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+ YEu t6 lién quan t&r vong: sbc trudc can
thiép ngoai khoa.

+ Yéu t6 lién quan bién ching: s6c trudc
can thiép va thdi gian nhap vién muodn.
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SOT XUAT HUYET DENGUE NANG CO TON THU'ONG GAN NANG:
LAM SANG, XET NGHIEM VA PIEU TRI N-ACETYLCYSTEINE

TOM TAT .

Muc tleu nghién ciru: M6 ta dién tién lam sang,
can lam sang, két cuc diéu tri cua BN s6t xuat huyet
dengue (SXH-D) n&ng ngudi I8n ton thuong gan nang
cd va khong diéu tri N- acetylcystelne (NAC). Paoi
tugng- Phuang phap nghlen clru: Nghlen cru mo
ta hang loat ca, ngu’cﬂ bénh tir 16 tu0| trG 1én SXH-D
6 t6n thudng gan néng didu tri ndi trd tai bénh vién
Bénh Nhlet déi tir thang 8/2022 den thang 3/2024
Két qua: 178 BN SXH-D nd&ng cd ton thuong gan
nang Trong 43 BN ¢é chi dinh dung NAC, 24 BN dugc
s dung NAC va 19 BN khong dugc s dung BN dudc
diéu tri NAC c6 tudi trung vi 39 tudi (IQR: 31 —47), so
VvGi trung vi 31,5 tudi, (IQR: 23 — 40) & nhém khong
diéu tri. Ty Ié vang da 70,8% & nhom dung NAC so vdi
14,3% & nhom khong dt‘mg. Xuat huyét va gan to &
nhom diéu tri NAC, lan lugt la 62,5% va 62,5% khac
biét p <0,01 so vdi nhém khong diéu tri. Trung vi AST
nhom BN diéu tri NAC Itc vao nghién ctu la 3806 U/L
(IQR 1809 — 8165) va giam nhanh han ALT tUr sau
ngay 7 va hoi phuc hoan toan sau 2 tuan khdi bénh.
C6 khac biét y nghia giifa hai nhém véi p <0,01 trong
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nhiéu khia canh quan trong nhu loc mau, ho trg ho
hap, phong chéng hon mé gan. T&r vong trong nghién
ctfu la 10 BN & nhdm khong st dung NAC, va 2 BN &
nhém st dung NAC, tat ca cac BN nay déu cd bénh
nao gan kém INR >1,5. K&t luan: NAC nén dugc xem
la bién phap diéu tri quan trong cho BN SXH-D nang
ngudi 16n ton thugng gan nang c6 chi dinh st dung
NAC theo hudng dan clia BO Y t&, déc biét nhufng BN
c6 kém biéu hién séc do thoat huyet tuong, vang da
va xuat huyet Tu khda: s6t xuét huyét dengue, ton
thuong gan nang.

SUMMARY
SEVERE DENGUE HEMORRHAGIC FEVER
WITH SEVERE LIVER INJURY: CLINICAL,
LABORATORY FINDINGS AND TREATMENT

WITH N-ACETYLCYSTEINE

Objectives: To describe the clinical and
paraclinical progression and treatment outcomes of
adult patients with severe dengue hemorrhagic fever
(DHF) and severe liver damage with and without N-
acetylcysteine (NAC) treatment. Methods: A
descriptive case series study was conducted on
patients aged 16 and older diagnosed with severe liver
injury caused by severe DHF, who were hospitalized at
the Hospital for Tropical Diseases from August 2022 to
March 2024. Results: 178 adult patients with severe
DHF and severe liver injury were included. Of the 43
patients indicated for NAC, 24 were treated with NAC
and 19 were not. Patients treated with NAC had a
median age of 39 years (IQR: 31 — 47), compared to a
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median age of 31.5 years (IQR: 23 - 40) in the
untreated group. The rate of jaundice was 70.8% in
the NAC group compared to 14.3% in the untreated
group. Bleeding and hepatomegaly in the NAC group
were 62.5% and 62.5%, respectively, p < 0.01
difference compared to the untreated group. The
median AST in the NAC group at study entry was 3806
U/L (IQR 1809 — 8165) and decreased more rapidly
than ALT after day 7 and recovered completely after 2
weeks of illness onset. There was a significant
difference between the two groups with p < 0.01 in
many important aspects such as blood filtration,
respiratory support, and prevention of hepatic coma.
The mortality rate in the study was 10 patients in the
untreated NAC group and 2 patients in the NAC group,
all of whom had hepatic encephalopathy and INR >1.5.
Conclusions: NAC should be considered an important
treatment option for adult patients with severe DHF and
severe liver damage according to the Ministry of
Health’s guidelines, especially for those with
accompanying symptoms, such as plasma leakage
shock, jaundice, and hemorrhage. Keywords: Dengue
hemorrhagic fever, severe liver injury.

I. DAT VAN DE

Sot xuat huyét dengue (SXH-D) la bénh
truyén nhiém cap tinh gay dich do vi rat dengue
truyén tir ngusi bénh sang ngudi lanh qua trung
gian Aedes aegypti d6t. Tai Viét Nam, theo
thong ké cua BO Y té€ tir dau nam dén ngay
12/10/2022, ghi nhan 247.202 ca mdc vdi hon
100 ca tr vong. So vdi cung ky nam 2021, s6 ca
mac tang 4,7 lan, s6 tir vong ting 80 truGng
hgp.! Suy gan cap c¢é xu hudng xay ra thudng
han trong héi chiing s6c dengue so vdi nhiém
dengue khong bién chiing, ty 1€ t& vong cla suy
gan cap la 50%.”

N-acetylcysteine (NAC) lam giam glutathione
va truc tiép loai bo cac géc tu do trong cd thé,
lam giam qua trinh oxy hda,® giam stress oxy
hoa, khang vi rat truc ti€p va tang luu lugng
mau dén gan. Mac du, NAC co Igi ich trong ngd
doc acetaminophen, nhung dén hién tai Viét
Nam van chua c6 bdo cao vé viéc dung NAC
trong SXH-D ndng cd tdn thuong gan nidng.

Do dé nham xac dinh hiéu qua cua NAC trén
BN SXH-D ngudi I6n cé ton thuong gan nang tai
Bénh vién Bénh Nhiét dé&i, ching t6i ti€n hanh
nghién clru (NC) nham muc tiéu:

- M6 ta dc diém Iam sang, can 1dm sang & BN
ngudi I6n mac SXH-D ndng c6 t6n thuong gan.

- MO ta dién tién ldam sang, can lam sang,
két cuc diéu tri ctia nhitng BN SXH-D ngudi 16n
c6 tén thuong gan ndng dudgc diéu tri va khdng
diéu tri N-acetylcysteine.

1. DO TUONG VA PHU'ONG PHAP NGHIEN cCU'U

2.1. Thiét ké nghién ciru: M6 ta hang loat
ca, hoi clru va tién clru.

2.2. Poi tugng nghién ciru

Tiéu chudn nhén vao: BN c6 du tiéu chudn

- Bénh nhén =16 tudi.

- SXH-D ndng, tén thuong gan ndng theo
phac d6 B0 Y t€ nam 2019 véi AST va hodc ALT
>1000U/L.?

- Bénh nhan dong y tham gia NC & nhitng
BN ti€n c(ru.

Tiéu chuan loai tru:

- BN dong mac cac bénh: s6t rét, sét mo,
xut huyét giam tiéu ciu; ung thu gan, suy gan
da tirng dudc chan doan hay diéu tri trude do.

2.3. Dia diém va thdi gian nghién ciru_

- Dia diém: Khoa HSCCCP ngugi I6n, Nhiém
A, Nhiém B, Nhiem C, Nhiém D, Noi A, No6i B.

- Thai gian thuc hién: hdi cdu tor 1/8/2022
dén 31/12/2023 va tién ctu tur 1/1/2024 dén
1/3/2024.

2.4. C6 mau nghién cru. Lay tat ca cac ca
thoa tiéu chudn chon bénh va khéng thudc tiéu
chuan loai tru.

2.5. Bién sd. Suy gan cip c6 tdn thuong
gan ndng va gom mot trong cac tinh huéng sau:
c6 bénh canh ndo gan va INR > 1,5 va/hodc
MELD score > 15.

Liéu NAC 100 mg/kg/24 gid, pha trong 1000ml
Glucose 5% hodac NaCl 0,9%, str dung 3 - 5 ngay.

2.6. Thu thap va xir ly soé liéu - dao dirc
trong nghién cru. So liéu dugc ma hda, nhap
bdng phan mém Microsoft Excel 365. X ly va
phan tich bdng phan mém IBM SPSS 26. NC
dugc phép clia HPDD trong NC y sinh hoc BH Y
Dugc TP. HCM s6 1314.

Il. KET QUA NGHIEN cUU

Ching t6i ghi nhan 178 BN: hoi ciru 169
(95%) va tién cltu l1a 9 (5%). VGi 43 BN cé chi
dinh st dung NAC chiém 24,2%, 135 BN khong
6 chi dinh sir dung NAC chiém 76,8%. Trong 43
BN co6 chi dinh NAC, cé 24 dugc diéu tri (56%)
va 19 khong dugc diéu tri (44%).

3.1. Dac diém chung cua dan sé nghién
clru. Tudi trung vi ctia dan s& NC la 32 (IQR: 24
— 41), nhém tir 31 dén 60 tudi chiém 53,4%. Ty
s6 ni:nam la 1,7:1. 49,9% BN cu trd tai
TP.HCM. BMI trung vi 23,1 kg/m? (IQR: 20,3 —
25,8). Dai thao dudng type 2: 17 (9,6%). Tang
huyét ap: 14 (7,9%). Ngay bénh vao NC: trung
vingay 5 (5 - 7).

3.2. Dic diém 1am sang, can lam sang
cua dan s nghién ciru. Chiém ty Ié cao nhat
la dau lién tuc viung gan 36,5%, ti€p theo la vat
va, kich thich chiém 30,9%.

Gan to >2cm dudi b sudn 64 trudng hgp
(36%), 54 trudng hap (30,3%) c6 chan doan sdc
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va/hodc dang diéu tri chong sOc thoat huyét
tugng, 37 trudng hgp (20,8%) c6 xuat huyét da
niém, chi cé 21 trudng hgp (11,8%) cé vang da.

Bang 1: C3n Idm sang tai thoi diém
nhdp vién

(n=154) (11,1-29) (24-54,7)
Bilirubin TT 119 23

(umol/L) 11 23 <0.012

(n=142) (7-22) (14-58) !

* a: Phép kiém Mann Whitney U;

Pac diém (n) [Trung vi[T phan vi (IQR) . Db:Phép kiém Chi square;
Cong thi'c mau (178) 3.5. Dien tien Ial!n sang va can Iam sang
e BachcAu (K/uL) | 6,5 4-10,2 Bang 4: Ddc diém I{zlp saf:j.qir g
o Hct (%) 43 38,547 < . s| Khong ung
« Tiéu cau (K/uL) |20 2 -41 Bic(do}f)“" (1':::7';") NAC | NAC | p*
AST (U/L) (178) | 1884,5 | 1273,5 - 3432,8 (n=154)| (n=24)
ALT (U/L) (178) 852 606 — 1408,3 Vang da (39 (21,9)(22 (14,3) |17 (70,8)<0,01"
INR (178) 13 11-1,7 Xuat huyé&t| 48 (27) |33 (21,4)|15 (62,5)/<0,01P
Bilirubin.TP 515 19 -333 Da |18 (10,1)] 11 (7,1) |7 (29,2) | 0,01°
(umol/L) (154) ' : Tiéu hod |21 (11,8)] 17 (11) |4 (16,7) | 0,36°
ili i b
(pl;:lcl)ll';lll-a)ln(.ﬂz) 13,5 72— 25,5 Bg:: 't‘go 59 (33,1)|44 (28,6)|15 (62,5)| 0,01 b
Albumin(g/L) (65) 25,0 55 =33 “gan - |22(12:4)] 9(58) |13 (54,2)<0,01
NHs (pg/dL) (24) | 108,0 45 - 163,5 * a: Phép kiém Mann Whitney U; b: Phép kiém
3.3. Chi dinh str dung N-acetylcysteine Chi square;
Bang 2: Cac truong hop co chi dinh NAC
(n=43)
Chi dinh,, .. .| Bénh | Bénh nao .
NAC| . e/ N30 gan \gan kém INR| 3 ‘
N >15 kem INR=1,5 + MELD 20 . ‘
Thuc té = 21,5 | score =15 ol I ]
NAC (n=24) | 8 8 8 ' A I H l -
Khéng NAC | 5 8 LY e b, .,
(n=19) ! : ‘ an\‘r‘bOnh(nBlY) N ! ’ N :
3.4. Pic diém 2 nhém cé va khong sur a
dung NAC sty B s e
Bang 3: Pdc diém ldm sang, cén ldm
sang cua 2 nhom
Khéng NAC| S« dung g
. n NACn g -
Pacdiém | Trungvi- | Trungvi-| p* l a-- - |
T& phan vi | T& phan vi I- Iu 4 l ‘ H
. dQR) | (QR) L8 L LA ER AT IYOvee
Tudi (nam):|__ 31,5 39 R R R B R TR T
Trung Vi(IQR)| (23-40) | (31,25-47) |0,014° e
Nir (6%:,),4) (719?2) 0,08P Biéu dé 1. a: Dién tién A.f T cua BN theo
i R 45 11 ngady bénh (n=178), b: Dién tién AST cua 2
Beo phi 29.2) @5,8) [ 01°| nhom sirdung NAC (n=24) vé nhém khéng
AST (U/L) 154 24 s’ dung NAC (n=154) theo ngay bénh
(n=178)
1755,5 3806 <0.012
(1233-2947,8)|(1809-8165) <" ) |
ALT (U/L s
¢ n=(178)) 154 24 : ‘
838 1200 0.06° ‘
(606-1304,8) | (581-2928) | " + | ~ :
INR (n=160)] 136 24 | + ‘ NEN
1,2(1,1-1,5) | 2(1,5-3) |<0,01° ‘ — —
Bilirubin TP 130 24 Noay binh (ngay)
(umol/L) 19,5 31,5 |<0,017 a
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Bl I»c 5 g 9 NAC
Ose AL

I
'MMJ *1 TR

T8 8 10 11 12 13 14
Ngiy bénh (ngiy)

b
Biéu dé 2. a: Dién tién ALT cua BN theo
ngady bénh (n=178), b: Dién tién ALT cua 2
nhom su’ dung NAC (n=24) va nhom khéng
s’ dung NAC (n=154) theo ngdy bénh
3.6. Piéu tri
Bang 5: Phuong phap diéu tri

Khong str| Co sur
Phuong phap |dung NAC/dung NAC
diéu tri (n=154) | (n=24) | P
n (%) n (%)
Loc mdu (n=17) | 10(59) | 7 (41) |<0,01
Thay huyét tuang
(neg) 6(75 | 2(25) (0,329
Thé may (n=23) 13 (56) 10 (44) [<0,01
Chbng hon mé gan
(n=16) 6(37) | 10(63) |<0,01
Truyén hong cau
i4ng (ne36) 21 (58) | 15(42) |<0,01
Truyén tiéu cau
(n=41) 23 (56) | 18 (44) |<0,01
Truyén HTTDBL
(n=33) 17 (51,6) | 16 (48,4) |<0,01

7 BN loc mau sir dung NAC c6 2 BN t(r vong,
5 BN hoi phuc. 10 BN loc mau khong dugc st
dung NAC, cé 6 BN tir vong va 4 BN hdi phuc.

3.7. Két cuc diéu tri

Bang 6: Két cuc diéu tri

T« vong

Nhém BN Song n (%) n (%)
Kho 5 chi dinh NAC
ong %g:1l35§n 135 (100%) | 0 (0%)
Co chi dinh nhung khong
st dung NAC (ne19) | 9 (47%) |10 (53%)
Co chi dinh va dugc st
dung NAC (n=24) 22 (92%) | 2 (8%)

IV. BAN LUAN

TuGi trung vi clia dan s& NC Ia 32 tudi, bénh
SXH-D ngay cang xay ra & ngudi Idn véi s6 tudi
gia tdng. 53,4% & nhém tir 31- 60 tudi, thadp hon
NC cla Dissanayake thuc hién trén 30 BN SXH-D
ton thuong gan ndng diéu tri NAC tai Thai Lan
ndm 2017, nhém tudi tor 41- 60 tuGi chiém
66%.°> Thira can- béo phi la yéu t6 lién quan do

nang ctia bénh. BMI trung vi 23,1 kg/m? cao hon
so vGi NC cua Nguyén Phudng Hai 21,7 kg/m?.?
Ty 1€ BN cé bénh nén terng dong vd| NC cla
Nguyén Thi Kim Ngan? vdi cac bénh ly man tinh
nhu tang huyét ap, dai thao dudng type 2.

Pau bung lién tuc vung gan la 36,5% chiém
ty 1é cao nhat, g|ong vdi NC clia BK Gupta tai An
Do trén 501 BN mac SXH-D 32,93%.5 Gan to
36% co tan s cao nhat, phlu hgp vdi triéu chirng
cd nang la dau bung lién tuc vtmg gan.

Tri s6 AST ca BN cao hon han ALT, AST co
trung vi la 1884 U/L, gan nhu gap doi muc trung
vi 25 [an ULN trong NC CLru cla Nguyen Phuong
Hai ¢ nhdm SXH-D ndng,® c6 thé ly giai do c3
mau NC clia tac gia N.P Hai cé it SXH-D nang la
13/87 BN.

Cac chirc nang khac cta gan, INR tang nhe
khoang 1,3. Piéu nay c6 thé do yéu t& VII — mét
thanh phan quan trong cla con dudng déng
mau ngoai sinh — ¢ thdi gian ban hay rat ngdn
(4-6 gid). Bilirubin binh terdng, cho thdy trong
ton thuong gan glal doan sém, gan de bi anh
hudng dén chirc ndng téng hdp cac yéu t6 déng
mau dudng ngoai sinh han la qué trinh chuyén
hoa bilirubin.

24 BN c6 NH3 mau tang, trung vi 108 ug/dL,
thé hién chilic ndng giai doc cta gan. Trong NC
nay, chi dinh NH3 & BN c6 triéu chlfng vat va,
kich thich hodc nghi ngé bénh ndo gan do suy
gan cap.

19 BN c6 dugc chi dinh NAC nhung khong
dugc sir dung. Mot s6 BN cd tinh trang nguy
kich, bac si diéu tri uu tién chon Iua bién phap
khac nhu thay huyét tuong hodc loc mau du
rang BN ciling cé chi dinh sir dung NAC. Con BN
ton thuong gan ndng nhung khéng cé bénh ndo
gan, khéng xuat huyét va vang da nén chua cé
chi dinh st dung NAC, ciing nhu hién chua cé
khuyén cdo manh mé vé hiéu qua NAC trong cac
trudng hdp nay.

Tudi 16n hon cb thé cd ton thuong gan ndng
hon trong SXH-D ndng, can dugc diéu tri bang
NAC Vi trung vi 1a 31,5 tudi & nhém khdng st
dung NAC va 39 tudi & nhdm st dung NAC. Khi so
sanh AST va ALT gilta hai nhom diéu tri NAC va
khong diéu tri NAC, p <0,01. Trung vi AST cua
nhom diéu tri NAC la 3806 U/L va trung vi ALT
1755,55 U/L. Diéu nay chi ra nhdm diéu tri NAC
c6 mirc do hoai tr t€ bao gan nghiém trong hon
han so vdi nhdm khéng diéu tri NAC. Trung vi nay
cao han so véi NC tai Thai Lan, lan lugt la 1125
va 752 U/L. Su khac biét cé y nghia thdng ké gilta
hai nhém vé chlc ning gan, bao gém téng hop
(INR, TQ) va kha ndng chuyén hoa (bilirubin).
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Nhém st dung NAC c6 vang da 70,8% so Vdi
14,3% & nhom khong st dung (p <0,01). Vang
da khéng phai la tiéu chuén clia suy gan cap,
nhung lién quan dén tdng hop va bai tiét mat
cla gan, nén ciing dugc xem nhu chi diém tén
thuong gan nang. Ty |é xuat huyét 62,5% &
nhém cd st dung so vdi 21,4% & nhdom khong
st dung NAC (p <0,01), xuadt huyét da chiém
29,2% so véi 7,1% (p = 0,01). Gan to 62,5% &
nhom sir dung NAC so véGi 28,6% & nhom khong
stif dung NAC (p = 0,01). Diéu nay cung c6 gia
thuyét NAC can dugc ap dung cho BN cd viém
gan. Pac biét, & nhitng BN c6 bénh ndo gan -
mot biéu hién clia suy gan cdp — xuét hién &
54,2% BN s dung NAC, nhung ty |&é nay chi la
5,8% G nhém khong st dung NAC, véi p <0,01.
Ngoai biéu hién gan to, dau trén Idm sang, bénh
canh ndo gan mdi xuat hién & nhitng BN SXH-D
nang la dau hiéu lam sang chi dinh ngudi bénh
can dugdc st dung NAC hoac can bién phap can
thiép tich cuc hon.

Nhom st dung NAC giam nhanh AST sau
ngay 7 va hoi phuc hoan toan sau 2 tuan khdi
bénh, phan anh hiéu qua tich cuc cla NAC trong
viéc thic day hoi phuc chiic ning gan & nhiing
BN bi t&n thuong ndng, mdc du muc tdn thuang
ban dau nghiém trong han. Trong khi, mdc ALT &
nhom s dung NAC bat dau giam nhanh chdng
sau ngay 7 va dén ngay 10, ALT & ca hai nhém
giam dang ké va gan nhu khdng con su' khac biét.

Khi so sanh véi Dissanayake,” ca hai NC déu
sir dung NAC trong tén thuong gan ndng. Biéu
do b cua AST va ALT, nhém s dung NAC cd
nong d6 cao han so vGi nhom khong sir dung,
ddc biét trong giai doan nguy hiém (ngay 3-7).
Tuy dien ti€n AST va ALT cua Dissanayake theo
ngay bat dau diéu tri NAC, con chlng téi theo
ngay bénh cla SXH-D. Cach ti€p can cua
Dissanyake cé uu thé trong viéc theo ddi hiéu
qua truc ti€p cua NAC & BN nguy kich, dac biét
trong bGi canh diéu tri cdp clu. Vdéi ching t6i,
cach ti€p can cling c6 nhiéu uu thé, thdy dugc
toan canh dien tién cia bénh theo tirng ngay
bénh, tir khi bit dau sdt dén Iic bénh tién trién
va hoi phuc. biéu nay khong chi cho thdy tac
dong cta NAC ma con mé ta qua trinh dién tién
tu nhién cta bénh. Biéu d6 theo ngay bénh ¢
thé 4p dung cho tat ca cac BN, tir bénh nhe dén
nang, bat k& thdi diém bat dau diéu tri NAC.

Su dung NAC gdp phan cai thién diéu tri cho
BN can cac bién phap hd trg tich cuc nhu thé
may hoac loc mau; hén mé gan; truyén mau va
cac ché& pham méu, gitp BN phuc hoi lam sang
va can lam sang dang k&, cho thdy kha ndng bao
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vé gan va cac chirc ndng khac ma NAC mang lai.

O nhém khong c6 chi dinh NAC, tdt ca cac
BN déu hdi phuc vé mat Idm sang va xét nghiém.
Trong nhém BN cd chi dinh NAC nhung khong
dugc sir dung cd 10 BN tIr vong chiém 53%.
Nhém BN co chi dinh NAC va dugc sir dung NAC
¢ 2 BN (8%) tir vong. Biéu dang luu y, tat ca BN
tir vong déu cé bénh nao gan kém INR >1,5.
Diéu nay cho thdy NAC cd thé |a bién phap diéu
tri nGi khoa can phai thuc hién thay vi bi bo qua
dé chon Iua nhitng phuang phap xam 1&n nhu loc
mau hodc thay huyét tuong, vdi chi phi ton kém
va nguy cd can thiép tha thuat xam lan.

V. KET LUAN

T vong trong NC la 10 BN & nhdm khong st
dung NAC, va 2 BN & nhém st dung NAC, tat ca
cac BN nay déu cé bénh n3o gan keém INR >1,5.
NAC nén dugc xem la bién phap diéu tri quan
trong cho BN SXH-D ¢6 t6n thuong gan ndng, ddc
biét & nhdm BN co6 AST va ALT tang cao (AST
>3800 U/L, ALT >1200U/L), c6 suy gan cdp va
kém sOc thoat huyét tuong, vang da, xuat huyét.
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