VIEM GAN MAN TiNH VA ROI LOAN LIPID
Chéu Hitu Hau va Lam Ngoc Tho, Bénh vién Nhat Tan
ABSTRACT

Chronic virus hepatitis and lipid profile disorders. OBJECTIVES: Understanding the lipid
profiles in patients with viral hepatitis C or hepatitis B infection compared with who do not
infect viral hepatitis B or C. METHODS: Retrospective cross-sectional study, analysis of
lipid profiles in patients to take medical service at the Clinical Examnation Department of
Nhat Tan hospital from 19/10/2008 until 20/08/2010. RESULTS: After age and gender
adjustment, via analysis using binary logistic regression, we found the total cholesterol in the
anti-HCV-positive patients was 4.9 = 1.1 mmol/l compared with 5.3 = 1.3 mmol/l in non-
hepatitis C or B patients, lower than 1.3 times (95%CI, 1.013 to 1.456), this difference was
statistically significant with p = 0.005; triglyceride levels lower than 1, 2 times (2.0 + 1.5
compared with 2.4 + 1.7, OR = 1.214, 95%CI 1.013-1.456). The lipid profiles in the HBsAg
carriers were also significant differences with non-infected with HCV or HBV: total
cholesterol (OR = 1.358, 95%CI 1.162-1.588, p = 0.001), triglyceride (OR = 1.333, 95%ClI
1.142-1.557), p = 0.001) and LDL-cholesterol (OR = 1.398, 95%Cl, 1.159-1.687, p = 0.001).
In patient groups anti-HCV positive or HBsAg-positive, no significant difference in lipid
profile were found. CONCLUSION: The concentration of lipid profile reduces in anti-HCV-
positive patients (total cholesterol and triglyceride) as well as in HBsAg-positive patients
(total cholesterol, triglycerides and LDL-C) is probably due to the virus used cholesterol in
the process of their development. Lipid profile between those who carry anti-HCV and

HBsAg did not differ significantly.

TOM TAT

Viém gan virus man va roéi loan lipid. MUC TIEU: Tim hiéu vé cdc chi sé lipid ¢ nguoi mdc
viém gan C va viém gan B so véi nguoi khéng mdc hai logi virus nay. PHUONG PHAP: Hoi
citu cdt ngang, phdn tich cdc chi sé lipid ¢ nguoi dén kham tai Khoa Kham bénh bénh vién
Nhdt Téan tir ngay 19/10/2008 dén ngay 20/08/2010. KET QUA: Sau khi hiéu chinh tuéi va
gidi, qua phdn tich bang héi qui logistic nhi phdn, ching téi thdy nguoi nhiém ddu dn anti-
HCV®) ¢ cholesterol toan phan la 4,9+1,1 mmol/l so véi nguwoi khéng nhiém viém gan C
hodc B la 5,3+1,3 mmol/l, thdap hon 1,3 lan (KTC95% tir 1,013-1,456), khdc biét 6 y nghia
théng ké véi p=0,005; triglyceride thap hon 1,2 lan (2,0+1,5 so véi 2,4+£1,7, OR=1,214,
KTC95% tir 1,013-1,456). Ngwoi mang dau an HBsAg ciing ¢6 nong do bilan lipid khac biét
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¢6 ¥ nghia véi nguoi khéng nhiém viém gan C: cholesterol toan phan (OR=1,358 (KTC95%
twr 1,162-1,588), p=0,001), triglyceride (OR= 1,333 (KTC95% tw 1,142-1,557), p=0,001) va
LDL-cholesterol ( OR=1,398 (KTC95% tir 1,159-1,687), p=0,001). Giita 2 nhém cé dau dn
anti-HCV™ va HBsAQ™”, khéng c6 su khdc biét ¢é ¥ nghia vé bilan lipid dwoc tim thdy. KET
LUAN: Nong d¢ bilan lipid giam & nguoi mang dau dn anti-HCV (cholesterol toan phan va
triglyceride) ciing nhie & ngueoi mang ddu an HBsAg (cholesterol toan phan, triglyceride va
LDL-C) ¢6 I do virus sir dung cholesterol trong qud trinh phdt trién cia ching. Bilan lipid

gitta nhitng nguoi mang anti-HCV va HBsAg khong khac biét co y nghia.

PAT VAN DPE

Trong y vin di c6 nhiéu bao cao vé mbi lién quan giira viém gan C va nong do lipid. Bilan
lipid thuong giam xudng khi bi nhiém virus HCV do virus tan dung cac loai lipid trong viéc
gdy t m& trong gan va trong ban than virus. C6 nhiéu béo co cho rang khi nhiém HCV thi
bilan lipid giam, nhit 1a & cac kiéu gen 3a, nhung gan day ciing c6 bdo cdo tinh trang niy
cling xay ra & bénh nhan viém gan C kiéu 1 ciing nhu céac kiéu gen khac. Riéng tai Viét Nam,
1an dau c6 mdt nghién ctru vé van dé nay cua Nguyén Ngoc Rang(l) va két qua nghién ciru
thiy rang cholesterol va LDL cholesterol & ngudi viém gan C man thap hon ngudi méc viém
gan B va ngudi co stc khoé tot.

Dé tim hiéu rd hon vé viém gan C va bilan lipid, ching t6i thuc hién hdi ctru cac méi lién
quan vé& bilan lipid gitra trudng hop c6 anti-HCV™, HBsAg™ va cac bénh nhan khéng c6 2
ddu 4n nay dén kham tai bénh vién Nhat Tan.

POI TUQNG VA PHUONG PHAP NGHIEN CUU

Poi twong

TAt ca bénh nhan dén kham va diéu tri tai bénh vién Nhat Tan mudn xét nghiém mau téng
quat tir ngay 19/10/2008 dén ngay 20/08/2010.

Poi twong loai trur

Cac bénh nhan khong lam du cac xét nghiém triglyceride, total cholesterol, HDL-cholesterol,

LDL-cholesterol, anti-HCV va HBsAg. Céc bénh nhan dong nhiém viém gan C va B.
Phuwong phap nghién ciru: Hoi ciru, phén tich.

Xét nghiém
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Mau bénh nhin dugc xét nghiém thudng qui cac thong sb triglyceride, total cholesterol,
HDL-cholesterol, LDL-cholesterol, anti-HCV va HBsAg. Cac xét nghi¢ém HBsAg dung kit
Elecsys HBsAg II dung cho mdy cobas ctia hang Roche-Hitachi véi gia tri ngudng <0,90,
ving xam tir >0,90 dén <1,0; tir >1,0 dugc xem 1a duong. Elecsys Anti-HCV ciing dung cia
hang trén véi cac gia tri tuong tu va >1,0 duge xem 1a dwong. Cac may sinh hoa va mién dich
la may Cobas c311 va Cobas e411 cia hing Roche-Hitachi. May dugc chay QC mdi ngay.
MGdi thang, phong xét nghiém déu c6 tham gia ngoai kiém ctia Trung tim Kiém chuan TP. H6
Chi Minh,

Phan tich thong ké

Dung SPSS17.0 trong Windows dé phan tich sb liéu. Dung One-way ANOVA dé kiém dinh
cac gia tri trung binh cta cac nhém. Dung hiéu chinh Bonneferri dé so sanh cac cap va
Tamhane’s T2 dé kiém dinh timg cdp truong hop phuong sai khac nhau. Dé hiéu chinh tudi
va giéi cho timg loai lipid, chung toi dung hdi qui logistic nhi phin da bién dé hiéu chinh cac
hiép bién (tudi va gidi) ciing nhu tinh ty suit chénh (OR) véi khoang tin cdy 95%. Y nghia
ctia thong ké duoc xac dinh khi p<0,05. Cac gia tri déu duoc trinh bay bang s trung binh +
SD (d6 léch chuén).

KET QUA

Tong sd bénh nhan dugc tuyén chon 1a 1274. Trong d6 c¢6 6 bénh nhan vira c6 HBsAg(+) vua

c6 anti-HCV™ b loai trir, nén tdng s6 con lai 1a 1268.

Bang 1. Ty [é bénh nhdn c6 cdc ddu dn HBsAg va anti-HCV

Nhom bénh nhan n Ty 1 % Ty 1& cong don
Anti-HCV® 91 7.2 7,2
HBsAg™ 149 11,8 18,9
Khoéng ¢6 anti-HCV va HBsA(g 1028 81,1 100,0
Cong chung 1268 100,0 100,0

Bang 2. Gidi tinh trong nghién curu

Gioi ViéemganC ViémganB Khéng VG B&C P
Nir 51 (56,0%) 78 (52,3%) 629 (59,8%) 0,091
Nam 40 (40,0%) 71 (47,7%) 399 (38,8%)
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Bang 3. Cdc gid tri trung binh ciia tuéi va mét sé chi sé sinh hoa

ViéemganC Viémgan B Khong VG B&C P

Tudi 57,0£11,8 47,8132 49,63+13,6 0,000
Triglyceride 2,0+1,5 1,9+15 2,417 0,000
Total cholesterol  4,9+1,1 4,8+1,1 5,3+1,3 0,000
HDL-C 1,1+0,4 1,1+0,4 1,1+0,3 0,923
LDL-C 3,1+1,0 2,940,9 3,3+1,0 0,000

Bang 4. So sanh bilan lipid giita nguoi c¢é dau dn anti-HCV®)  vg nguoi khong co anti-
HCV® va HBsAg'™, sau khi diéu chinh tudi va gidi, triglyceride va cholesterol toan phan
khac biét co y nghia thong ké giira 2 nhém vai p <0,05.

OR (Khoang tin cay 95%) P

Triglyceride 1,214 (1,013-1,456) 0,036
Total Cholesterol 1,307 (1,085-1,574) 0,005
HDL-Cholesterol 0,908 (0,434-1,899) 0,797
LDL-Cholesterol 1,244 (0,994-1,556) 0,056

Bang 5. So sdnh bilan lipid gitta ngwoi ¢6 dau dn HBSAg(+) va nguoi khong co anti-HCV®
hodc HBsAg™, sau khi diéu chinh tudi va gidi, c6 triglyceride, cholesterol toan phan va LDL-
cholesterol khac biét c6 ¥ nghia thong ké giita 2 nhom véi p <0,001.

OR (Khoang tin cay 95%) p

Triglyceride 1,333 (1,142-1,557) 0,000
Total Cholesterol 1,358 (1,162-1,588) 0,000
HDL-Cholesterol 0,864 (0,484-1,542) 0,621
LDL-Cholesterol 1,398 (1,159-1,687) 0,000

Bang 6. So sanh bilan lipid gitta hai nhém nguoi ¢6 dau an HBsAg'™ va nhém c6 anti-
HCV®™, sau khi diéu chinh tudi va gisi, khong khac biét v& ndng do bilan lipid c6 ¥ nghia
thong ké giita 2 nhém véi p >0,05.

OR (Khoang tin cay 95%) p

Triglyceride 0,895 (0,742-1,080) 0,248
Total Cholesterol 0,928 (0,733-1,174) 0,928
HDL-Cholesterol 0,805 (0,370-1,753) 0,585
LDL-Cholesterol 0,804 (0,594-1,089) 0,159
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BAN LUAN
Ty 1¢ bénh nhan ¢6 ddu 4n anti-HCV va HBsAg.

Tong sd bénh nhin dugc chon nghién ciu 1268. S6 bénh nhan c6 dau an anti-HCV la 91
chiém ty 18 7,2%. Theo Chau Hiru Hau, trong mot nghién ctiru cong dong dan cu huyén Tan
Chau, An Giang, ty 1& nguoi mang dau an anti-HCV trong cong dong 1a 4,1%. La Thi Nhan
nghién ctru trén 9 nhém ngudi duge kham sire khoe tai BV Théng Nhét thiy c6 113 ngudi co
anti-HCV(/2573 (4,4%). Nakata va cs khao st trén ngudi khong c6 bénh gan ¢ thanh phd
Hb Chi Minh va Ha Noi thi thiy ty 1& nhiém anti-HCV lan luot 1a 9% (43/491) va 4%
(18/511)@.

S6 bénh nhan c6 dau an HBsAg 1a 149, chiém ty 16 11,8%. Du rang day khong phai 1a mot
nghién ciru trong cong dong dan cu va chi gigi han tir 18 tudi tré 1én, nhung s6 lidu trén day
phtl hop voi cong trinh cia Chaudhary vé tan suit ngudi Viét Nam mang HBsAg dinh cu tai
Montréal 14 11,7%, ciing pht hop véi hai cong trinh nghién ctru tin sut trong cong dong cua
Lé Vil Anh tai Ha Noi va ctia Chau Hitu Hau tai huyén Tan Chéu lan luot v6i cac ty 16 11,35
+0,02% va 11 + 2%,

Ngudi anti-HCV™ ¢ cholesterol toan phén va triglyceride thip hon nguoi khéng cé
anti-HCV hoac HBsAg

Sau khi hiéu chinh tudi va giéi, chung t6i chi thdy nguoi nhiém ddu 4n anti-HCV c6
cholesterol toan phan 13 4,9+1,1 mmol/l so véi ngudi khong nhiém viém gan C hoic B 1a
5,3+1,3 mmol/l, thip hon 1,3 lan (KTC95% tir 1,013-1,456), khac biét co y nghia thong ké
voi p=0,005; triglyceride (2,0£1,5 so v&i 2,4+1,7, OR=1,214, KTC95% tir 1,013-1,456) thap
hon 1,2 1an. Ngoai ra cac loai lipid khac nhu HDL-cholesterol va LDL-cholesterol déu khong
khac biét co ¥ nghia. Theo Nguyén Ngoc Rang®, ndng do cholesterol huyét thanh toan phan
ciing thap khi so nguoi viém gan C v6i ngudi co sirc khoé tét (4,3£0,7 mmol/l so vi 4,9+1,2
mmol/l, p=0,007). Nhung trong nghién ctru cia Nguyén Ngoc Rang lai co khac biét vé ndng
d6 LDL-cholesterol giita ngudi c¢6 dau 4n anti-HCV va ngudi ¢6 strc khoé tét (2,5+0,9 so véi
2,9+1,1 mmol/l, OR=2,06, p=0,010), nhung triglyceride khéng c6 khac biét.

Trong y van, nhiéu cong trinh da cho thiy nhiém viém gan C lién quan dén tinh trang nong
d6 cholesterol toan phan thap nhu Dai va cs & Pai Loan (Cong trinh con thiy mdi lién hé
gitta dai thdo duong va ndng do triglyceride thdp)®. Tinh trang cholesterol toan phan thap
con gip & HCV kiéu gen 3a (Siagris va cs & Hy Lap)®. Fernandez-Rodriguez & Tay Ban

Nha® nghién ctru véi kiéu gen HCV-3 thdy ngoai cholesterol méu giam con c6 & m& gan va
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betalipoprotein mau giam. Mirc d6 &t m& & gan cang nhiéu, ndng d6 cholesterol huyét thanh
cang giam. Cac kiéu gen khac (1b) ciing c6 nong d6 cholesterol huyét thanh giam (Moriya va
cs & Nhat")

Nong d6 cholesterol huyét thanh cang thap, tinh trang xo hoa gan cang tién trién (cing véi
tudi cang 16n, theo Hsu va cs®® ¢ Pai Loan), Lao XQ®. Ngoai ndong do cholesterol toan
phan thip con ¢6 LDL-C thap. Nguoi nhiém HCV c¢6 nong do total cholesterol, LDL-C va
triglyceride thip hon, nhung lai c6 nguy co mic bénh mach vanh cao hon so véi nguoi khong

nhiém HCV (Butt va cs®).

Theo Ramcharran D*?, khoang phan nira BN duoc dicu tri VGC kiéu gen 1 khdng dép tng
v6i IFN duoc cho 1a do lipid huyét thanh c6 thé lién quan dén dap ung vé6i diéu tri. Harrison
va cs™ d3 chirmg minh ndng do ban dau ctia LDL cholesterol cao hodc HDL-cholesterol thip
va dung statin dé diéu chinh rdi loan chuyén ho4 lipid thi thiy dap ung virus hoc kéo dai.
Syed va ¢s™ ciing chirng minh céc chét trc ché 16 trinh sinh tong hop cholesterol va acid béo

¢6 kha ning trc ché sao chép, trudng thanh va bai tiét virus.

Azaki va cs®® da ching minh vai trd quan trong cuia cholesterol va sphingolipid trong nhiém
HCV va su truong thanh cua virion. Nhat 1a cac hat HCV trudng thanh lai giau cholesterol.
Lam suy kiét HCV hodc thuy giai sphingomyelin (SM) cta virion 1dm mat tinh gy nhiém.
Néu cho thém vao cholesterol ngoai sinh s& lam hoi phuc tinh gdy nhiém. Ngoai ra
cholesterol va phospholipid trén mang HCV giit vai trd then chdt trong nhap bao cua virus.
Cubi cung, cac thube tre ché sinh tong hop sphingolipid ngin chin su san xut virus kha hiéu
qua. Piéu nay goi ¥ cac chét c6 kha ning bién ddi dung luong lipid cua virion c6 thé 1a thude

khang virus bang cach ngin ngira hodc phong toa nhiém va san xuit HCV.

Céc cong trinh cua Fabris“® va cs, Maggi®” va cs thiy ndng do cholesterol toan phin thip &
bénh nhan nhiém HCV khi so véi ngudi nhiém HBV. Nghién ctru nay phu hop véi cong trinh
ctia Nguyén Ngoc Rang, va hon nita, cong trinh ctia Nguyén Ngoc Rang con nhan thdy LDL-
cholesterol ciing thap tuwong tu. Nhung cong trinh cta ching toi, khong co khac biét vé ndng

do6 cholesterol toan phan giita 2 nhom bénh nhan viém gan C va B.

Nguoi HBsAg™ c6 bilan lipid (trir HDL-C) thap hon ngudi khéng nhiém VGC hoic
VGB

Ngudi mang dau 4n HBsAg c6 triglyceride 1a 1,9+1,5 mmol/l so véi ngudi khong nhidm
viém gan C hoac B la 2,4+1,7 mmol/l khac biét c6 y nghia théng ké voi OR= 1,333
(KTC95% tir 1,142-1,557), p=0,001; cholesterol toan phan ciing khac biét voi OR=1,358
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(KTC95% tur 1,162-1,588), p=0,001; LDL-cholesterol ciing khac bi¢t voéi OR=1,398
(KTC95% tir 1,159-1,687), p=0,001. Riéng HDL-cholesterol trong hai nhém ngudi nay déu
khong khéc biét c6 y nghia thong ké. Trong cong trinh ciia Nguyén Ngoc Rang, triglyceride
khong khac biét gitta nhoém nguoi cé anti-HCV va nguoi c6 HBsAg (OR=1,28, p=0,34).
Moritani va cs ching minh ndng d6 lipid & ngudi viém gan C hay B ¢6 khuynh hudng thip
hon & nhém chirng®®. Su va cs ciing nhan thiy cholesterol toan phan va HDL-cholesterol ¢

nguoi mang HBsAg thép(lg).

Bénh nhin cé anti-HCV va bénh nhan c6 HBsAg khong khac biét vé bilan lipid.

Dbi v6i hai nhoém c6 dau 4n anti-HCV va HBsAg, chiing t6i khong thay c6 su khac biét c6
nghia thong ké vé bilan lipid. Cong trinh ctia Nguyén Ngoc Rang thi LDL-cholesterol trong
nhom viém gan C lai cao hon trong nhém HBsAg(+) gan gip ba lan (2,5+0,9 va 3,1+0,8
mmol/l, OR=2,82, p=0,003).

KET LUAN

Nguoi anti-HCV®™ ¢6 ndng d6 cholesterol toan phan va triglyceride thip hon ngudi khong 6
diu 4n anti-HCV hoiac HBsAg lan luot véi OR 1,31 (KTC95% tir 1,085-1,588) va 1,21
(KTC95% tir 1,013-1,456), p<0,05 nhu nhiéu cong trinh khac da chirg minh, ¢6 1& do virus
str dung cholesterol trong qua trinh phat trién cua chang. Ngudi HBsAg™ ¢6 cholesterol toan
phan, triglyceride va LDL-C thip hon ngudi khong nhidm viém gan C hodc viém gan B lan
lugt voi OR=1,358 (KTC95% 1,162-1,588), OR=1,333 (KTC95% 1,142-1,557) va
OR=1,398 (KTC95% 1,159-1,687) v6i p<0,001. Bénh nhan c6 anti-HCV®™ va bénh nhin
HBsAg(+) khong khac biét vé ndng do bilan lipid.
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