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TOM TAT
Dit vin de: Tién dodn Sot xuyét huyét Dengue (SXHD) néng can thiét dé diéu tri kip thoi
lam gidm tir vong. Muc tiéu: xdc dinh cac chi sé xét nghiém cé y nghia trong tién dodn SXHD
nang. Péi twong va phwong phdp nghién cizu: Nghién citu doan hé tién citu cdc truong hop
SXHD nhdp vién tgi Bénh vién Nhi dong Can Tho tir 1/5/2018 dén thang 1/5/2020. Dung md hinh
hoi qui logistic da bién dé xdc dinh c&c chi s6 xét nghiém cé ¥ nghia tién dodn mike dé ndng va
diing dwong cong ROC dé danh gid gia tri tién dodn, tinh ¢ nhay va dé dac hiéu cua ting chi so
xét nghiém. Két qua: CO tat ca 230 ca SXHD duoc dua vio phdn tich gom 69 bénh nhan SXHD
ngng va 161 SXHD khong ngng. Cac chi s6 xét nghiém c6 gia tri tién dodn SXHD néng trong phan
tich da bién bao gom giam albumin huyét frirong, thoi gian APTT kéo dai, AST/ALT tang, giam tieu
cau va INR tang. Dién tich dudi dwong cong ROC cua cac chi 50 nay lan lirot 12 0,96; 0,94; 0,94;
0,88 va 0,76. Két lu@n: Nghién ciu nay goi y rang giam tieu cau, giam albumin mau , INR tang,
thoi gian APTT kéo dai va AST/ALT ting la cdc yéu té c¢é y nghia tién dodn SXHD ngng o tré em
Tir khoa: Sat xudt huyét Dengue ngng, SXHD khdng négng, chi sé xét nghiém

ABSTRACT

LABORATORY PREDICTORS OF SEVERE DENGUE AT CAN THO

CHILDREN’S HOSPITAL

Nguyen Ngoc Rang*, Lam Thi Hue
Can Tho University of Medicine and Pharmacy
Background: Prediction of severe dengue is essential for timely treatment to reduce
mortality. The purpose of this study was to determine laboratory predictors of severe dengue.
Materials and methods: A prospective cohort study of hospitalized dengue cases at Can Tho
Children's Hospital from May 1, 2018 to May 1, 2020. Using a multivariate logistic regression
model to determine laboratory indicators of significance to predict severe dengue and using ROC
curve to evaluate the predicted values and calculate the sensitivity and specificity of each
laboratory indicator. Results: A total of 230 dengue patients, 69 children with severe dengue and
161 non-severe dengue included in the analysis. Laboratory indicators had the predicted value of
severe dengue in multivariate analysis included decreased serum albumin, prolonged APTT time,
increased AST, increased ALT, thrombocytopenia and increased INR. The area under the ROC
curve of these indicators were 0.96; 0.94; 0.94;0.89; 0.88 and 0.84, respectively. Conclusion: Our
findings suggest that thrombocytopenia, hypoalbuminemia, prolonged APTT time, increased INR

and increased ALT/AST are significant predictors of severe dengue in children.

Keywords: Severe dengue; non-severe dengue; laboratory indicators.

I. PAT VAN PE

Sot xuat huyét Dengue (SXHD) la bénh truyén nhiém cap tinh do vi-rit Dengue
gay ra. Hién nay, SXHD tr¢ thanh mot van dé suc khoe cong ddng cua hon 125 nuéc trén
thé gigi, udc tinh mdi nam trén trén thé gidi c6 khoang 390 triéu ngudi nhidm vi-rat
Dengue vai khoang 96 triéu ngudi ¢6 biéu hién 1am sang [1]. Tai Viét Nam, tir nim 2007
dén nay, trung binh hang nam Viét Nam c6 90.844 truong hgp SXHD nhap vién, hon 50
ca tir vong moi nam [2].
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Bénh canh 1am sang cua SHXD rit da dang tir khong triéu ching dén giéng cam
cim hoic rat nang cd thé dan dén tir vong néu khdng phat hién va xt tri kip thoi. Dic
trung cua SXHD nang gom thoét huyét twong, tran dich da mang, suy ho hap, xuat huyét
nang va ton thuong da co quan [3].

Cac dau hiéu 1am sang nhu li bi, vat V4, 6i mira, gan to, dau bung hoac xuét huyét
tiéu hda gilp canh bao bénh canh néng tuy nhi€n kho dinh luong. Theo nhiéu nghién ctu
truge day trén ca ngudi 1on va tré em, cac chi sb xét nghiém dung dé tién luong muirc do
nang cua SXHD bao gém giam tiéu cau, ting dung tich hong cau (DTHC), kéo dai thoi
gian prothrombin (PT) va thoi gian thromboplastin ting phan hoat héa (APTT), giam
fibrinogen mau, giam albumin mau va ting men gan (AST, ALT) [4-7].

Muc dich cua nghién ctiu ndy nham md ta cac xét nghiém can l1am sang caa SXHD
thé nang va khdng ning, va xac dinh gia tri mot sé céc chi sé xét nghiém trong tién doan
muc do nang caa SXHD tai Bénh vién Nhi ¢ong Can Tho.

I1. POI TUQNG VA PHUONG PHAP

2.1 Péi twgng:

Gom tat ca cac trudng hop chan doan nghi ngd SXHD nhap vién tai Bénh vién Nhi
ddng Can Tho tir thang 5/2018 dén thang 5/2020. Pinh nghia 1am sang SXHD goém: sét
>38°C trong vong 7 ngay va co hai hay nhiéu hon cac dau hiéu va triéu chimg nhu nhtc
déau, dau nhtrc co khdp, phat ban, xuat huyet ha huyét ap, c6 dic mau va giam tiéu cau.

Chan doan xac dinh SXHD bang xét nghiém khang nguyén NSI duong tinh
hodc/va xét nghiém Elisa khang thé Dengue 1gM duong tinh.

2.2 Phwong phap

- Thiét ké nghién cau: xdc dinh gia tri ciia nghiém phéap chdn dodn

- C& mau dugc tinh theo cong thuc sau:

z:, Sens(1-Sens) ~ Z aySpec (1- Spec)
nt > /2 va N2z —=—
d*x Prev d"x(1- Prev)

Vi d6 nhay (Sens) 90%, do dac hiéu (Spec) 90%, sai so chuan d 1a 0,1, sai s6

0=0,05 5% (Z=1,96) Véi ti & (Prev) SXHD nang chiém khoang 20%, s di tuong tinh
duoc 1a 225 (n1=180; n2= 45)
-Céach tién hanh: Tt ca cac truong hop SXHD nhap vién déu ghi nhan cac dic diém vé
lam sang va nhan khau hoc. Céc xét nghiém duoc lam ngay cho cic truong hop SXHD
nang nhap vao khoa Hoi stc cip cau Nhi. Cac trudng hop SXHD khong ning, duoc lam
xét nghiém tir ngay thir 4 caa bénh. Néu xét nghiém duoc 1am nhiéu lan, chon cac chi sé
xét nghiém c6 gié tri cao nhat hogc thap nhat cho ting loai chi so.

- Phuong phép thu thap s6 lieu: Lap phiéu c6 san day du céc thdng tin can thu thap
vé dic diém nhan khau hoc (gidi, tudi, can nang, chiéu cao) va ghi nhan céc chi s xét
nghiém bao gom:

DTHC (Dung tich hong cau), sé luong tiéu cau, sé lugng bach ciu, AST, ALT,
albumin mau, APTT (Activated partial thromboplastin time) va INR (International
Normalized Ratio),

- Po luong va dinh nghia céc bién:

Xac dinh do nang caa SXHD theo bang phén loai cia WHO nam 2009. SXHD
nang gom tat ca cac trudng hop cd séc (46 3 hoidc d6 4 theo bang phan loai 1997), ¢6 biéu
hién tran dich mang bung, mang phdi trén siéu am hoic X quang, xuat huyét tiéu hda ning
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hodc cac truong hop cd ton thuong co quan. SXHD khong ning gdm cac truong hop
SXHD khéng sbc, ¢ hoic khdng cé dau hiéu canh béo.

Xir ly s6 liéu:

Bién phan loai duoc trinh bay bang sb lugng va ti & %; bién sé duoc trinh bay
bang trung binh va do léch chuan (DLC) néu c6 phan phéi chuan hogc trinh bay bang
trung vi va khoang tir phan vi (IQR) néu khdng c6 phan phéi chuan.

Dung duong cong ROC de so sanh gia tri tién doan cua cac bién cé ¥ nghia trong
mé hinh da bién. Dya vao chi s6 Youden, tim diém cit thich hop co do nhay, d6 dic hiéu
cao nhit cho céc chi sé xét nghiém tiéu cé‘lu, albumin, APTT, INR, ASTva ALT Su khéc
biét co ¥ nghia théng ké khi P <0,05. Str dung phan mém SPSS 22.0 dé xtr ly sb liéu.

Vén dé y duc: C6 sy ddng y cua than nhan bénh nhan va duoc duyét qua Hoi dong Y dirc
cua truong Pai hoc Y Duoc Can Tho.

I11. KET QUA
Tong cong c6 230 truong hop, 124 (54%) nam, 106 (46%) nir, tudi trung vi 1a 11

(IQR: 8-13) tudi. Co 136 (59,1%) trudng hop SXHD, 26 (11,3%) SXHD c6 dau hiéu canh

bdo va 69 (29,6%) truong hop la SXHD néng. Thoi gian dicu tri trung binh va do léch
chuan (PLC) 1a 6,3 +1,7 ngay. Khong c6 treong hop nao tir vong.
3.1. Pic diém nhan khau hoc va cac xét nghiém can 1am sang ciaa SXH Dengue:
3.1.1. Pic diém nhan khau hoc:

Bang 1. Dic diém nhan khau hoc gitra 2 nhém SXHD khdng niang va nang

SXHD khéng nang SXHD ning GiatriP

(n=161) (n=69)
Gidi (Nam/nix) 91/70 33/36 0,225
Tudi (nam) 9 (7-13) 11 (9-13) 0,188
Can nang (kg) 35 (22-45) 35 (27-43) 0,410
Chiéu cao (cm) 138 (121-148) 139 (125-149) 0,246
BMI % 18,3+5,5 189+49 0,432

Nhan xét: khéng co su khéc biét c6 ¥ nghia thong ké giita 2 nhom SXH nzng va
khong ning vé cac dic diém nhan khau hoc.

3.1.2. Céc chi sé xét nghiém giira 2 nhom SXHD khéng ning va niang:
Bang 2. So sénh céc chi s xét nghiém giira 2 nhom SXHD khong ning va ning

SXHD khong niang SXHD ning GiatriP
(n=161) (n=69)

Bach cau/mm® 4,0 (1,8-5,5) 5,1 (3,8-6,8) 0,001
DTHC % 40,4 (37,9-43,7) 45,2 (42,0-49,8) < 0,001
Tiéu cau/mm?® 100 (52-147) 25 (17- 27) < 0,001
APTT (gidy) 32,2 (30,2-36,1) 46,7 (41,1-71) < 0,001
PT (gidy) 11,4 (11.0-12,0) 13,3 (12,2-14,2) < 0,001
INR 1,06 (1,02-1,12) 1,22 (1,14-1,36) < 0,001
Fibrinogen (g/L) 2,6 (2,1-2,7) 1,3(1,0-1,8) <0,001
AST U/L 45,0 (37,6-62,2) 148,1 (105,1-272,0) < 0,001
ALT U/L 26,1 (19,2-31,8) 86,0 (46,7-144,0) < 0,001
Albumin (g/L) 39,1 (36,3-39,3) 30,3 (19,8-32,9) < 0,001
Protein (g/L) 74,5 (70,5-79,1) 60,7 (46,8-68,6) < 0,001
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Nhan xét: Cac chi s xét nghiém cn 1am sang déu khéc biét c6 ¥ nghia thng ké
gitra hai nhdom SXH Dengue nang va khéng nang (phép kiém Mann Whiney).
3.2. Xac dinh gi4 tri tién doan SXH Dengue ning cia cac chi sé xét nghiém

3.2.1 Gi4 tri diém cit, dd nhay, d dic hiéu ciaa cac chi sé xét nghiém

Chi s6 XN Piém cattdi wu | Diéntich ROC | Pénhay | Do dic P
(KTC 95%) % hiéu %

Albumin 35 g/L 0,96 (0,93-0,98) 94,2 93,2 <0,001
APTT 38 gidy 0,94 (0,90-0,97) 84,1 90,7 <0,001
Tiéu cau 50.000/mm? 0,88 (0,84-0,92) 92,8 76,4 <0,001
AST 80 U/L 0,94 (0,90-0,96) 70,7 92,6 <0,001
ALT 80 U/L 0,89 (0,84-0,93) 87,5 85,2 <0,001
INR 1,2 0,84 (0,77-0,91) 87,0 84,2 <0,001

Nhan xét: Cac chi sb co gia tri tir cao xudng thap theo AUC la albumin (96%),

APTT (94%), AST (94%), ALT (89%), ticu cau (88%) va INR (84%)

3.2.2 Biéu d6 dién tich dwéi dwdng cong ROC ciia cac chi so xét nghiém

dwong cong ROC
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IV. BAN LUAN

Nghién ctru trén 230 SXHD vai 69 truong hop SXHD nang, khong co truong hop
tar vong, Chung t6i nhan thiy ca 8 chi s6 (DTHC, Tiéu cau, APTT, PT, fibrinogen,
AST/ALT, albumin huyét trong) déu co ¥ nghia dy doan trong phén tich don bién, phu
hop véi phan tich tong hop cia Huy NT va CS [7], tuy nhién trong phan tich da bién, chi
con 6 chi so6 c6 gia tri du doan SXHD nang gdm tiéu cau giam (< 50.000/mm°), APTT
tang (>38), INR ting (> 1,2 ), albumin huyét twong giam (< 35 g/L) va men gan AST hoac
ALT tang ( >80 U/L). Su khéc biét nay cd thé do c& mau nho, hon nita chi nghién ciru trén
tré em dudi 15 tudi, con tac gia Huy NT va CS tong hop nghién cau trén ca nguoi lon va

tré em.
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Su thét thoat huyét twong trong SXHD c6 sdc lam c¢6 dic méu biéu hién bai DTHC
tang va albumin mau giam, tuy nhién trong nghién ctu caa ching tdi chi thay ha albumin
mau c6 ¥ nghia tot nhat dé du doan SXHD ning trén duong cong ROC, con DTHC > 45%
chua thy khéc biét trong phan tich da bién. Nghién ctu ndy cua ching t6i ciing tuong tu
két qua ghi nhan cua cac tac gia ¢ Bzazil nhan thay chi c6 ha albumin huyét twong c¢6 ¥
nghia, con DTHC thi khong c6 y nghia trong du doan SXHD nang. [6,8]

Thoi gian APTT, PT (hoic INR) kéo dai c6 gia tri dé tién doan SXHD ning trong
nghién cau nay, phu hop véi nghién ciru truge day cua chung toi [9]. Theo nghién cau
Wills va CS cac yéu té dong mau giam trong giai doan sém cua SXHD 1a do thét thoat
huyét hon 1a do kich hoat c&c yéu t6 dong mau [10]. Cac yéu té dong méu c6 phan tir nho
va tuong duong véi albumin thoat ra ngoai thanh mach lam APTT kéo dai va fibrinogen
mau giam.

Gan 1a co quan dé ton thuwong nhét trong SXHD. Mot phan tich tong hop caa Wang
va CS & SXHD ngudi I6n va tré em nhan thiy men gan AST ting 75-80% va ALT ting
trong 54% trong bénh SXHD [11] Pa s6 cac nghién ctru déu nhan thay men AST ting cao
hon men ALT, boi vi AST khong dic trung do ton thuong gan nhu ALT, ma con do ton
thuong co tim, co van va hong cau. [12]. O tré em bi SXHD tai Thai Lan, Kalayanarooj S
va CS nhan thay AST ting cao hon trong cac trudng hop SXHD d6 11 (theo bang phan loai
WHO 1997) so véi sét Dengue [13]. Tai Viét nam, Nguyen TL va CS ciing nhan thay
AST va ALT tang 97,7% va 37,3% trong bénh SXHD va cac bénh nhan SXH d6 IV (bang
phan loai WHO 1997) c6 AST cao hon SXH d¢ Il. Trong nghién ctru nay, chung t6i cling
nhan thay AST tang cao hon ALT va ca hai déu co  gia trl dé duy doan SXHD ning.

Tiéu cau giam dudi 50.000/ mm? ciing 13 yéu t6 tién doan SXHD ning trong nghién
ctru nay, phu hgp vaéi cac nghién ctru trude day cia Chuansumrit A [4] va Baiduri S [15].

V. KET LUAN

Giam tiéu cau, giam albumin méau , INR tang, thoi gian APTT kéo dai va AST/ALT ting
la c&c yéu to co y nghia tién doan SXHD nang ¢ tré em
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