trong mau & bénh nhan miac bénh gan do ruou

- Tudi trung binh méc bénh 13 51,41 + 9,69 nam, d6 tudi 40 — 49 chiém 43,4 %.

- Triéu chiing lam sang thuong gap 1a: gan to (62,7%), vang da (67,5%).

Trung binh AST 1a 160,38 + 92,44 U/L. Trung binh ALT la 62,93 + 37,59
U/L. Til¢ AST/ALT trung binh 1a 2,99 +2,01.

- Két qua mé bénh hoc ¢ gan nhiém md chiém 92,8%, hay gip 1a mtrc do
xo hoa gan dang ké (63,9%). BN c6 nhitng dic diém mo bénh hoc dic trung cta
BGDR nhu: thoai héa dang bot do ruou (84,3%), ty thé khong 16 (63,4%), thé
Mallory (60,2%).

+ Trang thai chong oxy héa toan phan-TAS trong mau & nhom bénh
(12,89 U/ml) thap hon so v6i nhom ching (18,04 U/ml), véi p < 0,001.

+ Chi s6 chong oxy héa SOD trong mau nhém bénh (600,200 ng/ml),
thap hon so v6i nhom chimg (681,02 ng/ml), véi p < 0,001.

+ Chi s6 chdng oxy hoa GPx trong méau ¢ nhém bénh (231,45 pg/ml)
thap hon so v6i nhom chimg (236,05 pg/ml), véi p < 0,05.

+ Chi s6 MDA trong mau ¢ nhom bénh (4,14 mmol/l) cao hon so véi
nhom chung (3,2 mmol/l), vai p <0,05.

2. Mi lién quan giira chi s6 TAS, SOD, GPx va MDA trong mau v6i mot s6
dic diém JAm sang, cin 1Am sang & bénh nhan mic bénh gan do ruou

- Trang thai chéng oxy hoa toan phan trong mau c6 lién quan véi diém
Child-Pugh: Trung vi TAS trong mau ¢ nhom Child-Pugh A (14,06 U/ml) cao
hon so v&1 nhém Child-Pugh B (12,70 U/ml) va nhém Child-Pugh C (10,14
U/ml), voi p < 0,05.
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- Chi s6 chdng oxy hoa SOD trong mau c6 lién quan v6i mic d6 xo hoa gan:
Trung vi SOD & nhom xo hda gan mire do trung binh F2 (737,46 ng/ml) cao hon so
v6i nhdém xo hda gan mirec do nang F3 (581,60 ng/ml) va xo gan F4 (570,55 ng/ml),
véip <0,05.

- Chi s6 chéng oxy hoa SOD trong mau c6 lién quan vé6i thé Mallory: Trung
vi chi s SOD trong mau & nhém cé thé Mallory (557,45 ng/ml) thap hon so véi
nhém khéng co thé Mallory (724,98 ng/ml), véi p < 0,05.

- Chi s6 chdng oxy hoa GPx trong mau giam lién quan voi mie d6 ton thuong
t& bao gan: trung vi GPx trong méu & nhém ALT ting 2-5 1an (200,91 pg/ml) thap
hon so véi nhém ALT < 2 1an (237,45 pg/ml), véi p < 0,05.

- C6 tang mirc peroxid hoa lipid & nhitng BN c6 gidm albumin mau: trung
vi chi s6 MDA trong mau ¢ nhom giam albumin (4,88 mmol/l) cao hon so véi
nhom khong gidm albumin (3,8 lmmol/l), véi p < 0,05.

- Mirc d6 peroxid hoa lipid ting 1én c6 lién quan voéi gan nhiém mé ving
quanh khoang ctra va trung gian: trung vi chi s6 MDA trong mau ¢ nhém ¢ gan
nhiém mé ving 2 (4,55 mmol/l) va ving 3 (4,54 mmol/l) cao hon so véi & nhom
khéng c6 gan nhiém mé ving 2 (3,07 mmol/l) va ving 3 (3,13 mmol/l), v&i p < 0,05.

- Mirc do peroxid hoéa lipid ting 1én lién quan véi mic do gan nhiém
md: trung vi chi s6 MDA trong mau ¢ nhom gan nhiém m& muac d6 ning
(4,74 mmol/l) cao hon so véi nhém gan nhiém m& mirc d6 trung binh (4,26
mmol/l) va nhém gan nhiém m& muc do nhe (3,07 mmol/1), véi p < 0,05.

- GPx tuong quan thuan murc do vira vé1 MDA (r = 0,443, v61 p < 0,0001).
SOD tuong quan thuan mirc do vua GPx (r = 0,365, véi p < 0,001), SOD
tuong quan thuan mirc do vua voir TAS (r = 0,445 véi p < 0,0001), SOD
tuong quan thuan muc dg vira véi MDA (r = 0,350, véi p = 0,001).
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KHUYEN NGHI

1. Can nghién ciru sau hon vé vai tro cua cac chi sé chéng oxy hoa
trong mau & BN mic BGDR.

2. Nghién ctru bd sung cac chat chéng oxy hoa vao phac d6 diéu tri BN
miac BGDR.



DANH MUC CAC CONG TRINH NGHIEN CUU CUA TAC GIA PA
CONG BO CO LIEN QUAN PEN PE TAI LUAN AN

1. Lé Thi Thu Hién, Nguyén Quang Duit, Trinh Xuin Traing
(2017). “Pic diém 1am sang va md bénh hoc ¢ bénh nhan méic bénh gan do

ruou”. Tap chi Y Hoc Viét Nam, s6 2, thang 06/2017, tr 58-62

2. Lé Thi Thu Hién, Nguyén Quang Duit, Trinh Xuin Trang (2017).
“Nghién ctru hoat d6 enzym SOD, GPx, TAS va MDA & bénh nhan mic bénh
gan do ruou”. Tap chi Y Hoc Viét Nam, $6 2, thang 06/2017, tr 111-113

3. Lé Thi Thu Hién, Nguyén Quang Duit, Trinh Xuin Tring
(2017). “Mdi lién quan giita chi s6 SOD, GPx, TAS va MDA v&i mot so chi
ti€u lam sang va can 1am sang ¢ bénh nhan mic bénh gan do rugu”. Tap chi Y

hoc thire hanh, s6 2, thang 9/2017, tr 5-7



TAI LIEU THAM KHAO

TIENG VIET

1. Nguyén Vin Bing (2013) "Nghién cuu su bién doi mot s6 chi sé chdng
oxy hod & ngudi tiép xuc nghé nghiép voi chi vo co, tac dung bao vé
ctia sdm ngoc linh trén dong vat thuc nghiém". Ludn dn Tién si Y hoc,
Hoc vién Quan y, Ha Noi,

. Vu Khoa hoc va Pao tao B§ Y té (2007) "Xac dinh ¢& miu trong céac
nghién ctu y t&". Nha xudt ban Y hoc,

. Nguy&n Duy Cwong (2014) "Nghién ciru dic diém 1am sang, can 1am sang
cua Xuat huyét tiéu hoa do gidn v tinh mach thuc quan & bénh nhan xo
gan c6 nghién ruou va khong nghién ruou”. Y hoc thue hanh 907 (3), tr.
59 - 62.

. Bui Hiru Hoang (2009) "Xét nghiém chirc nang gan". Tri¢u chung hoc Noi
khoa - Pai hoc Y Duwoc Thanh phé Hé Chi Minh. Nha xudt ban Y hoc,
tr. 147 - 155,

. Mai Vin Nam (2012) "Gi4o trinh nguyén 1y thong ké&". Nha xudt bdn vin
hoa thong tin, tr. 75 - 100.

. Nguyén Thé Khanh, Pham Tir Dwong (2005) "Xét nghiém sir dung trong
1am sang". Tdi ban lan thir 12 ¢é bé sung. Nha xudt ban Y hoc Ha Néi,
tr. 682 - 690.

. Nguyén Thi Minh Hong, Nguyén Nhwoc Kim (2015) "Panh gia tac dung
cia viéen XG1 diéu tri xo gan do ruou giai doan Child - pugh B". Tap
chi Nghién ciru'Y hoc, 94 (2), tr. 110 - 118.

: Nguyen Thé Phiét (2016) "Nghién ctru déc diém 1am sang va bién doi mot
s6 thong sb can 1am sang ¢ bénh nhan viém gan va xo gan do ruou".
http://soyte.hatinh.gov.vn/read/de-tai-nghien-cuu-khoa-hoc/tintuc/,

. Tran Thi Khanh Twong (2015) "Nghién ctru gié tri chan doan xo héa gan
bang phédi hop ky thuat ARFI véi APRI & cac bénh nhan viém gan
man". Ludn dn Tién si Y hoc, Truong Pai hoc Y Duoc Hué

10. Nguyén Thi Song Thao (2008) "Nghién ctru dic diém 1am sang va mot
sb xét nghiém can 1am sang ¢ bénh nhan xo gan c6 nghién rugu”. Ludn
Van Thac sy Y hoc, Truong Dai hoc Y Ha Néi,

11. Nguyén Ba Vuwong (2011) "Nghién ctu sy thay d6i mot sb chi s6 chong
oxy hoa & cong nhén tiép xtic nghé nghiép véi trinitrotoluen trén dong
vat thuc nghiém va tham do tac dung cua Belaf". Ludn dn Tién siy hoc,
Hoc vién Quan y, Ha Noi,


http://soyte.hatinh.gov.vn/read/de-tai-nghien-cuu-khoa-hoc/tintuc/

TIENG ANH

12.

13.

14,

15.

16.

17.

18.

19.

20.

21,

22,

23.

24,

25.

26.

Afroudakis A. P. (2000) "Alcoholic liver disease.[] An overview".
Annals of Gastroenterology, 13 (4), pp. 290-298.

Ali S., Hussain S., Hair M., et al (2013) "Comparison of Maddrey
Discriminant Function, Child-Pugh Score and Glasgow Alcoholic
Hepatitis Score in predicting 28-day mortality on admission in patients
with acute hepatitis". Ir J Med Sci, 182 (1), pp . 63-68.

Amini M., Runyon B. A. (2010) "Alcoholic hepatitis: A clinician’s guide
to diagnosis and therapy". World J Gastroenterol, 16 (39), pp. 4905-
4912.

Anne E. D., John M. D. (2011) "Alcoholic liver disease - Assessment
and management". Focus Current issues in alcohol. Australian Family
Physician, 40 (6), pp. 591 - 593.

Arteel G., Marsano L., Mendez C., et al (2003) "Advances in alcoholic
liver disease”. Best Practice & Research Clinical Gastroenterology, 17
(4), pp. 625-647.

Babor T. F., Biddle J. C. H., Saunders J. B., et al (2001) "Alcohol Use
Disorders Identification Test (AUDIT). Guidelines for Use in Primary
Care - World Health Organization". Second Edition, pp. 2-32.

Basra G., Basra S., Parupudi S. (2011) "Symptoms and signs of acute
alcoholic hepatitis". World J Hepatol 3(5), pp. 118-120.

Basra S., Anand B. S. (2011) "Definition, epidemiology and magnitude
of alcoholic hepatitis . World J Hepatol, 3 (5), pp. 108-113.

Beier J. 1., McClain C. J. (2013) "Mechanisms and cell signaling in
alcoholic liver disease". Biol Chem, 391 (11), pp. 1249-1264.

Bhardwaj P., Madan K., Thareja S. (2008) "Comparative redox status
in alcoholic liver disease and nonalcoholic fatty liver disease".
Hepatology International, 2 (2), pp. 202-208.

Bhatt S., Itagappa M., Sati B. (2016) "Circadian Variation in Oxidative
Stress Markers in Alcoholic Hepatitis Patients".
Int.J.Curr.Microbiol.App.Sci, 5 (1), pp. 522-527.

Birben E., Sahin U. M., Sackesen C., et al (2012) "Oxidative Stress and
Antioxidant Defense". WAO Journal 2012, 5, pp. 9-19.

Blachier M., Leleu H., Radosavljevic P. M., et al (2013) "The burden of
liver disease in Europe: a review of available epidemio logical data".
Journal of Hepatology, 58 (3), pp. 593-608.

Busch C. J. L, et al (2016) "Biomarker for oxidative stress plays a major
role in hepatic inflammation "'. Hepatology, pp. 1-2.

Kanel G. C. (2017) "Differential Diagnoses of Alcoholic Liver Disease
and Non-Alcoholic Fatty Liver Disease". Pathology of Liver Diseases,
Chapter 3, pp. 50-72.



217,

28.

29.

30.

31.

32.

33.

34,

35.

36.

37.

38.

39.

Cabezas J., Lucey M. R., Bataller R. (2016) "Biomarkers for
Monitoring Alcohol Use". Clinical liver disease. An Official Learning
Resource of AASLD, 8 (3), pp. 59-63.

Casteele M. V. D., Zaman Z., Zeegers M. (2002) "Blood antioxidant
levels in patients with alcoholic liver disease correlate with the degree
of liver impairment and are not specific to alcoholic liver injury itself",
Aliment Pharmacol Ther 16, pp. 985-992.

Celli R., Zhang X. (2014) "Pathology of Alcoholic Liver Disease".
Journal of Clinical and Translational Hepatology 2014, 2, pp. 103-1009.

Costa A. C., Ribeiro B., Costa E. (2007) "Platelet indices in chronic
alcoholic liver disease patients with thrombocytopenia”. Arq
Gastroenterol, 44 (3), pp. 201-204.

Chen Y. L., Chen L. J, Bair M. J. (2011) "Antioxidative status of
patients with alcoholic liver disease in southeastern Taiwan". World J
Gastroenterol, 17 (8), pp. 1063-1070.

Dahiru D., Obidoa O. (2007) "Pretreatment of albino rats with aqueous
leaf extract of Ziziphus mauritiana protects against alcohol-induced
liver damage”. Tropical Journal of Pharmaceutical Research, 6 (2),
pp. 705-710.

Dam M.K., Flensborg-Madsen T., Eliasen M, et al (2013) "Smoking
and risk of liver cirrhosis: a population-based cohort study". Scand J
Gastroenterol 48 (5), pp. 585-591.

Das S., Maras J. S., Hussain S. (2017) "Hyperoxidized albumin
modulates neutrophils to induce oxidative stress and inflammation in
severe alcoholic hepatitis". Hepatology, 65 (2), pp. 631-646.

Das S. K., Vasudevan D. M. (2005) "Biochemical diagnosis of
alcoholism™. Indian J Clin Biochem, 20 (1), pp. 35-42.

Deleuran T., Vilstrup H., Becker U., et al (2015) "Epidemiology of
Alcoholic Liver Disease in Denmark 2006-2011: A Population-Based
Study". Alcohol and Alcoholism, 50 (3), pp. 352-357.

Deshpande N., Kandi S., Kumar P. V. B., et al (2013) "Effect of
Alcohol Consumption on Oxidative Stress Markers and its Role in the
Pathogenesis and Progression of Liver Cirrhosis". American Journal of
Medical and Biological Research, 1 (4), pp. 99-102.

Dey A., Cederbaum A. 1. (2006) "Alcohol and oxidative liver injury",
Hepatology, 43 (2), pp. 63-74.

Dhanda A. D., Lee R. W,, Collins P. L., et al (2012) "Molecular
targets in the treatment of alcoholic hepatitis”. World J Gastro-enterol
18 (39), pp. 5504-5513.



40,

41.

42.

43,

44,

45,

46.

47,

48.

49,

50.

51,

52

53.

54,

55.

Dominguez M., Rincon D., Abraldes J. G. (2017) "A New Scoring System
for Prognostic Stratification of Patients With Alcoholic Hepatitis". The
American Journal of Gastroenterology, 15 (1), pp. 5-12.

Sary M. E. (2013) "Biochemistry of Free Radicals and Oxidative Stress".
Science International, 1 (5), pp. 111-117.

El-Rahman T. E. S. A., Mohamed L. A., EI-Aziz A. O. A., et al (2001)
"Level of superoxide dismutase enzyme in Egyptian patients with liver
cirrhosis"”. Master (Msc) Thesis, Cairo University, Giza, Egypt,

Esrefoglu M. (2012) "Oxidative Stress and Benefits of Antioxidant Agents
in Acute and Chronic Hepatitis". Hepat Mon, 12 (3), pp. 160-167.

Federico A., Dallio M., Loguercio C. (2017) "Silymarin/Silybin and
Chronic Liver Disease: A Marriage of Many Years". Molecules, 22
(191), pp. 2 - 16.

Ferenci P. (2016) "Silymarin in the Treatment of Liver Diseases: What Is
the Clinical Evidence?". Clinical Liver Disease, 17 (1), pp. 8-10.

Fogarasi E., Croitoru M. D., Fiilop I., et al (2016) Malondialdehyde
levels can be measured in serum and saliva by using a fast HPLC
method with visible detection. 24 (3), pp. 319-326.

Fryer E., Wang L. M., Verrill C,, et al (2013) "How often do our liver core
biopsies reach current definitions of adequacy?". J Clin Pathol pp. 1-3.
Fujii H., Kawada N. (2014) "Fibrogenesis in alcoholic liver disease".

World J Gastroenterol 20 (25), pp. 8048-8054.

Ghany M. G., Strader D. B., Thomas D. L., et al (2009) "American
Association for the Study of Liver Diseases. Diagnosis, management, and
treatment of hepatitis C: an update". Hepatology, 49 (1), pp. 1335-74.

Goodman Z. D. (2007) "Grading and staging systems for inflammation
and fibrosis in chronic liver diseases”. Journal of Hepatology 47
(2007), pp. 598-607.

Gupta S., Pandey R., Katyal R., et al (2005) "Lipid peroxide levels and
antioxidant status in alcoholic liver disease”. Indian Journal of Clinical
Biochemistry, 20 (1), pp. 67-71.

. Halliwel B., Gutteridge J. M. C. (2001) "Antioxydant defences". In:
Free Radicals in Biology and Medicine, Oxford University press, Third
edition, pp. 225-231.

Hancox S. H., Smith B. C. (2013) "Liver disease as a cause of
thrombocytopenia”. Q J Med, 106, pp. 425-431.

Heuman D. M. (2016) "Alcoholic Hepatitis". Gastroenterology,
eMedicine Specialties, 102 (4), pp. 761-766.

Huang A., Chang B., Sun Y., et al (2017) "Disease spectrum of
alcoholic liver disease in Beijing 302 Hospita | from 2002 to 2013". 96

(7), pp. 1-5.



56

57

58

59

60

61

62

63.

64.

65.

66

67

68.

69

. Inokuchi S., Tsukamoto H., Khu E., et al (2011) "Toll-like receptor 4
mediates alcohol-induced steatohepatitis through bone marrow-derived
and endogenous liver cells in mice". Alcohol Clin Exp Res, 35 (8), pp.
1509-1518.

. Maher J. J. (2002) "Alcoholic liver disease". Current Diagnosis and
Treatment in Gastroenterology, pp. 372-377.

. Jackson P., Gleeson D. (2010) "Alcoholic liver disease". Continuing
Education in Anaesthesia, Critical Care & Pain 10 (3), pp. 67-71.

. Janani A. V., Surapaneni K. M. (2010) "Antioxidant Vitamins And
Enzymes Status In Patients With Alcoholic Liver Disease". Journal of
Clinical and Diagnostic Research 4(4), pp. 2742-2747.

. Ji C.,, Chan C., Kaplowitz N. (2006) "Predominant role of sterol
response element binding proteins (SREBP) lipogenic pathways in
hepatic steatosis in the murine intragastric ethanol feeding model”. J
Hepatol, 45 (5), pp. 717-724.

. Jomova K., Valko M. (2011) "Advances in metal- induced oxidative
stress and human disease™. Toxicology 283 pp. 65-87.

. Tajiri K., Shimizu Y. (2013) "Liver physiology and liver diseases in the

elderly”. World J. Gastroenterol, 19 (46), pp. 8459-8467.

Zetterman R. K. (2010) "Alcoholic Liver Disease". Medscape
Gastroenterology.http://www.medscape.com/viewarticle. Updated
January 04, 2010,

Kapoor A., Kraemer K. L., Smith K. J., et al (2009) "Cost-
effectiveness of screening for unhealthy alcohol use with %
carbohydrate deficient transferrin: results from a literature-based
decision analytic computer model . Alcohol Clin Exp Res (33), pp.
1440-1449.

Karamshi M. (2008) "Performing a percutaneous liver biopsy in
parenchymal liver diseases". Br J Nurs, 17 (12), pp. 746-52.

. Kasarala G., Tillman H. L. (2016) "Standard Liver Tests". Clinical liver

disease, 8 (1), pp. 13-18.

. Kasperczyk S., Birkner E., Kasperczyk A., et al (2004) "Activity of
superoxide dismutase and catalase in people protractedly exposed to
lead compounds". Ann Agric Environ Med, 11, pp. 291-296.

Kawaratani H, Tsujimoto T., Douhara A., et al (2013) "Review
Article. The Effect of Inflammatory Cytokines in Alcoholic Liver
Disease". Mediators of Inflammation, pp. 1-5.

. Kennedy O. J., Roderick P., Buchanan R., et al (2016) "Systematic

review with meta-analysis: coffee consumption and the risk of
cirrhosis”. Aliment Pharmacol Ther, 43, pp. 562-574.


http://www.medscape.com/viewarticle

70.

71,

72,

73.

74,

75.

76.

77.

78.

79.

80.

81.

82.

King M. W. (2017) "Microsomal ethanol-oxidizing system - MEOS".
https://themedicalbiochemistrypage.org/ethanol-metabolism.php.
Update Jannuary 2017,

Klaassen C. D., Reisman S. A. (2010) "Nrf2 the rescue: effects of the
antioxidative/electrophilic response on the liver". Toxicol Appl
Pharmacol, 244, pp. 57-65.

Kleiner D. E., Brunt E. M., Natta M. V., et al (2005) "Design and
Validation of a Histological Scoring System for Nonalcoholic Fatty
Liver Disease". Hepatology, 41 (6), pp. 1313-1321.

Kotoh K., Fukushima M., Horikawa Y, et al (2012) "Serum albumin is
present at higher levels in alcoholic liver cirrhosis as compared to
HCV-related cirrhosis". Exp Ther Med, 3 (1), pp. 72-75.

Kundu D., Roy A., Mandal T., et al (2012) "Oxidative stress in
alcoholic and viral hepatitis”. North American Journal of Medical
Sciences 4(9), pp. 412-415.

Khan A. J., Choudhuri G., Husain Q., et al (2009) "Polymorphism in
glutathione-S-transferases: a risk factor in alcoholic liver cirrhosis".
Drug Alcohol Depend, 101 (3), pp. 183-90.

Lamle J., Marhenke S., Borlak J. (2008) "Nuclear factor-eythroid 2-
related factor 2 prevents alcohol-induced fulminant liver injury".
Gastroenterology, 134, pp. 1159-68.

Lee S. S, Byoun Y. S., Jeong S. H. (2012) "Type and cause of liver
disease in Korea: single-center experience, 2005-2010". Clinical and
Molecular Hepatology, 18 (3), pp. 309-315.

Li S., Tan H. Y., Wang N., et al (2015) "The Role of Oxidative Stress
and Antioxidants in Liver Diseases". Int J Mol Sci, 16 (11), pp. 26087-
26124,

Li Y., Xu S., Mihaylova M. M., et al (2011) "AMPK phosphorylates and
inhibits SREBP activity to attenuate hepatic steatosis and
atherosclerosis in diet-induced insulin-resistant mice". Metab Cell, 13,
pp. 376-388.

Li Y. G, Ji D. F.,, Zhong S., et al (2010) "Saponins from Panax
japonicus Protect Against Alcohol-Induced Hepatic Injury in Mice by
Up-regulating the Expression of GPX3, SOD1 and SOD3". Alcohol
and Alcoholism, 45 (4), pp. 320-331.

Liang R., Liu A., Perumpail R. B., et al (2015) "Advances in alcoholic
liver disease: An update on alcoholic hepatitis". World J Gastroenterol,
21 (42), pp. 11893-11903.

European Association for the Study of Liver (2012) "EASL clinical
practical guidelines: management of alcoholic liver disease”. J Hepatol,
(57), pp. 399 - 420.



83.

84.

85

86

87.

88.

89.

90.

91.

92.

93.

94,

95.

96.

European Association for the Study of the Liver (2016) "EASL
Clinical Practical Guidelines: Management of Alcoholic Liver
Disease". Journal of Hepatology, pp. 1-3.

Maan R., Knegt R. J. D., Veldt B. J. (2015) "Management of
Thrombocytopenia in Chronic  Liver Disease: Focus on
Pharmacotherapeutic Strategies”. Drugs, 75 (17), pp. 1981-1992.

Maithreyi R., Janani A. V., Krishna R., et al (2010) "Erythrocyte lipid
peroxidation and antioxidants in chronic alcoholics with alcoholic liver
disease ". Asian Journal of Pharmaceutical and Clinical Research 3(3),
pp. 183-185.

Mann R. E., Smart R. G., Govoni R. (2003) "The Epidemiology of
Alcoholic Liver Disease". NIH, 27 (3), pp. 209-218.

Mantena S. K., King A. L., Andringa K. K. et al (2008)
"Mitochondrial dysfunction and oxidative stress in the pathogenesis of
alcohol and obesity induced fatty liver diseases”. Free Radic Biol Med,
44 (7), pp. 1259-72.

Mathurin P., Louvet A., Duhamel A., et al (2013) "Prednisolone with vs
without pentoxifylline and survival of patients with severe alcoholic
hepatitis: a randomized clinical trial". JAMA, 60 (2), pp. 1033-1041.

Mehta P. (2016) "Mechanisms of alcohol induced liver injury in rats and
treatments". Int.J.Adv.Res. Biol.Sci, 3 (2), pp. 72- 84.

Miller A. M., Wang H., Bertola A., et al (2011) "Inflammation-
associated IL-6/STAT3 activation ameliorates alcoholic and
nonalcoholic fatty liver diseases in IL-10 deficient mice". Hepatology,
54 (3), pp. 846-856.

Mirunalini S., Arulmozhi V., Arulmozhi T. (2010) "Curative Effect of
Garlic on Alcoholic Liver Diseased Patients”. Jordan Journal of
Biological Sciences, 3 (4), pp. 147-152.

Mitchell O., Feldman D. M., Diakow M. (2016) "The pathophysiology
of thrombocytopenia in chronic liver disease”. Hepatic Medicine:
Evidence and Research, pp. 39-49.

Moreno M. G., Oramas D. R., Avila Z. M., et al (2016) "Behavior of
Oxidative Stress Markers in Alcoholic Liver Cirrhosis Patients".
Oxidative Medicine and Cellular Longevity, pp. 1-9.

Nassir F., Ibdah J. A. (2014) "Role of mitochondria in alcoholic liver
disease". World J Gastroenterol, 20 (9), pp. 2136-2142.

Naveau S., Raynard B., Ratziu V., et al (2005) "Biomarkers for the
Prediction of Liver Fibrosis in Patients With Chronic Alcoholic Liver
Disease". Clinical Gastroenterology and Hepatology, 3, pp. 167-174.

Niederau C. (2010) "Alcoholic Hepatitis ". Hepatology - 2nd edition,
chapter 28: pp. 467-509.



97. Niederau C. (2016) "Alcoholic Hepatitis". Hepatology - 6th edition, pp.
653-671.

98. Nyblom H., Berggren U., Balldin J., et al (2004) "High AST/ALT ratio
may indicate advanced alcoholic liver disease rather than heavy
drinking". Alcohol & Alcoholism, 39 (4), pp. 336-339.

99. O ’ Shea R. S., Dasarathy S., McCullough A. J. (2016) "Alcoholic
Liver Disease". Am J Gastroenterol 105, pp. 14-28.

100. Niemeld O. (2016) "Biomarker-Based Approaches for Assessing
Alcohol Use Disorders"”. International Journal of Environmental
Research and Public Health, 13, pp. 2-19.

101. O’Shea R. S., Dasarathy S., McCullough A. J. (2010) "Alcoholic
Liver Disease". AASLD practice guidelines - Hepatology, pp. 307-308.

102. Orfanidis N. T. (2015) "Alcoholic Liver Disease". Merck manual
Professional Version. American College of Gastroenterology’s practice
guidelines pp. 1-3.

103. Orman E. S., Odena G., Bataller R., et al (2013) "Alcoholic liver
disease: pathogenesis, management, and novel targets for therapy".
Gastroenterol Hepatol, 28 (1), pp. 77-84.

104. Pal P., Ray S. (2016) "Alcoholic liver disease: A comprehensive
review". EMJ, 1 (2), pp. 85-92.

105. Popescu R., Verdes D., Filimon N., et al (2012) "Endothelial Markers
and Fibrosis in Alcoholic Hepatitis". Trends in Alcoholic Liver Disease
Research - Clinical and Scientific Aspects. Chapter 4: pp. 2-74,

106. Pourahmad M., Jahromi H. K., Jahromi Z. K. (2015) "Protective
Effect of Salep on Liver". Hepat Mon, 15 (4), pp. 1-4.

107. Pujar S., Kashinakunti S. V., Kallaganad G. S., et al (2010)
"Evaluation of deritis in alcoholic and non-alcoholic liver diseases - A
case control study". Journal of clinical and diagnostic research, 4, pp.
2463-2466.

108. Pujar S., Kashinakunti S.V., Gurupadappa K., et al (2011) "Serum
MDA, Antioxidant Vitamins and Erythrocytic Antioxidant Enzymes in
Chronic Alcoholic Liver Disease — A Case Control Study". Al Ameen J
Med Sci, 4 (4), pp. 315-322.

109. Morgan T. R. (2007) "Management of Alcoholic Hepatitis. Advances in
hepatology.". Gastroenterology & Hepatology 3(2), pp. 97-98

110. Rehm J., Samokhvalov A. V., Shield K. D. (2013) "Global burden
of alcoholic liver diseases". J Hepatol 59, pp. 160-168.

111. Sami A. G, Ahmad H. A (2014) "Prediction of fibrosis in hepatitis C
patients: assessment using hydroxyproline and oxidative stress
biomarkers". Virus Dis., 25 (1), pp. 91-100.



112. Sandahl T. D., Jepsen P., Thomsen K. (2011) "Incidence and
mortality of alcoholic hepatitis in Denmark 1999-2008: a
nationwide population based cohort study". J Hepatol, 54 (4), pp. 760-
764.

113. Sevastianos V. A., Dourakis S. P. (2016) "Alcoholic Liver Disease: A
Clinical Review". J Nutr Food Sci, 6 (3), pp. 1 -10.

114. Shah V. H. (2010) "Alcoholic liver disease: the buzz may be gone, but
the hangover remains". Hepatology 51, pp. 1483-1484.

115. Shen Z., Ajmo J. M., Rogers C. Q., et al (2009) "Role of SIRT1 in
regulation of LPS- or two ethanol metabolites-induced TNF-alpha
production in cultured macrophage cell lines". Am J Physiol
Gastrointest Liver Physiol, 296 (5), pp. 1047-1053.

116. Sherlock S., Dooley J. (2002) "Alcohol and the liver". Disease of liver
and biliary tract. 12 th Edition: pp. 507-5109,

117. Shimizu 1., Kamochi M., Yoshikawa H., et al (2012) "Gender Difference
in Alcoholic Liver Disease". Trends in Alcoholic Liver Disease Research
- Clinical and Scientific Aspects. InTechOpen, pp. 2-40.

118. Shinde A., Ganu J., Naik P., et al (2012) "Oxidative stress and
antioxidative status in patients with alcoholic liver disease". Biomedical
Research, 23 (1), pp. 105-108.

119. Sid B., Verrax J., Calderon P.B. (2013) "Role of oxidative stress in the
pathogenesis of alcohol-induced liver disease ". Free Radical
Research, 47 (11), pp. 894 - 904.

120. Singal A. K., Anand B. S. (2013) "Recent trends in the
epidemiology of alcoholic liver disease”. Clinical Liver Disease, 2,
pp. 53-56.

121. Singh D. K., Rastogi A., Sakhuja P., et al (2010) "Comparison of
clinical, biochemical and histological features of alcoholic
steatohepatitis and non-alcoholic steatohepatitis in Asian Indian
patients”. Indian Journal of Pathology and Microbiology, 53 (3), pp.
408-413.

122. Singh M., Gupta S., Singhal U., et al (2013) "Evaluation of the
Oxidative Stress in Chronic Alcoholics ". JCDR, 7 (8), pp. 1568-1571.

123. Stickel F., Datz C., Hampe J. (2017) "Pathophysiology and
Management of Alcoholic Liver Disease: Update 2016". Gut and Liver,
11 (2), pp. 173-188.

124. Stickel F., Moreno C., Hampe J., et al (2017) "The genetics of al-cohol
dependence and alcohol-related liver disease". J Hepatol 66, pp. 195-211.

125. Streba L. A. M., Vere C. C,, Streba C. T., et al (2014) "Focus on
alcoholic liver disease: From nosography to treatment™. World J
Gastroenterol, 20 (25), pp. 8040-8047.



126.

127.

128.

129.

130.

131.

132.

Subhani T. F., Nasar M. A., Jarrari A., et al (2009) "5’-nucleotidase,
oxidative stress and antioxidant status in alcohol consumers and
cirrhotic patients”. Biochemia Medica 19 (3), pp. 277-86.

Suk K. T., Kim M. Y., Baik S. K. (2014) "Alcoholic liver disease:
Treatment". World J Gastroenterol, 20 (36), pp. 12934-12944.

Szabo G., Petrasek J. (2015) "Inflammasome activation and function in
liver disease". Nat Rev Gastroenterol Hepatol 12, pp. 387-400.

Torok N. J. (2015) "Update on Alcoholic Hepatitis ". Biomolecules 5,
pp. 2978-2986.

Torruellas C., French S W., Medici V. (2014) "Diagnosis of alcoholic
liver disease". World J Gastroenterol 20 (33), pp. 11684-11699.
Theise N. D. (2013) "Histopathology of Alcoholic Liver Disease".
Clinical Liver Disease, 2 (2), pp. 64-67.

Thursz M. R., Richardson P., Allison M., et al (2015) "Prednisolone
or Pentoxifylline for Alcoholic Hepatitis”. The new england journal of
medicine, pp. 1619-1628.

133. Vilstrup H., Amodio P., Bajaj J., et al (2014) "Hepatic Encephalopathy in

134.

135.

136.

137.

138.

139.

Chronic Liver Disease: 2014 Practice Guideline by AASLD and EASL".
The American Association for the Study of Liver Diseases, pp. 3-67.

Wang J., Li P., Jiang Z, et al (2016) "Diagnostic value of alcoholic liver
disease (ALD)/nonalcoholic fatty liver disease (NAFLD) index combined
with y-glutamyl transferase in differentiating ALD and NAFLD". The
Korean Journal of Internal Medicine, 31 (3), pp. 479-487.

Wiegand J., Berg T. (2013) "The etiology, diagnosis and prevention of
liver cirrhosis: part 1 of a series on liver cirrhosis". Dtsch Arztebl
Int 110, pp. 85-91.

Zhou T., Yu-Jie Zhang Y. J., Dong-Ping Xu D. P., et al (2017)
"Protective Effects of Lemon Juice on Alcohol-Induced Liver Injury in
Mice". BioMed Research International, pp. 2-8.

Zhu H., Jia Z., Misra B. R. (2008) "Nuclear factor E2-related factor 2-
dependent myocardiac  cytoprotection against oxidative and
electrophilic stress". Cardiovasc Toxicol, 8 (2), pp. 71-85.

Zore J. N., Lokapure S., Dhume C. Y., et al (2014) "Antioxidant status

and zinc  levelsin alcoholic liver disease". International

Journal of Pharma and Bio Sciences, 5 (3), pp. 393-399.

Wang J. W., Yichen X, Hu P. Y., et al (2016) "Effects of Linderae
radix extracts on a rat model of alcoholic liver injury". Experimental
and therapeutic medicine, 11 (6), pp. 2185-2192.



PHU LUC
Phu luc 1
BQ CAU HOI PANH GIA SU DUNG RUQU CUA TO CHUC Y TE

THE G101 (BO CAU HOI AUDIT - WHO)

Tra loi tieng cdu héi bang cdch chon mét trong cdc dap an, cdc lua
chon trd loi dau tién dwoc 0 diém, thir 2 duoc 1 diém, thir 3 duoc 2 diém, thir

tw dwoc 3 diém va lya chon cudi cung doc 4 diém.

Nam gidi tuéi duwdi 60 cé diém tir 8 tré 1én dwoc xem la cé sir dung
rwou. Nit gidi, nam gidi trén 60 tudi va tré tuéi thanh nién cé diém tir 4 tré

lén dwoc xem la co sir dung rueou.
Q1. Bao ldu anh lai uéng rirou mat lan
1. Khong bao gio
2. Hang thang hoac it hon
3. 2 — 4 lan/thang
4.2 -3 lan/tuan
5. Hon 4 lan/tuan
02. Trung binh mgt ngay anh uéng bao nhiéu chén rwou
1.1 hoac 2
2.3 hoac 4

3.5 hoac 6



4.71t619
5. 10 hodc hon
03. Bao lidu anh méi uong hon 6 chén trong 1 lan
1. Khong bao gid
2. Chua dén 1 thang/1an
3. Hang thang
4. Hang tuan
5. Hang ngay hoac gan nhu hang ngay

Q4. Nim ngodi sau khi bit didu udng rwou, bao lau anh lgi thdy minh

khéng thé ngirng uéng
1. Khong bao gio
2. Chua dén 1 thang/1an
3. Hang thang
4. Hang tuan
5. Hang thang hodc gan nhu hang ngay

Q5. Niam ngodi bao lau anh lai khong thé lam nhitng diéu minh ky vong do

anh uéng ruwou
1. Khong bao gio
2. Chua dén 1 thang/1an

3. Hang thang



4. Hang tuan
5. Hang thang hodc gan nhu hang ngay

Q6. Nim ngodi bao ldu anh lgi can uong mét chén rwou dé khéi déng sau

mét thoi gian udng rweu nhiéu

1. Khong bao gio

2. Chua dén 1 thang/lan

3. Hang thang

4. Hang tuan

5. Hang thang hodc gan nhu hang ngay
Q7. Nim ngodi bao ldu anh lai cam thdy tgi 161 hogc héi hdn vi dd uong ruou

1. Khong bao gio

2. Chua dén 1 thang/1an

3. Hang thang

4. Hang tuan

5. Hang thang hodc gan nhu hang ngay



08. Niam ngodi bao liu anh \ai khéng thé nhé chuyén gi dé xdy ra vao téi

hém truwée do anh di uéng rwou
1. Khong bao gio
2. Chua dén 1 thang/lan
3. Hang thang
4. Hang tuan
5. Hang thang hoac gan nhu hang ngay
Q9. Anh hodc ngwoi khdc da bi thwong do uong rwou chwa
1. Khong
2. C6, nhung khong phai nim ngoai (2 diém)
3. C6, trong nim ngoai (4 diém)

010. C6 ngwoi hg hang, ban bé, bic sj hodc nhén vién y té nao quan tim

téi viéc anh uéng rweu hodc goi y anh uéng bét rweou khong
1. Khong (0 diém)
2. C6, nhung khong phai nim ngoai (2 diém)
3. C6, trong nim ngoai (4 diém)

S6 diém AUDIT caa anh 1a .......



Phu luc 2
MAU BENH AN NGHIEN CUU
BENH VIEN................

Khoa: ......cceevneeee Ma s6 phiéu:

Ma bénh nhan: S6 vao vién:

1. Hanh chinh:

Ho va tén: Tuoi: Gisi: 1.Nam 2. Nit
Dia chi: S6 DT:

Ngay vao vi¢n:..../..../201... Ngay ra vién:..../..../201...
Chan doan ltic vao:

2. Piém s6 AUDIT:

3. Tién sir:

- Viém gan virus: 1.C6 2.Khong

Néu co: Thoi gian.......

- Xo gan: 1.Co6 2.Khong

Néu c6: Thoi gian......

- Tién st dung thude: 1.Co6 2.Khong

Néu c6: Thoi gian......

- Tién str mac bénh man tinh: 1.Co6 2.Khong



Néu c6: Thoi gian......

- Tién st mic bénh ty mién: 1.Co6 2.Khong
Néu c6: Thoi gian......

- Tién str dung thudc chong dong: 1.C6 2.Khong
Néu c6: Thoi gian......

- b tirng sinh thiét gan: 1.C6 2.Khoéng
Néu co, sb lan:...... Két qua

- b4 ting xuat huyét do gian v& tinh mach thuc quan: 1.C6 2.Khéng
Néu ¢, so lan...

- Tién str udng ruou: 1.C6 2.Khéng
Néu c6 s6 ml/ngay ?......Thoi gian bao nhiéu nam?......
- Ngirng uéng ruou:

- Tién st hat thude 14: 1.C6  2.Khéng

4. Triéu chirng 1am sang:

4.1. Co nang

1. Pau ha suon phai: 1. Co 2. Khong

2. Mét moi: 1.Co 2. Khong

3. NOn ra mau: 1. Co 2. Khong

4. Rbi loan tiéu hoa: 1.C6  2.Khéng

5. Chén an: 1. Co 2. Khong



6. Cham tiéu:

7. Phan den:

8. Tiéu sAm mau:

9. Tri€u ching khac:
4.2.Toan than

- Tinh than :

- Hoi ching ndo gan:

- Hoi chirng cai:

- Thé trang:

- S6t:

- Gay sut:

- Sao mach:

- Long ban tay son:

- Da xam:

- Xuét huyét duéi da:

- Vang da:

- Phu:

- Tuan hoan bang hé:

- Xuét huyét tiéu hoa do v& tinh mach thuc quan: 1. Khong

binh 4. Nang

1. Co

1. Co

1. Co

1. Tinh 2.Lomo 3.HoOn mé

1. Co

1. Co

1. Trung binh 2. Gay 3. Béo

1.Co 2.

1. Co

1. Co

1.Co

1.Co

1. Co

1. Co

1.Co

1.Co6 2.

2. Khong
2. Khong

2. Khong

2. Khong

2. Khong

2.

2.

Khong

Khong

. Khong
. Khong
. Khong
. Khong

. Khong

Khong

Khong

2.Nhe 3. Trung



4.3. Thuc thé:

-Ganto: 1. C6 2. Khong

Néu to: dudi bo suon phai.....cm, dudi mii uc:.....cm. Mat do: 1. Mém 2.

Chéc

- Lach to: 1. C6 (d9...) 2. Khong

- Co trudng: 1. C6 2. Khong

5. Xét nghiém mau:

Chi tiéu

Két qua XN

Chi tiéu

Két qua XN

Hong cau (G/L)

Albumin (g/l)

Bach cau (T/L)

Cholesterol (mmol/l)

Tiéu cau (G/L)

Triglycerid (mmol/I)

Hb (g/l) ALT (U/L)
MCV (fl) AST (U/L)
PT (%) GGT (U/L)
Creatinin mau (umol/1) SOD (ng/ml)
BilirubinTP (umol/l) GPx (pg/ml)
Glucose (mmol/l) TAS (U/ml)

NH3(pmol/T)

MDA (mmol/ml)

HBsAg (test nhanh):

Anti HCV (test nhanh):




Anti HIV (test nhanh):
a-FP:

6. Két qua siéu Am gan:

- Kich thuoc gan: 1.To 2.Binh thuong 3.Nho

- Nhu mo gan: 1.béu 2.Khoéng déu:  3.Tang 4m 4.Tho

- Tinh mach ctra: 1.Binh thuong 2.Khoéng binh thuong
(..cm)

- Ong mat chi: 1.Binh thuong  2.Khong binh thuong (...cm)

- Lach: 1.B¢ 2.Binh thuong 3.To (...cm)

KELTUAN: oo,

7. Két qua soi da day:
8. Két qua xét nghiém sinh thiét gan:
- Ngay sinh thiét: S6 tiéu ban:

- S6 manh sinh thiét; Chiéu dai manh sinh thiét:  S6 khoang cua:



1. Nhiém mé té bao gan: 1.Co 2. Khong

Hinh thai nhiém md: 1. Giotlé6n 2. Giot nho 3.Hon hop

Murc d6 nhiém md: 1<33%  2.34%-66%  3.>67%

Ving nhiém mé: 1.Ving1 2. Ving?2 3. Vung 3
2. U hat mé& (lipogranuloma): 1.Co 2. Khong
3. Thoai hoa dang bot do ruou: 1.Co 2. Khong
4. Nhiém sic t6 (hemosederosis): 1. Co 2. Khong

8. Gia doan xo hoa theo hé thong diém Metavir:
FO: khong ¢6 xo hoa gan ()
F1: xo héa quanh xoang (c6 hoic khong kém xo hdéa quanh té bao) ()
F2: xo hoa khoang cua, rat it cac dai xo ()
F3: xo hoa khoang ctra va quanh khoang ctra, kém nhiéu cac dai xo ()

F4: xo gan ()

NGUOI THU THAP SO LIEU



