NGHIEN CUU KHOA HOC

NGHIEN CUU TON THUONG GAN G BENH NHAN SOT XUAT HUYET
DENGUE G NGUOI LON

Trwong Thi Hoa', Tran Xuin Chuong?

Pt vin deé: Ton thuong gan thuong gdp trong bénh sOt xuat huyét Dengue (SXHD) va biéu hién kha
da dang, thay dbi ttr ton thuong nhe tang transaminase khong tri¢u ching dén muc d§ nang vang da va suy
gan cap tinh, dan dén tur vong. Nhiéu yéu t6 gop phan giy nén t6n thuorng gan gdm thiéu oxy do giam tudi
méu,virus tan cong tryc tiép té bao gan hodc do phan tng mién dich cua co thé.

Muc tiéu: 1. Khao sat dac dlem lam sang va cén 1am sang ton thuong gan ¢ bénh nhéan sOt xuét huyet
Dengue nguoi 16n; 2. Banh gia mdi lién quan gifra ton thuong gan véi dic diém 1am sang, mirc d ning sot
xuat huyet Dengue.

Doz tuwong va phwong phdp: Nghién ctru mo ta cit ngang trén 160 bénh nhan> 16 tudi duoc chan doén st xuét
huyét Dengue nhap vién tai Khoa Bénh nhiét d6i, Bénh vién Trung wong Hué, tir thang 4/2019 dén thang 6/2020.

Ket qud: Biéu hién 1am sang t6n thuong gan: dau bung ha suon phai (25%) gan to (6,3%), vang da Vang
mit (1,3%), bénh néo gan (O%) Xét nghi¢m transaminase: tang hoat 0 AST va ALT tir 2 - SXULN (36,9% va
29,4%), 5 - 15xULN (16,9% va 11,9%), > 15xULN (6,2% va 2,5%) va 90,6% bénh nhan c6 ty sO AST/ALT >
1. Xét nghiém chirc nang gan khac: tang ALP (1 3%) tang bilirubin toan phan (2, 5%), PT% glam (6,9%). Gia
tri AST, ALT, bilirubin toan phan khac nhau gitra cac mirc 4o SXHD, tang trong thé SXHD c6 d4u hiéu canh
béo va SXHD nang (p < 0,05). Trong SXHD: C6 mdi lién quan glua muc do tang AST, ALT, ty prothrombin
véi xuat huyét tiéu hoa trong SXHD (p < 0,05), c6 mbi lién quan glua muc d6 taing AST véi soc (p < 0,05).
C6 mdi tuong quan nghich giira hoat 46 AST, ALT véi sb lugng tiéu cau (p <0,05).

Ket Iudn: C6 mdi lién quan glua muc d¢ tang enzym AST, ALT va xuét huyét tiéu hoa trong bénh sot xuat
huyet Dengue Co m01 lién quan glua mure d¢ ting AST va sdc (p < 0,05). Ty prothrombin gidm < 70% 14 yéu
t6 nguy co ctia xut huyét tiéu hoa, séc (p < 0,05)

Tir khoa: Sot xuit huyét Dengue, ton thuong gan, transaminase.

DAT VAN BE

S6t xuét huyét Dengue la bénh truyen nhiém cép
tinh do virus Dengue v&i 4 typ huyét thanh DEN-1,
DEN-2, DEN-3, DEN-4 gay ra. SXHD gay ton thuong
y; nhleu co quan quan trong nhu gan, tim, than kinh...
Tén thuong gan thuong gap trong bénh SXHD va biéu
hién kha da dang, thay doi tir ton thuong nhe voi tang
transaminase khong tri¢u chimg den muc d§ ndng
Vang da va suy gan cap tinh, dan dén tir vong, Nhleu
yéu tb gop phan gay nén tén thuong gan gom thleu
oxy do giam tudi mau, V1rus tan cong truc tiép té bao
gan hodc do phan g mién dich cta co thé'25. Mot so
nghién ctru cho thiy ting transaminase lién quan dén
murc d6 nang trong bénh SXHD'4,
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O Viét Nam da c6 mot s6 nghién ciru vé ton thuong
gan & bénh nhan SXHD nguoi 16n nhung phan 16n chi
mo td mue do tdng transaminase chu chua danh gia
su thay ddi cua cac chi s6 nhu alkalin phosphatase,
bilirubin va ty prothrombin.

Do d6, chung t6i thuc hi€n dé tai nay vai hai muc
tiéu say: 1. Khao sat dic diem 1am sang va can lam
sang ton thuong gan ¢ bénh nhan sot xuat huyget
Dengue nguoi 16n; 2. Danh gia moi lién quan, gilta ton
thuorng gan voi dac diém lam sang va cac bién chiing
clia sot xuat huyet Dengue.

ol TUONG VA PHUONG PHAP

Poi twgng: Gom 160 bénh nhan > 16 tudi vao didy
tri tai Khoa Bénh nhié¢t d6i, Bénh vién Trung wong Hué
tir thang 4/2019 dén thang 6/2020, duoc chan doan
SXHD theo tiéu chuan ciia Bo Y té ban hanh nam 2011'.

Tiéu chuin chon miu: Bénh nhan c6 két qua
huyét thanh NS1Ag duong tinh va/hodc khang thé
dengue IgM duong tinh.

Tiéu chuén loai trir

- Bénh nhan c6 tién sir vang da, vang mét, viém gan
virus B hodc C va cac bénh gan mat khac.

- Bénh nhén c6 bénh Iy vé& méu.

- C6 tién sir dung thudc anh huong dén chire nang

gan nhu dang diéu tri dong kinh, diéu tri lao hodc ding
thudc paracetamol qua lidu.
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- Céc truong hop SXHD vao vién tir ngay thir 6 ciia
bénh tro di.

- Bénh nhén khong dong ¥ tham gia nghién ctru.

Phuong phap

Thiét ké nghién ciru: M6 ta cit ngang.

Phuong phip chon miu: C6 chu dich.

Cic budc tién hanh

- Chon bénh nhan SXHD theo tiéu chuén chon miu
nhu trén.

- Tham khéam 14m sang, danh gia ton thwong gan
trén 1am sang.

- Thyc hién cac xét nghiém CTM, ty prothrombin,
AST, ALT, ALP, trong giai doan nguy hi€m ctia bénh
(ngay 3 - 6 cia bénh).

- Theo ddi dién tién bénh va két qua diéu tri. Ghi
nhén day du cac thong tin trén vao phicu nghién ctru.
KET QUA

Pic diém 1Am sang, cAn 1Am sang ton thwong gan

Bang 1. D&c diém lam sang tén thwong gan

trong SXHD
Lam sang n %
Pau bung ha swon phai 40 25
Gan to 10 6,3
Vang da vang mét 2 1,3
Bénh ndo gan 0 0

Pau bung ha suon phai chiém ty 1¢ cao nhat 25%.
Gan to chiem ty I¢ thap 6,3%. Vang da vang mat hiém
gap 1,3%. Khong c6 trudong hop bi€u hién bénh ndo gan.

Bang 2. Phan bd hoat d§ AST, ALT trong SXHD

Cac murc d6 tang AST ALT
transamisase n (%) n (%)
< 2xULN 64 (40,0) 0 (56,2)
2 - 5XULN 59 (36,9) 7 (29,4)
5 - 15xULN 27 (16,9) 9 (11,9)
> 15xULN 10 (6,2) 4(2,5)
Téng 160 (100) 160 (100)
Trung vi (U/L) 96,0 54,5

Mirc d6 tang AST, ALT tir nhe (2 5xULN) dén
trung binh (5 - 15XxULN) chiém da sd.

Bang 3. Cac xét nghiém chirc nang gan khac

Xét nghiém n %

ALP > 300 U/L 2 1,3
Bilirubin TP > 21 pmol/L 4 2,5
Prothrombin time % < 70 1 6,9

ALP, bilirubin TP tang trén giéi han binh thuong
trén chiém ty 18 thap 1,3%; 2,5%.

Bang 4. Gia tri xét nghiém chlrc nang gan theo phan d6 SXHD

Xét nghiém SXHD SXHD c6 DHCB SXHD nang(*)
(n=59) (n=177) (n=19) P
AST (U/L) Trung vi 46,0 115,0 158,0 < 0,05(**)
ALT (U/L) Trung vi 30,0 74,0 92,0 < 0,05(**)
ALP (U/L)
68,3+24,9 75,7 +413 60,8 + 26,0 < 0,05(*%)
TB + SD
Bilirubin TP (umol/L) 8,9+3,1 < 0,05(***)
7127 9,5+4,0
TB + SD
PT (%) TB £ SD 97,1+ 11,3 98,8+ 11,0 98,0 £16,5 > 0,05(***)

SXHD nang(*): nhom SXHD ndng voi AST va ALT < 1000 U/L.
(**) Kruskal-Wallis test, (***) One - way Anova test.

Gia tri trung vi AST, ALT khéc nhau gitra cac mirc do SXHD c6 y nghia thong ké (p <0 05) Hoat do
AST, ALT cao nhét ¢ nhom SXHD nang. Gia tri trung binh ALP, bilirubin TP khac nhau gitta cac mirc do
SXHD c6 ¥ nghia thong ké (p < 0,05).
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M&i lién quan ton thwong gan véi dic diém 1am sang, mirc d9 ning sét xuit huyét Dengue
Bang 5. Lién quan gira hoat dd AST, ALT va xuét huyét tiéu héa (XHTH)

AST ALT
Cac murc do tang i " ) "
. C6 XHTH Khéng XHTH C6 XHTH Khong XHTH
transaminase
n (%) n (%) n (%) n (%)

< 2xULN 1(1,6) 63 (98,4) 2(2,2) 88 (97,8)

2 - 5xULN 2 (3,4) 57 (96,6) 5(10,6) 42 (89,4)

5 - 15xULN 4 (14,8) 23 (85,2) 3(15,8) 16 (84,2)

> 15xULN 4 (40,0) 6 (60,0) 1(25,0) 3(75,0)
Téng 11 (6,9) 149 (93,1) 11 (6,9) 149 (93,1)

p < 0,05* < 0,05*

* Fishers Exact Test

C6 su lién quan gitra XHTH véi muc d tang AST, ALT (p < 0,05).
Bang 6. Lién quan gilra ty prothrombin va XHTH

XHTH OR
Ty prothrombin Co Khéng (khoang tin cay p
n % n % 95%)
<70 3 27,3 8 72,7 6,6
<0,05
=70 8 54 141 94,6 (1,5-29,8)
Ty prothrombin < 70% la yéu t6 nguy co cia XHTH (OR = 6,6; p < 0,05).
Bang 7. Lién quan gitva hoat d6 AST, ALT va sbc
AST ALT
Cac murc do - . . 5
. . Co soc Khéng soc Co soc Khéng soc
tang transaminase
n (%) n (%) n (%) n (%)
< 2xULN 1(1,6) 63 (98,4) 3(3,3) 87 (96,7)
2 - 5XULN 5 (8,5) 54 (91,5) 6 (12,8) 41 (87,2)
5 - 15XULN 5 (18,5) 22 (81,5) 2(10,5) 17 (89,5)
> 15xULN 1(10,0) 9 (90,0) 1(25,0) 3(75,0)
Téng 12 (7,5) 148 (92,5) 12 (7.,5) 148 (92,5)
p <0,05* > 0,05*
* Fishers Exact Test
C6 mébi lién quan gitra XHTH véi murc d6 ting AST (p < 0,05).
Bang 8. Lién quan gitra ty prothrombin va séc Ty prothrombin % < 70 14 yéu t6 nguy co cta sdc
: (OR =5,8; p<0,05).
Ty Soc OR ina 9 . 5 AST va 56
prothrombin N o (khoang tin | P Bang 9. Twong quan ql:J’a rloat dé AST va so lvong
(%) © ong cay 95%) tiéu cau
<70 3(27,3) | 8(72,7) 58 < Twong quan Tiéu cau (G/L)
>70 9(6,0) |140(94,0)| (1,3-258) | 0,05 rho -0,557
AST (U/L)
p <0,05
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Biéu do 1. Twong quan gia hoat do AST va sbé
lwong tiéu cau

Nhdn xet: Co m01 tuong quan nghich gitra gia tri
AST va s6 lugng tiéu cau co y nghia thong ké (tho =
-0,557, p <0,001).

Bang 10. Twong quan gitra hoat dd ALT va sé lwong

tiéu cau
Twong quan Tiéu cau (G/L)
rho -0,436
ALT (U/L)
D <0,05
AST (U/L)
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Biéu dd 2. Twong quan gilra hoat do ALT va sb
lwong tiéu cau

Nhdn xét: Co m01 tu’ong quan nghich giira gia tri ALT
voi s6 luong tiéu ciu co y nghia thong ké (tho = -0,436,

p<0,001).
BAN LUAN

Pic diém 1Am sang, cAn 1Am sang ton thwong gan

Két qua nghién ciru ciia ching t6i cho thiy dau bung
ha sudn phai chiém ty 18 25%; gan to dudi by suon
6,3%; vang da vang mét 1,3%; khong c6 truong hop
c6 biéu hién bénh ndo gan (Bang 1). Dinh Thé Trung
(2010) nghién ctiru SXHD nguoi 16n tai Bénh vién Nhiét
d6i TP. H6 Chi Minh ghi nhan ty 1& dau bung (ha suon

phai va thugng vi) 61,5%, gan to > 2 cm dudi b suon
4,3%, vang da 1,7% va hon mé gan hiém gip vai ty 18
0,8% (5/644 bénh nhan)'®. Theo Pang Thi Thay (2014)
tai Bénh vién Bénh nhiét d&i Trung wong thi triu chirng
dau bung ving gan hay gap 14,5%, gan to dudi bo suon
3,2%, vang da két mac mét 1,9%.

Nghién ctru ctia ching t6i cho thiy mirc do ting
AST, ALT tir nhe dén trung binh chiém da s6 véi ting
AST, ALT tir 2 - 5XULN chiém ty 1¢ lan luot 14 36,9%;
29,4% va ting AST, ALT tir 5 - 15XULN chiém ty 18
16,9%; 11,9%. Tang cao AST, ALT > 15xULN chiém
ty 1& thip nhat 6,2%; 2,5%. Gia tri trung vi cia AST 1a
96,0 U/L va ALT la 54,5 U/L. Nghién ctru ciia Pham
Chéau Duy (2012) ciing ghi nhén da s ting AST, ALT
& muc do nhe < 5XxULN trong SXHD nguoi 1om’.
Nghién ctru cua Narasimhan D (2018) ¢ 100 bénh
nhan SXHD nhan thdy phan 16n ting AST, ALT tir
2 -4xULN dén 4 - 10xULN". Hoat 6 AST cao hon so
v6i ALT trong bénh SXHD*10:13,

Két qua & Bang 3 cho thiy hoai tir té bao gan voi
tang transaminase phd bién trong SXHD nhung tinh
trang t mat kho xay ra véi ty 1€ tang ALP > 300 U/L
va bilirubin TP > 21 pmol/L chiém ty 1¢ thap 1,3% va
2,5%. Theo Bang Thi Thuay chi ¢6 7,5% bilirubin TP®,
Fernando S (2016) cho thiy da s bénh nhan SXHD c¢6
hoat 0 ALP binh thuong, c6 6/55 (10,9%) bénh nhan
taing ALP ¢ mutic d¢ nhe > 128 U/L va c6 2/55 (3,63%)
bénh nhan ting bilirubin toan phan > 20 pmol/L!.
Qua Bang 3 cho thay két qua PT % < 70 chiém 11/160
(6,9%) bénh nhan. Trong nghién ctru ciia Pang Thi
Thuy thi ty prothrombin giam < 70% chiém ty 18 9,9%,
nghién clru cta tac gia Bashir AB chi c¢6 9,0%°%.

Két qua nghién ctru ctia chung toi cho thiy gi4 tri
trung vi cia AST, ALT khéc nhau giita cac muc do
SXHD c6 ¥ nghia théng ké (p < 0,03). Mirc d6 SXHD
cang nang thi hoat 40 AST, ALT cang tang. Gia tri trung
binh cia ALP, bilirubin TP khéc nhau gitra cac murc d6
SXHD ¢6 ¥ nghia théng ké (p < 0,05). C4c nghién ctru
cua Pang Thi Thity 6 Ha Noi va Lee LK ¢ Han Quéc
cling ghi nhan hoat 6 AST, ALT khac nhau giira céic
murc d6 SXHD c6 ¥ nghia théng ké (p <0,05) va SXHD
cang nang thi hoat 30 AST, ALT cang tang5'2,

M3di lién quan ton thwong gan vé6i dic diém l1am
sang, mirc dd niing sot xuét huyét Dengue

Két qua nghién ctru cho thiy c6 mdi lién quan gitra
tang AST, ALT va XHTH trong SXHD (p < 0,05). Ty
1¢ XHTH xay ra & nhom bénh nhan c6 AST, ALT >
15XULN cao nhit (40%; 25%). Pinh Thé Trung ghi
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nhan c6 mbi lién quan giita ting AST, ALT va xuat
huyét niang trong SXHD'.

Trong mét nghién ctru SXHD tré em (n =231) cta
tac gia Phan Hiru Nguyét Diém (2003), c6 méi lién
quan giita tang AST, ALT véi XHTH (p < 0,05)*. Theo
nghién ctru cua Chhina RS va cdng su (2008), gia tri
trung binh AST ¢ nhom c¢6 XHTH 591,4 +212,9 U/L
cao hon nhom khéng c6 XHTH 277,8 + 24,4 U/L va
sur khac biét nay c6 y nghia thong ké véi p < 0,05°.

Bang 7 cho thay c6 mdi lién quan giita ting AST va
soc trong SXHD (p < 0,05). Cac nghién ctru ciia Dinh
Thé Trung, Pham Chau Duy, Fernando déu nhan théy
6 mdi lién quan giira mirc d6 ting AST, ALT va sc
trong bénh SXHD, hoat @ AST, ALT cao hon dang ké &
nhém bénh nhan c6 sbc so voi khong sbe (p <0,05)>1011

Trong nghién ciru cua chiing t6i, ty prothrombin
(PT%) giam < 70% 1a mot yéu t6 nguy co ciia XHTH
(OR=6,6,p<0,05)va s6c (OR =58, p<0,05), trong
tir két qua nghién ciru cia Pham Chau Duy. Dinh Thé
Trung nhén xét thoi gian prothrombin kéo dai & bénh
nhén c6 séc so voi khong sbc (p < 0,05)>1°.

C6 mbi twong quan nghich giita hoat dd AST, ALT
vai s lugng tiéu cau (Bang 9 va 10). Két qua nay phu

TAI LIEU THAM KHAO
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hop vdi cac nghién ciru ctia Dinh Thé Trung, Balakumar
J, Rajni R. Shivkar. Nhu vay, trong SXHD cang tang
hoat do AST, ALT thi s6 luong tiéu cau co xu hudng
giam, dan dén ting muc d6 ning ctia bénh SXHD™,

KET LUAN

Dic diém Iim sang, cin 1Am sang ton thwong gan

Tén thwong gan phd bién 13 ting transaminase,
trong d6, da s ting transaminase & muc do nhe (2 -
5xULN) dén trung binh (5 - 15xULN). ALP, bilirubin
toan phdn ting trén tri s binh thuong chiém ty 1& 1an
luot 1a 1,3%; 2,5%. Ty prothrombin giam < 70% gap
4 6,9% bénh nhan. Hoat d enzym AST, ALT, ALP,
bilirubin toan phan khac nhau giita cac mirc 46 SXHD
¢6 y nghia thong ké (p < 0,05).

Moi lién quan giira ton thwong gan véi diic diém
1Am sang, mirc d§ ning SXHD

C6 méi lién quan giita mirc d6 ting AST, ALT va xuét
huyét tiéu héa trong bénh sot xuat huyét Dengue. C6
moi hen quan gitra mirc do ting AST va soc (p <0 05)
Co mbi tuong quan nghich gitra hoat 30 AST, ALT va so
lugng tiéu cau (p < 0,05). Ty prothrombin giam < 70%
14 yéu t6 nguy co ctia XHTH, sbc (p < 0,05).
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LIVER INJURY IN ADULTS DENGUE PATIENTS

Background: Liver damage is common in Dengue fever. Starting from asymptomatic elevated
transaminase levels to acute liver failure, dengue has all the properties of a hepatic illness. Hepatic
manifestations are either a result of direct viral toxicity or dysregulated immunologic injury in response to
the virus or hepatocellular hypoxia.

Aims: 1. To evaluate the clinical liver damage, liver function tests in adult dengue patients and 2. To
evaluate the relationship between liver damage and severity of disease.

Subjects and methods: Cross-sectional descriptive study. Studied on 160 adult Dengue patients admitted
to the Department of Tropical Diseases, Hue Central Hospital, from April 2019 to June 2020.

Results: Among the clinical features of hepatic involvement, patients have abdominal pain (25%),
hepatomegaly (6.3%), jaundice (1.3%), encephalopathy (0%). Raised AST and ALT levels: 2 - 5 folds
(36.9% and 29.4%), 5 - 15 folds (16.9% and 11.9%), more than 15 folds (6.2% and 2,5%) and 90.6% of
patients have the ratio AST/ALT > 1. AST and ALT levels increase during day 3 - 6 and tend to decrease
after 3 days (p < 0,05). Raised ALP levels (1.3%), hyperbilirubinemia (2.5%), decrease PT% (6.9%). The
values of AST, ALT, and total bilirubin are different between the levels of dengue, increased in the form of
warning signs and severe dengue (p < 0.05). Transaminase levels increased correlated with other markers
of disease severity, such as gastrointestinal bleeding, shock and the decrease of platelet cout. Other risk
factors of shock in dengue infection: abdominal pain, hepatomegaly, decreased prothrombin ratio.

Conclusions: Transaminase levels correlated with disease severity, such as gastrointestinal bleeding,
shock and the decrease of platelet cout. Other risk factors of shock in dengue infection: abdominal pain,
hepatomegaly, decreased prothrombin ratio.

Key words: Dengue infection, hepatic dysfuction, transaminase.
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