NGHIEN CUU KHOA HOC

THACH THUC TRONG CHAN DOAN VA XU TRi SUY GAN CAP
0] BENH NHAN SOT XUAT HUYET DENGUE NGUOI LGN

Nguyén Viin Hio'

Suy gan cip tinh 1a mot hoi chimg 1am sang nghiém trong xdy ra ¢ nhiing ngudi khoe manh trude
day, dac trung boi su chét va rdi loan chtc ning té bao gan. Bénh nhén sdt xuat huyét Dengue (SXHD)
c¢6 dau hiéu ton thuong gan 60% - 90% truong hop. Biéu hién 1am sang chu yéu 14 gan to, vang da, ting
aminotransferase va suy gan cap Ty I¢ tir vong ¢ bénh nhan viém gan ndng do Dengue chi 0,8% nhung
néu ¢6 bién chimg suy gan cép rit cao 58,8%. chm MELD la yeu t6 duy nhat du doan suy gan cap voi
aOR = 1,3 [KTC 95%: 1,1 - 1,5; P =< 0,001]. Piém MELD ban dau > 15 ¢6 lién quan v&i suy gan cap do
viém gan nang voi AUROC 0,91, d6 nhay 88,2% va do déc hi¢u 87,3%. Tén thuong té bao gan trong qua
trinh suy gan cap dan dén mot phan ung tién viém, ddc biét trong giai doan sém. Cac nghién ciru gin day o
nguoi lon cho thdy thay huyét trong khdi lwong cao (HVPE) ¢6 hiéu qua lam giam phan Gng viém cua suy
gan cap thong qua viéc loai bo cac cytokin va cac phén tu lién quan ton thuong (DAMP). Nam 2017, Hiép
hoi chau Au nghién clru vé Gan (EASL) da c6 huong dan thyc hanh 1am sang thay huyét tuong trong xu
tri suy gan cap, EASL khuyén nghi diéu tri thay huyét tuong s6m co thé cai thién kha nang song sot khong
thay gan. Nam 2019, Hiép hoi Apheresis Hoa Ky khuyén nghi HVPE nhu mét liéu phap dau tay trong suy
gan cap. Diéu tri suy gan cap do SXHD ¢ cac nude trong khu vue Dong Nam A hién ciing dang ap dung
cac phuong phap thay huyct teong va truyen tinh mach N-acetylcystein. Tai Bénh vién Bénh nhiét doi da
ap dung liéu phap thay huyét twong va truyén tinh mach N-acetylcysteine trong diéu tri suy gan cép 0 bénh
nhan SXHD nguoi 16n tir thang 6 nam 2019. Ching t61 dang kién nghi dua luu do xir tri suy gan cip vao
cap nhat Hudng dan chin doan va xur tri SXHD ngudi 16m cua BO Y té.

Tir khéa: Suy gan cdp, s6t xuat huyét Dengue (DHF).

Suy gan cip tinh 14 mot hoi chimg 1dm sang - Bat ky muc do rdi loan tri giac (bénh nio).
nghiém trong, xdy ra ¢ nhitng ngudi khoe manh
trudce day, dugce dac trung bdi sy chét cua té bao gan
va r6i loan chirc niang gan (O’Grady 2005). C6 hai .
biéu hién 1dm sang chinh cua suy gan cép 1a rdi loan - Thoi gian bénh < 26 tuan.
dong mdu (ty 1 binh thuong hoa qaéc té, INR > 1,5) Pic diém bénh sét xuit huyét Dengue ning
va bénh ndo gan trong 26 tuan xuat hién 6 mot ddi ngwoi 16m 6 ton thwong gan niing tai khoa Hoi
tuong khoe manh trude day (Larson 2010). Loai trlr - sire cAp ciru nguoi 16m - Bénh vién Bénh nhiét déi
cac trrong hop bénh gan ti€ém an (viém gan do rugu,
viém gan siéu vi B va viém gan siéu vi C man tinh,
viém gan ty mién) vi xtr tri suy gan trén nén bénh
gan man tinh khéac v6i diéu tri suy gan cip. Dé chan

ning

- PBac diém lam sang: phu nao.

- Khong c¢6 biéu hién bénh gan man trudce.

So do mé ta bénh canh lim sang 197 truwong
hop SXHD ngng ¢ nguwoi lon (1/2010 - 1/2012)

doan suy gan cap can cd cac yeu to sau:

- Bt thuong vé déng mau (INR > 1,5). — .
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So do: Dic diém SXHD ngwoi lén cé ton
thwong gan ndng diéu tri tai khoa Hoi sirc cp ciru
nguwoi lon - Bénh vién Bénh Nhiét déi (6/2022 dén
10/2022) (NV Hdo)

25ca
A: SXH-D NL
AST >1000 U/L

Suy gan Cf’l(p?

/\

Co: 6 ca Khéng: 19 ca
T vong Song

T vong suy gan 3/6 (50%)
T vong khéng suy gan 4/19

Ca lam sang ton thwong gan ning ¢ ngudi l6n

Bénh nhan nit 43 tudi. LDNV: Chéng mit, budn
ndn, nén mura va dau bung. Bénh sir N4: Sot dau
khép, dau co va dau dau. Tién st Bénh dai thao
dudng typ 2 va rdi loan lipid mau.

Kham luc nhap vién: Bénh nhan tinh, hoi but rirt,
M: 130, huyét ap khong do duoc, chi mat lanh. Giam
am phé bao day ph01 phai va 4n tirc ving ha suon
phai. Khi nhap vién, DTHC 44%. (kham bénh lan
trude Het 33%+ hemoglobln 12 10,5 g/dL). Bénh nhan
duge TTM 15 ml/kg LR trong 15 phut saudola 15 ml/
kg trong 1 glor Bénh nhén khong ra sdc, Voluven 15
ml/kg/ gi0 gio tlep theo. Bénh nhan c6 biéu hién xuat
huyét am dao nh1eu va ti€u phan den. Hct cua bénh
nhan gidm tir 44 xudng 33%, khong cai thién 1am sang
va tiéu it (< 0,5 ml/kg). Bénh nhan dugc truyén 4 dv
HCL (1200 ml) duy tri Het # 40%.

Van dé chinh: Tén thuong gan néng, t6n _thuong
than cép tinh, toan chuyen héa mat bu do nhiém acid
lactic, ting kah mau va v ni¢u, 16 loan déng méau véi
xuat huyet nang, qué tai tudn hoan véi tran dich mang
phdi mang bung.

Cic bién phap xir tri: 1. Hoi suc tich cuc bang
céc loai dlCh truyén trong qué trinh chéng séc ban dau
bao gom DD tinh thé va DD keo. 2. Str dung HCL dé
duy tri Het khoang 40%. 3. Cac bi¢én phap hd tro ho
hap cho bénh nhan trong thoi gian soc. 4. St dung
CVVHD nhu mét hinh thirc diéu tri thay the than dé
loai bo lactate khéi co thé, diéu chinh thing bang kiém

toan, duy tri can bang xuat nhap. 5. St dung NAC
diéu tri suy gan cap.

Dién tién diéu tri: TTM NaCl 100 mg/glor lién
tuc trong 5 ngay. Vitamin K 10 mg TM moi ngay x
3 ngay, truyén 4 don vi FFP, 10 don vi két tua lanh
va 6 don vi tiéu cau dé diéu chinh tinh trang r6i loan
dong mau. Truyén HCL & duy tri Het khoang 40%
CVVHD lién tuc. Khang sinh toan than.

Ban ludn vé chin dodn va xir tri suy gan cip
trong SXHD ngudi 16m

Tén thuong gan: 60% - 90% bénh nhan sét xuat
huyét Dengue vé6i biu hién gan to, vang da, tang
aminotransferase va suy gan cap. Sinh ly bénh cua ton
thuong gan trong SXHD bao gom:

a. Virus Dengue tac dong truc tiép té bao gan gay
ra qua trinh chét té bao gan.

b. Tén thuong gan qua trung gian mién dich gay
viém gan va con bao cytokin.

c. Giam tu6i méau gan trong hoi chimg sdc sot xuat huyét.

Két luan: Ty 18 suy gan thip (0,31% - 1,1%)
nhung tir vong cao (20% - 68,3%)'.

Mot nghién clru khac voi muc ti€u xac dinh cac
yéu td tién luong suy gan cap va tir vong & bénh nhan
SXHD c6 biéu hién viém gan ning (DISH).

Bénh nhéan viém gan nang [n = 134/2311 (5, 80%)]
dugc dinh nghia transaminase > 10 lan muc g101 han
tham chiéu binh thuong va suy gan cap dugc xac dinh
boi tidu chudn AASLD 2011 [n= 17 (0,74%)].

Ket qua: 151 bénh nhén viém gan ndng hodc suy
gan cap, 51% la nit, voi tu01 trung binh 27,9 + 14,5
tudi. Hoi chu'ng thoat huyét twong (CLS): 68,2% bénh
nhéan DISH va 100% bénh nhéan suy gan cép.

Ty 1€ tr vong: O bénh nhan viém gan ning 0,8%
nhung néu suy gan 58,8%.

Diém MELD la yéu t6 duy nhét dy doan suy gan cép
v6iaOR = 1,3 [KTC 95%: 1,1 - 1,5; P=<0,001]. Diém
MELD ban dau > 15 ¢6 hen quan véi suy gan cap do
viém gan nang véi AUROC = 0,91, d0 nhay 88,2% va
do dac hi¢u 87,3%. Suy gan cap lién quan dén tir vong &
bénh nhén viém gan néng (aOR = 108,5, KTC 95%: 5,5
-2145.4, P=0,002). INR ban dau lién quan dén tir vong
(aOR = 104 KTC 95%: 2,6 - 40,5, P=0,001). INR >
1,5 du doén tir vong do viém gan nefmg véi AUROC la
0,83 (81,8% do nhay va d9 dac hié¢u 86,8%)>.

Hbi chin ghép gan

Suy gan cip thuong tién trién nhanh chong (va c6
thé can ghép gan).

Céc ngudng dé hoi chan ghép gan bao gdm:

- INR > 3,0, hodc thoi gian prothrombin (PT) > 50
gidy hodc tang lén.

- Bénh ndo nang hon.
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- Tang lactate mau hodc ha huyét 4p mac di da hoi stc.
-pH <7,35.

- Ton thuong than cap tinh (AKI).

- Bilirubin > 300 pumol L-1.

- Thu nho thé tich gan trén hinh anh.

Thay huyét tlr(rng trong suy gan cip

Ton thuong té bao gan trong qua trinh suy gan cap
din dén mot phan u‘ng tien viém, dac biét trong giai
doan sém. RCT gan day & nguoi 16n cho thay thay
huyét tuong khdi luforng cao (HVPE) c6 the hiéu qua
lam gidam phan g viém cua suy gan cap thong qua
viéc loai bo céc cytokin va DAMP. Cac h¢ thong hd
tro gan nhan tao nhu MARS va TPE ¢6 thé tam thoi
cai thién huyét dong toan than va murc do bénh ndo.
TPE 14 thu thuat duy nhét giup cai thién khd nang sdng
sOt & bénh nhéan suy gan cap*.

Bai bdo nam 2016 Larsen va cong sy mo td mot
RCT. 182 bénh nhan NL suy gan cap nhom DT noi
khoa chuin (n= 90) hodc DT ndi khoa chuén + HVPE
(high volume plasma exchange) (n = 92).

FFP 8 - 12 L, 15% trong luong co thé ly tuong,
mdi ngay x 3 ngay HVPE lam giam: cac marker ti€n
viém, DAMP, mirc do chét cua & bao, diém SIRS va
diém SOFA. Ty 1& song ra vién nhém HVPE (58,7%)
so v6i nhém chimng (47,8%). HR = 0,56, KTC 95%
0,36-0,86,p=0,0083. Str dung HVPE tang ty 1¢ song
& bénh nhan suy gan cp khong du diéu kién ghe¢p
gan. Nam 2017, Hi¢p hoi chau Au nghlen cuu vé Gan
(EASL): Hu’(mg dan thyc hanh 1am sang thay huyet
tuong trong Xt tri suy gan cap, khuyén nghi diéu tri
som dé cai thién séng sot khong thay gan. Nam 2019,
Hiép hoi Apheresis Hoa Ky khuyén nghl HVPE nhu
mot liéu phép dau tay trong suy gan cip.

Trudc day tai Bénh vién Bénh nhiét doi ching t6i
ap dung chi dinh thay huyét tuong (TPE) 6 bénh nhan
SXHD ¢6 ton,thuorng gan nang (AST/ALT ting cao >
1000 IU/L) néu kém cac biéu hién sau:

1. Bénh ndo gan d6 I, II.

2. Kém rbi loan déng mau (Prothrombin time kéo
dai > 20 gidy, INR > 1,5).

3. Va/hoac tang Bilirubin TP > 250 mmol/L (> 15
mg%), NH,> 150 pmol/L.

Ung dung thay huyét twong & bénh nhan SXHD
tai Bénh vién Bénh nhiét doi bat dau tir thang 6/ 2019 -
6/2021. Tong sb ca suy gan cap dugc TPE: 10 ca, hoi
phuc hoan toan: 08 ca.

Diéu tri N-acetylcysteine (NAC)

Muc tiéu: Xéc dinh NAC c6 loi trong suy gan cip
khong do acetaminophen hay khong?

Két qua: 672 bénh nhén tir 5 nghién ctru tién ciru
(nhém NAC: n = 334; nhém chiing: n = 338). Viém
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gan siéu vi 45,8% so voi nhom ching 32,8%, viém
gan do thuoc 24,6% so voi nhom chiang 27 SA)
khong xac dinh duoc nguyen nhan 13,2% so voi
nhom chimg 21,6% va viém gan ty mién 6,6% so voi
nhém chung 8,9%.

Dleu tri N-acetylcysteine di cai thién dang ké ty
1¢ séng khong ghép gan (55,1% so voi nhom chimg
28,1%; RR = 0,56; KTC 95%: 0,33 - 0,94). Diéu tri
NAC giam th(n gian nam vién (SMD =-1,62; KTC
95%: -1,84 dén -1 40, p < 0,001). Két lun: Dleu tri
bénh nhén suy gan cap khong do acetamlnophen bang
N-acetylcysteine da cdi thién kha nang song khong
can ghép gan va thoi gian nam vién°.

Muc tiéu: So sanh ty 1& hdi phuc suy gan cipvaty
1¢ tir vong ctia bénh nhan duoc diéu tri va khong duge
diéu tri NAC. Phuong phéap: Mot nghién ciru thuan
tap hdi ctru bénh nhan nho hon 15 tudi, suy gan cap
do SXHD ¢ Théi Lan, tir thang 01/2002 dén 7/2019.

Ket qué: 33 bénh nhan, 16 NAC (48,5%), tu01 8,5
tudi (SD 3,7) va thoi gian khoi phat suy gan cap 6,3
ngay (SD 1,6) sau khi sot. Phan loai bénh ndo gan
(HE) va suy tang khong c6 sy khac biét c6 y nghia
gitta_hai nhom. Trong nhom NAC, 13/16 tré duoc
truyén tinh mach 100 mg/kg / ngay NAC cho dén khi
INR < 2 néu khong HE hodc INR< 1,5 néu c6 HE.
NAC duoc bit dau 1,1 ngay (SD 0 3) sau khi chan
doan suy gan cap. Ty le hoi phuc suy gan cip nhom
NAC cao hon 75% so vdi & nhém khong NAC 53%,
p=0,34) voi ty 1€ tr vong 31% < 53%, p = 0,36). Tac
dung phu cua NAC khong dang ké. Két luan: NAC c6
thé c6 loi trong suy gan cap do SXHD ¢ tré¢ em6. NAC
TTM 100 mg/gio. NAC quet cac goc tu do, cai thién
kha nang chong oxy hoéa va hoat dong nhu mot chét
gian mach céi thién viéc cung cap oXy.

Diéu tri suy gan cép do SXHD & cac nuéc trong
khu vuc Pong Nam A

NAC nhac | dinh ;
TPE | TPE | tham
khao
AST
> 500 7). (8
o 0 ). ®)
ALT
> 500 7), (8
oL 7). @)
>20-
INR >15-2,0 o5 | 725 )
Bénh 0-1 2 3-4 @)
n3o gan
Bilirubin >4-
(mg/dL) 2-4 10 | 710 (®)

NAC: N-acetylcysteine 100 mg/gio x 5 ngay
TPE: Therapeutic plasma exchange, plasma, I - 1,5
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CHALLENGES IN DIAGNOSIS AND TREATMENT OF ACUTE LIVER
FAILURE IN PATIENTS WITH DENGUE HEMORRHAGIC FEVER

Acute liver failure is a severe clinical syndrome occurring in previously healthy individuals, characterized
by hepatocellular death and dysfunction. Patients with Dengue hemorrhagic fever show signs of liver
damage in 60% - 90% of cases. The main clinical manifestations are hepatomegaly, jaundice, increased
aminotransferase and acute liver failure. The mortality rate in patients with severe hepatitis caused by Dengue
is only 0.8%, but if there are complications of acute liver failure, it is very high 58.8%. The MELD score was
the only predictor of acute liver failure with aOR = 1.3 [95% CI: 1.1 - 1.5; P =< 0.001]. Initial MELD score
> 15 was associated with acute liver failure due to severe hepatitis with AUROC = 0.91, sensitivity 88.2%
and specificity 87.3%. Hepatocellular damage during acute liver failure leads to a proinflammatory response,
especially in the early stages. Recent studies in adults have shown that high-volume plasma exchange (HVPE)
effectively reduces the inflammatory response of acute liver failure through the removal of cytokines and
damage-associated molecules (DAMP). In 2017, the European Association for the Study of the Liver (EASL)
released clinical practice guidelines for plasma exchange in the management of acute liver failure, suggesting
that early plasma exchange therapy can improve survival without liver transplantation. In 2019, the American
Apheresis Association recommended HVPE as first-line therapy in acute liver failure. Treatment of acute liver
failure due to Dengue in countries in Southeast Asia is currently applying the methods of plasma exchange
and intravenous infusion of N-acetylcysteine. At the Hospital for Tropical Diseases, plasma exchange therapy
and intravenous N-acetylcysteine have been applied in the treatment of acute liver failure in adult dengue
patients since June 2019. We are recommending to include a flowchart for management of the acute liver
failure to update the guidelines for diagnosis and management of Dengue in adults of the Ministry of Health.

Key words: Acute liver failure, Dengue hemorrhagic fever (DHF).
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