~ CACYEUTOTIEN LUGNG BENH
SOT XUAT HUYET DENGUE DUA VAO CAC BIOMARKERS

Ping Thi Thiy', Bui Vii Huy?, Ngé Tri Tuin?.

Muc dich: tim hiéu mét s6 dau 4n sinh hoc (biomarkers) c¢6 gia tri tién lugng bénh sot xuat huyét
Dengue (SXHD) tién trién ning. Phurong phdp: nghién ciru cit ngang, da trung tim, trong vu
dich nam 2017, gdbm 200 bénh nhan SXHD > 18 tudi. Céc chi s nghién ciru gém cac chi s6
huyét hoc, sinh héa va interlekin. Két qua: két qua phan tich don bién cho thay cac chi sb c6 gia
tri tién lugng, trong 3 ngay dau ctia sot gdm hematocrit > 40%, tiéu cau < 100.000/mm? va APTT
> 40s. Tur ngdy thir 4 - 6 cua sét 13 hematocrit > 40%, tiéu cau < 50.000/mm?, cac chi sé PTs va
APTT(s) tang trén ngudng, albumin < 35g/L, AST/ALT > 400U/L, bilirubin TP > 17mmol/L;
creatinin > 120pmol/L. Két qua phan tich da bién cho thiy cac biomarker cé gia tri tién lugng
bénh SXHD ning, trong 3 ngay dau 1a tiéu cau < 100 x 103%mm? (OR = 4,69; 95% CI 1,93 -
11,39), APTT > 40s (OR = 11,39; 95% CI 5,14 - 25,22), APTTr > 1,2s (OR =4,1;95% CI 1,35
- 12,45). Tir ngay 4 - 6 1a Albumin < 35g/1 (OR = 27.4; 95% CI 8,3 - 89,8), bilirubin TP >
17mmol/L (OR = 36,04; 95% CI 2,7 - 480,9). Cac chi s6 interleukin (IL6, IL10, TFNa) khong
c6 gia tri tién lwong trén thuc hanh 1am sang. Két ludn: trong quan 1y bénh nhan SXHD, ngoai
viéc phan loai bénh SXHD theo 3 thé 1am sang, can sir dung cac biomarker dé tién lugng bénh

SXHD c¢6 nguy co tién trién ning.

Tir khoa: Biomarker, dengue nang, tién luong dengue.

PAT VAN DPE

Bénh SXHD dudgc T6 chirc Y t& thé gidi (WHO) ghi nhén
la mdt trong nhitng bénh méi ndi, mét tinh trang y t& cong
cdng qudc t& khan cap, quan hé dén an ninh y téll, Trén
lam sang, bénh SXHD Iudn cd dién biéh bat thudng, khd
tién lugng, vi vay WHO va BO Y t€ Viét Nam da khuyén céo
mot s6 dau hiéu canh bao 1dm sang dé phat hién kip thdi
cac bién ching*?, Tuy nhién, cac dau hiéu canh bao
thudng xay ra gan thai diém tién trién SXHD ndng va van
mang tinh nhan dinh cht quan clia nguGi thay thudc, nén
¢6 nhiing han ché trén thuc hanh lam sang.

Trong nhitng ndm gan day, nhiéu nghién ctiu da dé
xudt tim hiéu gid tri clia cac biomarkers nhu Interleukine
(IL), cac chi s& hda sinh, huyét hoc...2451 @€ tién lugng
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SXHD nang.Tuy nhién cho dén nay gia tri clia cac bio-
marker chua cé su’ thdng nhét, cling nhu’ diém ngudng
clia cac chi s6 dugc dé xuat rat khac nhau.

P& hd trd trong thuc hanh 1dm sang ching toi tién
hanh nghién clru: “Cac yéu to tién lugng bénh sot xuat
huyét dengue dua vao cac biomarkers”.

DEé tai nay thudc dé tai cap Nha nudc “Nghién clru
déc diém dich t& hoc 1am sang, gia tri clia cc ddu &n sinh
hoc (biomarkers) trong tién lugng bénh st xuat huyét
Dengue”.

Pai tugng va phuang phap nghién ciru
Déi tuong nghién ciru: 1a nhitng bénh nhan > 18 tudi,
dudc chan doén xac dinh SXHD.

- Tiéu chuén chon vao nghién ciru: bénh nhan
SXHD c6 két qua xét nghiém PCR DENV dugng tinh.

- Tiéu chudn loai tru: bénh nhan dang mic cac
bénh cdp tinh khac, hodc méc cac bénh ¢ anh hudng tdi
céc chi s8 nghién cltu (cac bénh vé& méu, bi nhiém HIV) va
bénh nhan khdéng dong y tham gia nghién ctu.
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Pia di€m va théi gian nghién ciru: nghién clu dugc
ti€n hanh tir 01/07/2017 dén 31/12/2017, tai Bénh vién
Bénh nhiét ddi Trung uang (phia Bac) va Bénh vién Bénh
nhiét ddi, thanh phd H6 Chi Minh (phia Nam).

Thiét ké& nghién clru: nghién cltu ct ngang, da trung
tam.

Céc budc tién hanh: tai 2 diém nghién c(iu, bénh nhan
nhdp vién trong 3 ngay dau cta bénh, dugc nghi ngd
SXHD va cd xét nghiém NS1(+) dudc chon vao nghién
ctru. Bénh nhan dugc theo doi, diéu tri tai bénh vién it
nhat 10 ngay dau clia bénh. Cac chi s6 nghién cltu dugc
danh gid tai hai thai diém (thdi diém 1: trong 3 ngay dau
va thdi diém 2: ngay 4 - 6 clia bénh).

Cac chi s6 nghién ciru

- Céc chi s6 huyét hoc: gom hematocrit, bach cau,
ti€u cau, PTs, APTT, fibrinogen.

- Cac chi s6 hoa sinh mau: gom ure, creatinin,
AST/ALT, albumin, bilirubil TP/TT).

- C4c chi s6 mién dich: gom IL6, IL10, TNFo, NS1.
Phan tich két qua: két thlc nghién clru ching toi chi
chon vao dé& phan tich nhitng bénh nhan dat cac tiéu
chuén sau:

- Phan loai lam sang: SXHD/SXHD canh bao/SXHD
néng (theo tiéu chuan cla Bd y t€ Viét Nam ndm 2019
[2]) dat ti 1€ 1/1/1 va

- C6 két qua xét nghiém PCR DENV(+).

DE phan tich két qua ching tdi chia bénh nhan nghién
clru thanh hai nhdm: SXHD khéng nang (gom: SXHD va
SXHD canh bao) va SXHD nang.

Xtr ly s0 liéu: dugc thuc hién trén phan mém SPSS 16.0.
Cac diém cut cta tling chi s& nghién ctu dugc phén tich
dé tim gid tri 6 y nghia tién Iugng. Phan tich hdi quy lo-
gistic dan bién va da bién dugc str dung trong nghién cltu.
Pao dirc nghién ciru: nghién clru dugc thong qua Hoi
dong dao dlc Bénh vién Bénh nhiét dgi Trung ucng.
KET QUA

Trong nghién cltu nay 200 bénh nhan SXHD dat cac
tiéu chudn nghién cltu d& dugc chon vao dé phan tich
gom: 70 bénh nhan SXHD, 64 bénh nhan SXHD canh bdo
va 66 bénh nhan SXHD nang.

Két qua phan tich don bién gia tri tién lugng cua
cac biomarkers

Gia tri tién luong cua cac biomarkers trong 3 ngay
dau cua bénh

Bang 1. Gia tri tién lugng cua cac chi s6 huyét hoc va sinh héa,

trong 3 ngay dau cua bénh

1 Céc chisb Sx:'g :22""(;3)"9 :x:gs"g,zg P OR
Cac chi s6 huyét hoc

1 | Hematocrit (/1) > 0,4 67 (50,0) 43 (65,2) 0,041 1,87
2 | Bach cau/mm? < 4000 62 (46,3) 31 (47,0) 0,92 0,97
3 | Tiéu cau (x 10%/mm?) < 100 23 (17,2) 27 (40,9) 0,000 3,34
4 | PTs(s)>13 53 (39,5) 17 (25,8) 0,054 0,53
5 | Fibrinogen (g/l) < 2 1(0,8) 2(3,0) 0,211 0,24
6 | APTT(s) =40 35 (26,1) 51 (77,3) 0,000 | 9,617
7 | APTTT>1.2 93 (69,4) 60 (90,9) 0,003 5,0
Cac chi s6 hoa sinh mau

1 | Ure(mmol/L) > 75 0 1(1,5) NA NA
2 | Creatinin (mmol/L) > 120 2(1,5) 16 (24,2) 0,000 1,01
3 | AST(UL) > 40 91 (67,9) 55 (83,3) 0,023 1,0
4 | AT (U/L) >40 73 (54,5) 52 (78,8) 0,001 1,0
5 | Albumin (g/L) < 35 4(3,0) 0 NA NA
6 | Bilirubin TP >17 1(0,8) 2(3,0) 0,24 41
7 | Bilirubin TT > 4,3 2 (1,5) 2(3,0) 0,47 2,06

Nhén xét: trong 3 ngay dau clia bénh cac chi s6 cd gia tri tién lugng la hematocrit >
40% (OR = 1,87; p = 0,041), s8 Iugng tiéu cau < 100.000/mm? (OR = 3,3; p = 0,000) va
chi s6 APTT(s) tang trén nguGng binh thuGng (OR = 9,6; p = 000). Cac chi s sinh hoa

khong co gia tri trong tién lugng SXHD nang.
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Hinh 1. Gia tri du bao cuta cac chi so IL6, IL10, TNFo. va NS1 trong 3 ngay dau ctia bénh

Nhén xét: mo6 hinh dudng cong ROC clia cacchisG IL  nang Vi dién tich dudgi dudng cong lan luat 1a 0,54 (CI

va NS1 trong 3 ngay dau cta bénh cho thdy cac chis6  95% : 0,47 - 0,61); 0,56 (CI 95%: 0,49 - 0,63); 0,49 (CI
IL6, IL10, TNFa va NS1 khong cd gid tri tién lugng SXHD 95%: 0,43 - 0,56); 0,56 (CI 95%: 0,50 - 0,63).

Gia tri tién lurgng cua cac biomarkers ngay 4 - 6 cia bénh

Bang 2. Gia tri tién lugng cta cac chi s6 huyét hoc va sinh héa ngay 4 - 6 cia bénh

T Cac chi s6 SXI:-IS :I;zng(;;f)ng :)iHls)sng):,g) P OR
Cac chi s6 huyét hoc

1 | Hematocrit (I/l) > 0,4 91 (67,9) 57 (86,4) 0,007 2,99
2 | Bach cau/mm? < 4000 99 (73,9) 40 (60,6) 0,057 1,83
3 | Tiéu cau (x 103¥mmd) < 50 56 (41,8) 44 (66,7) 0,001 2,78
4 | PTs(s)>13 30 (22,4) 31 (47,0) 0,000 3,07
5 | Fibrinogen (g/1) < 2 15 (11,2) 15 (22,7) 0,036 0,4
6 | APTT(s) =40 77 (57,5) 53 (80,3) 0,001 3,01
7 | APTTr> 1,2 127 (94,8) 63 (95,4) 0,83 1,15
Cac chi s6 hoa sinh mau

1 | Ure(mmol/L) > 7,5 1(0,75) 1(1,5) 0,61 2,0
2 | Creatinin (mmol/L) > 120 3(2,2) 8(12,1) 0,01 6,02
3 | AST (U/L) > 400 10 (7,5) 18 (27,3) 0,000 4,65
4 | ALT (U/L) > 400 5(3,7) 15(22,7) 0,000 7,58
5 | Albumin (g/L) < 35 15 (11,2) 42 (63,6) 0,000 13,88
6 | Bilirubin TP > 17 8(6,0) 19 (28,8) 0,000 6,3
7 | Bilirubin TT > 4,3 21 (15,7) 32 (48,5) 0,000 59
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Nhén xét: tif ngay 4 - 6 clia bénh, cac chi s cd gia tri
tién lugng la:

- Hematocrit > 40% (OR = 2,99; p = 0,007), s6 lugng
tiéu cau < 50.000/mm3 (OR = 2,78; p = 0,001), chi s&
PTs va APTT tdng trén nguBng vdi gid tri [an lugt a (OR
= 3,07; p = 0,000) va (OR = 3,01; p = 0,001).

- Creatinin > 120 pmol/L (OR = 6,02; p = 0,01), AST
> 400U/L (OR = 4,65; p = 0,00) va ALT > 400U/L (OR =
7,58; p = 0,00), albumin mau < 35¢g/L (OR = 13,88; p =
0,000), bilirubin TP > 17mmol/L (OR = 6,3; p = 0,000) va
bilirubin TT > 4,3mmol/L (OR =5,9; p = 0,000).
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Hinh 2. Gia tri tién lwgng cha cac chi so IL6, IL10,
TNFa ngay 4-6 ctia bénh
Nhén xét: tir ngay 4 dén ngay 6 cta bénh cac chi s6
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IL6, IL10 va TNFa khong cé gia tri trong tién lugng SXHD
nang vdi dién tich dudi dudng cong lan lugt la 0,57 (CI
95%: 0,50 - 0,64); 0,54 (CI 95%: 0,46 - 0,61); 0,50 (CI
95%: 0,43 - 0,57).

Két qua phan tich da bién gia tri tién lugng cua cac
biomarkers

Bang 3. Két qua phan tich da bién gia tri
tién lugng cua cac chi s6 huyét hoc va sinh héa
trong 3 ngay dau cua bénh

Bién déc 1ap SXHD nang va khong nang
'I-I' . .
(n =200) OR 95% CI
1. | Hematocrit > 0,4 I/l 0,79 0,369 - 1,71
2. | Ti€u ciu < 100 x 10°3/mm?®|  4,69** 1,93 - 11,39
3. | APTT > 40s 11,39%** 5,14 - 25,22
4, | APTTr > 1,2s 4,1* 1,35-12,45

*p < 0,05, ** p < 0,01, *** p < 0,001

Nhén xét: phan tich hoi quy logistic da bién trong 3
ngay dau cua bénh, cac chi s8 tiu cau < 100 x 103/mm3
(OR = 4,69, 95% CI 1,93 - 11,39), APTT > 40s (OR =
11,39; 95% CI 5,14 - 25,22), APTTr > 1,2s (OR = 4,1;
95% CI 1,35 - 12,45), la cac biomarkers doc lap cé gia tri

tién

lugng bénh.

Bang 4. Két qua phan tich da bién gia tri
tién lugng cua cac chi s6 huyét hoc va sinh héa
ngay 4 - 6 cua bénh

Bién doc 1ap SXHD néng va khong nang
T
(n = 200) OR 95% CI
1. | Hematocrit > 0,42 I/ 0,42 0,14-1,27
2. | Tiéu cau < 50.000/mm3 2,1 0,818-54
3. | Creatinin > 120mmol/L 8,7* 1,35-56,1
4. | Albumin < 35 g/I 27, 4*** 8,3-89,8
5. | AST > 400U/L 1,16 0,169 - 8,07
6. | ALT > 400U/L 438 0,52 -43,76
7. | Bilirubin TP > 17mmol/L 36,04** 2,7 -480,9
8. | Glucose mau > 6,4mmol/L 0,59%** 0,018 - 0,191

*p < 0,05, ** p < 0,01, *** p < 0,001
Nhén xét: tir ngay 4 - 6 cla bénh, cac biomarkers co
gia tri tién lugng la creatinin > 120mmol/L (OR = 8,7;
95% CI 1,35 - 56,1), albumin < 35g/I (OR = 27,4; 95%
CI 8,3 - 89,8), bilirubin TP > 17mmol/L (OR = 36,04; 95%
CI 2,7 - 480,9).
BAN LUAN
Trong nghién cfu nay, ngoai viéc dap (fng muc tiéu
nghién clfu clia d@ tai cAp Nha nudc (xac dinh déc diém
|am sang va xét nghiém ctia bénh SXHD trén toan b bénh



nhan nghién cltu), do han ché vé kinh phi chiing t6i chu
dong lam cac xét nghiém biomarker chi trén nhiing bénh
nhan cé két qua PCR DENV dugng tinh va theo ty €
SXHD/SXHD canh bao/SXHD nang = 1/1/1. Ching t6i du
kién co t6i thi€u 30 bénh nhan cho mdi phan loai [am
sang. Tuy nhién két thic nghién clru ching t6i da chon
dugc 70 bénh nhan SXHD, 64 bénh nhan SXHD canh bao
va 66 bénh nhan SXHD ndng. Han thé nita, dé tim gia tri
tién lugng cua cac chi s6 nghién cltu (diém cat hodc
ngudng), ching tdi dua theo khuyén cdo cua cac nghién
clru trude day.

Dua trén két qua phan tich hoi quy logistic dan bién
cac biomarkers cho thay: cac chi s6 cd gia tri tién lugng
la hematocrit > 40%, s6 lugng tiéu cau < 100.000/mm?3
(ngay 4 - 6 la < 50.000/mm3) va chi s0 APTT (s) > 40. Tuy
nhién chi s6 APTTr > 1,2 chi c6 gia tri trong 3 ngay dau,
con lai cac chi s6 PTs (tang trén ngudng), creatinin >
120pmol/L,AST > 400U/L va ALT > 400U/L, albumin mau
< 35g/L, bilirubin TP > 17mmol/L va bilirubin TT >
4,3mmol/L c6 gia tri tir ngay 4 - 6 clia bénh (Bang 1 va
bang 2).

Tim hiéu cac nghién c(iu trong nudc va trén thé gidi
chuing t6i ghi nhan: hematocrit 1a chi s6 tién lugng SXHD
nang dugdc cac nghién ctu dé xuat nén s dung. Cac
ngudng khac nhau cho chi s6 nay, nhu’ ngudng canh bao
clia hematocrit 1a 0,4 dé tién lugng s6c! va bién chiing
xuat huyét nang, hodc ngudng du bao nguy cc soc la
42%I71, tham chi la 0,501, Tac giad Surangrati® danh gia
trén 777 bénh nhan SXHD tai Thai lan cling dua ra nhan
dinh nhu cta ching toi, khi hematocrit tang > 0,4 nguy
€6 SXHD nang sé cao gap 2 lan (OR = 1,88).

V& chi s6 tiéu cau trong 3 ngay dau cla sot, két qua
xét nghiém cho thdy, trén ca 3 phan loai SXHD, SXHD
canh bao va SXHD ndng, déu bat dau cd tinh trang suy
giam. Tai nguBng 100.000/mm3 co su khac biét ro rét
gilta SXHD nang v&i SXHD/SXHD canh bao. Theo y kién
clia ching tdi, tai thdi diém nay, nhitng trudng hdp néng
s6 lugng ti€u cadu s& gidm nhanh xudng dudi
100.000/mm?. Vi vay tai thdi diém 3 ngay dau clia sét nén
&y diém c3t 1a 100.000/mm? (OR = 3,34; p < 0,000) s&
c6 gia tri du bdo bénh SXHD tién trién néng. T ngay th(?
4 - 6 cla s6t, s8 lugng ti€u cau tiép tuc suy giam & ca ba
phan loai 1&m sang. Tai diém cdt s ti€u cau dudi
50.000/mm? ¢ gia tri tién lugng SXHD nang (OR = 2,78;

p = 0,001). B3 c6 nhiéu nghién ctru dé xuat gia tri cla
tiu cu & cac ngudng khac nhau tir 50.000/mm33], dén
100.0006], WHO dé xuat chi s0 tiéu cau gidm dudi
100.000/mm3 ¢4 gia tri d€ chan doan(l, Tuy nhién theo y
kién clia ching t6i trong 3 ngay dau néu ti€u cau da giam
dudi 100.000/mm3 s& c6 nguy cd nang.

Dai vdi cac chi s6 dong mau, da co nhiéu nghién ctru
dé cap dén gia tri cla cac chi s6 APTT va PTs!8l, Ching
toi thong nhat véi cac két qua nghién cliu trudc day roi
loan ddng mau x4y ra rat phd bién trong bénh SXHD va
lam tang mirc d6 nang cua bénh.

Dbanh gia chirc ndng gan da cho thdy, trong 3 ngay
dau clia sot cac chi s6 nay khong cd y nghia tién lugng
bénh. Tuy nhién, tlr thdi diém ngay 4 - 6 két qua nghién
clru clia chung téi cho thdy cac chi s6 AST/ALT, bilirubin
TP/TT (bang 2) déu cd lién quan tGi téi tién trién SXHD
nang. Tinh trang tang enzym gan dugc ghi nhan & hau
hét bénh nhan SXHDI8], Cac nghién clru cling dé xuat
enzym gan vdi cac gia tri khac nhau, nhu' ALT > 300U/L),
ALT > 1,5 ngudng binh thuGng hay ALT > 200U/L", Biliru-
bin cling da dugc nhiéu nghién clru nhan xét la mot chi s6
lién quan vdi tién lugng nangt>19],

Tinh trang giam albumin mau da dugc nhiéu tai liéu
va nghién clru dé cap trong bénh SXHD nang!®l, Theo
WHO 2011 tinh trang gidm albumin huyét thanh giam
dang k€ > 0,5gm/dl so v6i ban dau hodc < 3,5gm% la
bang chiing bénh ndngl.

Hién nay, ton thucng than ning cang dudc dé cap
nhiéu trong bénh SXHDMY, Tuy nhién cac nghién clru
chua dua ra cac ngudng cu thé clia creatinine trong tién
lugng bénh. Dhanoa A. ciing ghi nhan & bénh nhan dong
nhiém DENV thu®ng cd nguy cd ndng hon va ¢ néng do
creatinin thuGng xuyén tang caot'!l,

Vai tro cla cac IL trong tién lugng SXHD dugc nhan
dinh rat khac nhau. Mot s6 nghién ctu nhan dinh cac
IL61', hay IL10 va TNF-ai, c6 vai tro trong tién lugng
SXHD. Tuy nhién van con nhidu y kién trdi ngugc. Noi
chung nghién cltu dua ra nhan xét c6 hién tugng tang
nong do clia cac cytokine trong SXHD va cé y nghia trong
sinh bénh hoc ctia nhiém DENV. Su thay d6i nong do cla
cc cytokine c6 lién quan vdi cac thai diém dién bién bénh.
Nhiéu cytokine lién quan véi dap (fng viém nén ciing tang
trong cac bénh nhiém vi khuan, vi it va cting khac nhau
trong nhiém DENV s nhiém va tai nhiém. Cudi cting, mdc
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dU cac cytokine cd vai tro trong bénh sinh SXHD, nhung
vai tro lam tang mirc do nang clia bénh chua dudc rd
rang, han nifa cac nghién ctiu cling danh gia do dugc
thuc hién khong ngau nhién nén céc két qua cling khong
nhat quan. Nhu vay, két qua nghién clfu cta ching téi
cho th&y khdng nén dung cac chi s IL6, IL10 va TNF-o d€
tién lugng bénh trén thuc hanh |am sang.

Tuy nhién két qua phan tich hoi quy logistic da bién
cho thay trong 3 ngay dau clia bénh cac chi s co gia tri
tién lugng doc 1ap 13 ti€u ciu giam < 100.000/mm3 (OR
= 4,69, 95% CI 1,93 - 11,39), APTT > 40s (OR = 11,39;
95% CI 5,14 - 25,22), APTTr > 1,2s (OR = 4,1; 95% CI
1,35 - 12,45) va tir ngay 4 - 6 la cac chi s6 albumin <
35g/l (OR = 27,4; 95% CI 8,3 - 89,8), bilirubin TP >
17mmol/L (OR = 36,04; 95% CI 2,7 - 480,9).

KET LUAN

Qua két qua nghién clru cac biomarkers cd gia tri tién
ltgng SXHD ndng, dua trén 200 bénh nhan gom 134 bénh
nhan SXHD/SXHD canh bao va 66 bénh nhan SXHD nang,
ching t6i dua ra két luan nhu sau

Két qua phan tich hdi quy logistic don bién: cac bio-
marker cé gia tri tién lugng bénh SXHD ti€n trién
nang

- Trong 3 ngay dau cla s6t la hematocrit> 40%, sO
luwgng tiéu cau < 100.000/mm?3 va APTT > 40s.

- Tir ngay thir 4 dén ngay thir 6
+ Hematocrit > 40%, s6 lugng tiéu cau < 50.000/mms,
cac chi s6 dong mau PT > 13s va APTT > 40s.

+ Creatinin > 120pmol/L, AST/ALT > 400U/L, biliru-
bin TP > 17mmol/L, bilirubinTT > 4,3mmol/L, albumin <
35g/L.

Két qua phan tich hdi quy logistic da bién: cac bio-
marker c6 gia tri du doan, tién lwrgng bénh SXHD
tién trién nang é ngu'di I6n

- Trong 3 ngay diu ti€u cau gidm nhanh <
100.000/mm3 (OR = 4,69, 95% CI 1,93 - 11,39), APTT >
40s (OR = 11,39; 95% CI 5,14 - 25,22), APTTr > 1,25 (OR
=4,1; 95% CI 1,35 - 12,45).

- Ngay 4 - 6: albumin < 35g/I (OR = 27,4; 95% CI
8,3 - 89,8), bilirubin TP > 17mmol/L (OR = 36,04; 95% CI
2,7 - 480,9).
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PREDICTIVE AND PROGNOSTIC FACTORS BASED
ON BIOMARKERS IN DENGUE HEMORRHAGIC FEVER PATIENT

Summary

Purpose: To study the predictive markers of Dengue
hemorrhagic fever progressing. Methods: A multicenter
cross - sectional study, consisting of 200 DHF patients >
18 years of age and during the epidemic in 2017. Hema-
tological, biochemical, coagulation and interlekin. Results:
univariate analysis showed that the prognostic parame-
ters in the first 3 days of fever included hematocrit >
40%, platelets < 100,000/mm3, APTT > 40s and APTTr >
1,2. From days 4 to 6 of the fever were hematocrit >
40%, platelets < 50,000/mm3, PTs and APTT (s) rose
above the threshold, albumin < 35g/L; AST/ALT >
400U/L, total bilirubin > 17umol/L; creatinine >
120pmol/L. The multivariate analysis results showed that

the markers had prognostic value for severe dengue dis-
ease, in the first 3 days were platelets <100 x 103/mm?
(OR = 4.69; 95% CI 1.93 - 11.39), APTT > 40s (OR =
11.39; 95% CI 5.14 - 25.22), APTTr > 1.2s (OR = 4.1;
95% CI 1.35 - 12.45). From 4 - 6 days, albumin < 35 g/I
(OR = 27.4; 95% CI 8.3 - 89.8), total bilirubin > 17umol/L
(OR = 36.04; 95% CI 2, 7 - 480,9). The indicators of in-
terleukin (IL6, IL10, TFNa) have no predictive and prog-
nostic values in clinical practice. Conclusions: In managing
dengue patients, in addition to classifying DHF in three
clinical forms, need to be used biomarkers to predict the
risk of developing severe dengue disease.

Key words: Biomarker, severe dengue, prognosis dengue.
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