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Nghién ciru moi lién quan giira kiéu gen virus voi dac
diém lam sang, can lam sang & bénh nhan sot xuat huyét
Dengue

Association between serotype and clinical, paraclinical characteristics in
patients with Dengue fever

Vit Viét Sang', Pham Vin Chung', 'Bénh vién Trung wong Qudn dgi 108,
Lé Nguyén Ha Anh>’, Trwong Nhat My', 2Bénh vién 198 - B6 Cong An,
Nguyén Thi Hiép' va Nguyén Trong Thé'* 3Pai hoe Y Ha Néi
Tém tat

Muc tiéu: Danh gia mai lién quan gidra kiéu gen virus Dengue va cac dac diém lam sang, can lam
sang & bénh nhan sét xuat huyét Dengue. Déi tuong va phuong phdp: Nghién clu dugc thuc hién tai
Bénh vién TUQD 108 ti thang 1 nam 2021 dén thang 12 nam 2024 trén 145 bénh nhan s6t xuat huyét
Dengue. Bénh nhan dugc phan thanh 4 nhém theo ki€u gen virus (DENV-1, DENV-2, DENV-3, DENV-4)
dua trén két qua PCR s dung bo kit thuong mai Sacace™ Dengue Real-TM Genotype V63 (CE-IVD).
Phuong phap nghién ctu la mé ta ct ngang va phan tich so sanh cac dac diém lam sang, can lam sang.
Két qua: Kiéu gen Dengue 2 (DENV-2) chiém ty |& cao nhat (60,7%) va lién quan dén muic do bénh nang
han, vai ty 1& bénh nhan c6 dau hiéu canh bao (76,3%) va bénh nang (84,2%) cao hon so véi DEN-1
(21,1% va 15,8%) c6 y nghia thdng ké (p=0,002). Kiéu gen DENV-4 dugc phat hién véi ty | 2,8% va khéng
phat hién kiéu gen DENV-3. C4c triéu chiing nhu s6t, dau dau khéng c6 su khac biét giira DEN-1 va DEN-
2. Tuy nhién, DEN-2 ¢ ty |& xuat huyét dudi da va tran dich cao hon (p=0,001). Bénh nhan DEN-2 c6 s6
lugng ti€u cau thap va hematocrit cao hon DEN-1 (p=0,04 va p=0,033). Két ludn: Kiéu gen DENV-2 lién
quan dén bénh nang han, véi cac triéu chiing xuat giam tiéu cau va tang hematocrit ré rét hon so vdi
ki€u gen DENV-1.

Turkhéa: S8t xudt huyét dengue, virus Dengue, ki€u gen.

Summary

Objective: This study aimed to investigate the association between serotypes and clinical,
paraclinical characteristics in patients with Dengue fever. Subject and method: The study was conducted
at the 108 Military Central Hospital from January 2021 to December 2024 on 145 patients with Dengue
fever. Patients were classified into 4 groups based on the serotype (DENV-1, DENV-2, DENV-3, DENV-4)
identified by PCR. A cross-sectional descriptive study design was used to compare clinical and
paraclinical features. Result: DEN-2 was the most prevalent (60.7%) and was associated with more severe

Ngay nhdn bai: 21/03/2025, ngay chdp nhdn dang: 08/05/2025
* Tac gia lién hé: Drthel08@gmail.com - Bénh vién Trung wong Qudn doi 108
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disease, with higher rates of warning signs (76.3%) and severe Dengue (84.2%) compared to DEN-1

(21.1% and 15.8%), which were statistically significant (p=0.002). Prevalence of fever and headache was

not significantly different between DEN-1 and DEN-2. However, DEN-2 had higher rates of petechial

hemorrhages and pleural effusion (p=0.001). Patients with DEN-2 had significantly lower platelet counts

and higher hematocrit levels compared to that of patients with DEN-1 (p=0.04 and p=0.033). Conclusion:

DENV-2 is associated with disease severity, with notable hemorrhagic symptoms and hematologic

changes compared to that of DENV-1.

Keywords: Dengue fever, dengue virus, serotype.

1. DAT VAN BE

Sot xuat huyét Dengue (SXHD) la bénh truyén
nhiém lay qua mudi véi khoang 390 triéu ca mac
mbi nam, trong do6 96 triéu ca cé bi€u hién ning .
Poéng Nam A, bao gém Viét Nam, la khu vuc chiu
anh hudng nidng né nhat .

Virus Dengue c6 bdn kiéu gen (DENV-1, DENV-2,
DENV-3, DENV-4), mbi kiéu gen c6 thé gdy ra cac
biéu hién 1am sang va tién lugng bénh khac nhau.
DENV-2 thudng lién quan dén cac trudng hgp nang
hon, nhu séc Dengue (DSS), trong khi DENV-1 va
DENV-3 thudng gay triéu ching nhe hon °. Tuy
nhién, sy khac biét nay thay d6i tuy theo thaoi gian,
vung dia ly va dac diém dan s6 >,

Tai Viét Nam, sot xuat huyét Dengue luu hanh
thudng xuyén va bung phat dich I6n *°. Hién chua
c6 nghién ctru day du so sanh chi tiét dac diém lam
sang, can lam sang gilia cac kiéu gen virus. Viéc hiéu
rd su khac biét nay rat quan trong trong chan doan,
diéu tri va du phong, dac biét trong boi canh bién
déi khi hau va cac bién chiing mdi lam tang nguy co
tai nhiém va bénh nang do hién tugng tang cudng
mién dich phu thudéc khang thé (Antibody-
dependent enhancement - ADE) *°.

Do d6, nghién ctru "Nghién cltu moi lién quan
gitia kiéu gen vi rat véi dac diém 1am sang va can
lam sang & bénh nhan sét xuat huyét Dengue" dugc
thuc hién nham lam ré cac dac diém dac trung cla
ting kiéu gen virus, hd trg nang cao hiéu qua diéu
tri va tién lugng bénh tai Viét Nam.
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1. DOI TUQONG VA PHUONG PHAP
2.1. Déi tuong

Téng s6 145 bénh nhan SXHD diéu tri tai Bénh
vién TUQD 108 tir thang 1 nam 2021 dén thang 12
nam 2024. Tiéu chuén lua chon: Theo tiéu chuan cua
T6 chuc Y té Thé gidi (2009) 7:

S6t cdp dién tu 2 - 7 ngay, kém theo c6 biéu
hién xudt huyét, xét nghiém ti€u cau giam,
hematocrit tang > 20% gia tri binh thudng, test
dengue NS1 (+) va/hoac IgM (+) va xét nghiém PCR
dinh kiéu gen dengue (+).

Tiéu chudn logi trcr: BN mac cac bénh tu mién (xuat
huyét gidm tiéu cau, thi€u mau tan huyét ty mién...),
bénh ly gan gay gidm tiéu cau, phu nit mang thai,
ngudi bénh suy giam mién dich (HIV, ung thu...).

2.2. Phuong phdp

Nghién clru mé ta cat ngang phan tich, két hgp
o0 sanh dac diém gilra cdc nhdm bénh nhan mic s6t
xuat huyét do tiing ki€u gen virus Dengue.

Céc nhém dugc chia thanh 4 nhém theo kiéu
gen virus (DENV-1, DENV-2, DENV-3, DENV-4). Xac
dinh dua vao kit PCR tai Bénh vién TUQD 108.

XU ly s6 lieu bang phan mém SPSS 16.0. Kiém
dinh Chi-square: So sanh ty |é cac triéu ching lam
sang gilfa cac nhom. Kiém dinh ANOVA hodc
Kruskal-Wallis: So sanh céac chi s6 can lam sang (s6
lugng tiéu cau, men gan, v.v.).
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2.3. Ki thuat sir dung trong nghién ciru

SD Bioline Dengue NST1 Ag (Catalog#: 11FK50).
SD Bioline Dengue IgM/IgG (Catalog#: 11FK20).

Quy trinh tham khao theo huéng dan

st dung ctia nha san xuat cung cap Phan tich két qua

Xét nghiém

C T
-Quy trinh thuc hién xét nghiém (tham
khdo huéng dan sir dung do nha san »
xudt cung cap): D:!:' Positive
SD Bioline Dengue NS1 Ag -Nhd 3 giot mau (khoadng 100 pl) huyét -
thanh/huyét tuong/mau vao vi tri co
hinh tron hodc c6 cht “S”". |:I:| .
-Dgi 15 - 20 phut. C T Invaiid
C T
-Quy trinh thuc hién xét nghiém (tham C T

khdo huéng dan st dung do nha san
Xudt cung cap): Dj:l Positive
-Nhé 10ul mau vao vi tri nhé bénh pham c T

c6 danh dau chit “s”.

-Nhé 4 giot chat pha loang vao 6 hinh
tron sau d6 dgi 15 - 20 phut. Cc T Invalid

SD Bioline Dengue IgM/IgG

-

4

Real-time PCR

Tach chiét RNA: S dung bd KIT QlAamp Viral RNA Mini KIT (Qiagen Cat#: 52906) theo huéng dan cua
nha san xuat.

Phan Ung real-time PCR: Ki thuat one-step Real-time reverse transcriptase PCR sé dugc st dung, st dung
bo kit thuong mai Sacace™ Dengue Real-TM Genotype V63 (CE-IVD) theo huéng dan clia nha san xuat.

Cac xét nghiém trén dugc thuc hién tai: Khoa Sinh hoc phan td-Vién NCKH Y-Dugc lam sang 108.
2.4. bao diic nghién citu
Nghién ctru dugc su chap thuan ctia Hoi dong dao diic Bénh vién TUQD 108.
Bénh nhan dugc giai thich ré rang va déng y tham gia bang van ban.
I1I. KET QUA
Bang 1. Pac diém chung déi tuong nghién ciru

Bién s6 nghién cuu S6 BN (n=145) Tylé %
. Nam 70 48,3
GiGi
N 75 51,7
Tudi trung binh Nam 49,04 + 18,56
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Bi€n sé nghién ciiu S8 BN (n=145) Tylé %
NG 49,85+ 17,95
S6t xuat huyét Dengue 88 60,7
Muc d6 ” ]
bénh S6t XH Dengue c6 DHCB 38 26,2
’ S6t XH Dengue nang 19 13,1
Tang huyét ap 33 22,8
Dai thao dudng 14 9,7
Viém loét da day 10 6,9
Bénh nén Khac 26 17,9
Khong cé bénh nén 82 56,6
1 53 36,6
2 88 60,7
Kiéu gen 3 0
4 2,8

Nhdn xét: Trong 145 bénh nhan c6 két qua PCR dinh ki€éu gen virus: khong c6 su khac biét vé tudi trung
binh gitta 2 nhém nam va nit. Bénh nén thudng gap nhat la tang huyét ap (22,8%). Kiéu gen DENV-2 chiém

ty |& cao nhat (60,7%), khéng phat hién DENV-3 trong nhém déi tugng nghién ctru.

Bang 2. Lién quan giiia ki€u gen virus va miic d6 bénh

Miic d6 bénh | S6t XH Dengue S6t XHD c6 DHCB | Sét XH Dengue nang
(n = 88) (%) (n =38) (%) (n=19) (%) p
Ki€u gen n % n % %
DEN-1 42 47,7 8 21,1 3 15,8
0,002

DEN-2 43 48,9 29 76,3 16 84,2

DEN-3 0 0 0 0 0 Khong phan
DEN-4 3 34 2,6 0 0 tich

Kiém dinh: chi - square.

Nhdn xét: S6 bénh nhan sét xudt huyét Dengue c6 dau hiéu canh bao va Dengue nang chi yéu & kiéu

gen 2 chiém 76,3% va 84,2% cao hon so vai ki€u gen 1 cé ty 1& tuong ting la: 21,1% va 15,8%.

Bang 3. Ty 1é mac bénh trong tirng nhém kiéu gen va mai lién quan ciia ching

Kiéu gen DENV-1 (n=53) DENV-2 (n =88)
Muic do6 bénh n % n % P
SXH Dengue 42 79,2 43 48,9 0914
SXH Dengue c6 DHCB 8 15,1 29 33 0,001
SXH Dengue nang 57 16 18,1 0,003

Kiém dinh: chi -square

Nhdn xét: Khéng c6 su khac biét vé ty 1&é miic dd bénh SXHD gilta 2 nhém kiéu gen DENV-1 va DENV-2.

Ty 1& m3c SXHD c6 DHCB va SXHD nidng & kiéu gen DENV-2 cao hon & kiéu gen DENV-1.
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Tran dich

Xuat huyét ning

Ban dat san

Xuat huyét niém mac
Xuat huyét dudi da
Budn nén/non

Pau sau hd mat

Pau khdp

Pau moi co

Pau dau

SOt cao
0 20 40 60 80 100 120
= :  Dau moi Pau Pausanu Budn }ma} Xua} Ban dat Xm} i v
Sotcao Pau dau o : z i huyét huyét i huyét Tran dich
co khop ho mat  nén/non i san e
dudi da niém mac nang
DEN-2 99 92 78 64 53 16 32 14 25 5 17
B DEN-1 100 91 75 66 58 28 17 21 17 0 0

Bi€u d6 1. So sanh dic diém lam sang gilia 2 type virus Dengue

Nhdn xét: Cac triéu chiing toan than: S6t cao, dau dau, dau moi co khép phd bién va khéng khac biét c6
y nghia théng ké & 2 nhém bénh nhan ki€u gen 1 va 2. Cac biéu hién xuat huyét nang va tran dich khéng
dugc ghi nhan & nhom kiéu gen 1 (khac biét c6 y nghia théng ké véi p=0,001 véi triéu chiing tran dich).

Bang 4. Méi lién quan giita hoat d6 enzyme gan véi ki€u gen Dengue

virus Dengue DEN-1 DEN-2 P
Enzyme gan n Tylé% n Tylé %
<80 34 64,2 48 55,8
81-200 14 26,4 21 24,4
AST 201 - 400 3 57 6 7
U/ > 400 2 38 11 12,8
Trung binh 146,96 + 48,512 385,94 + 144,95 0,224*
<80 41 774 59 69,4
81-200 10 18,9 14 16,5
ALT 201 - 400 0 0 5 59
(u/) > 400 2 3,8 7 8,2
Trung binh 90,42 £ 27,172 163,15 £ 46,26 0,426*

*: Bién khéng chudn -kiém dinh Mann-Whitney U
Nhdn xét: Khong co su khac biét vé bién déi enzyme gan gilra 2 nhom ki€u gen.
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Bi€u d6 2. Lién quan gilfa s6 lugng tiéu cau va kiéu gen virus Dengue

Nhdn xét: S6 luong ti€éu cau & bénh nhan kiéu gen DENV-2 gidm c6 y nghia théng ké so véi ki€u gen
DENV-1 va kiéu gen DENV-4 vai p lan lugt bang 0,04(*) va 0,016(**).
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m DEN-1 8 44 4
B DEN-2 12 57 19

Bi€u dé 3. Lién quan gilta hematocrite va kiéu gen virus Dengue

Nhdn xét: S6 bénh nhan cé hematocrit tang > 0,48 & nhém DENV-2 (19 BN) cao hon so v6i nhém DENV-1
(04 BN) (p=0,033).

IV. BAN LUAN nam va nir. Day la két qua gidéng véi cac bao cao cla
Natsir va cOng su (2023) tai Viét Nam va khu vuc
Pong Nam A, cho thdy sét xudt huyét Dengue

Trong nghién ctru nay, nhém bénh nhan ¢6 d6  (SXHD) khong chi 1a bénh ly cda tré em ma con anh
tudi trung binh la khoang 49, khéng khac nhau gila huéng dén ca ngudi I6n 3. Theo ching tdi, nhém

4.1. Ddc diém chung cia déi tuong nghién ciu
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tudi dé& méac bénh ndm trong do6 tudi sinh vién va
ngudi lao ddng song tap trung & cac khu vuc dan cu
dong duc, noi dich SXHD luu hanh manh, khién ho
dé mac va lay nhiém bénh.

Cac bénh nén thudng gap nhu ting huyét ap
(22,8%), dai thdo dudng (9,7%), va viém loét da day
(6,9%) c6 thé lam tang nguy co bénh dién tién nang.
Diéu nay phu hgp véi nghién ctu clia Lien va cong
su (2021), nhdn manh vai tro ctia bénh ly nén trong
tién lugng SXHD néng .

Vé phan bé ki€u gen virus, kiéu gen 2 chiém uu
thé (60,7%), ti€p theo la kiéu gen 1 (36,6%) va kiéu
gen 4 (2,8%), trong khi kiéu gen 3 khong dugc phat
hién. Ty 1é nay tuong dong véi nghién ciu cla
Poltep va cdng su (2021) tai Théi Lan, nai kiéu gen 2
dugc béo céo la luu hanh phé bién nhéat trong cac
dot bung phat dich 16n °. Su da dang di truyén cla
ki€u gen 2, cing kha nang gay dap tng mién dich
manh, dugc Torres va cdng sy (2021) cho la ly do
dan dén nguy co bénh nang cao hon .

4.2. So sdnh ddc diém ldm sang giira cdc kiéu
gen virus Dengue

Két qua nghién ctru cho thdy ty 1& bénh nhan c6
dau hiéu canh béao va SXHD nang & nhom nhiém
ki€u gen 2 lan lugt la 76,3% va 84,2%, cao han dang
ké so véi kiéu gen 1 (21,1% va 15,8%, p=0,002). Phat
hién nay tuong déng véi cac nghién cru cla Natsir
va céng sy (2023) tai Singapore va An Do, noi kiéu
gen 2 thudng dugc ghi nhan la nguyén nhan chinh
cla cac trudng hop SXHD néng °. Theo nghién cliu
cua Torres va cong su (2021), co ché nay lién quan
dén viéc kiéu gen 2 kich thich phan ting viém manh,
bao gom tang tiét cytokine nhu TNF-a va IL-6, dan
dén ton thuong mach mau va réi loan déng mau *°.

Ngoai ra, Sarker va cdng su (2023) cho rang kha
nang tuong tac chéo gilta cac khang thé tu lan
nhiém trudc do vai ki€u gen 2 co thé gia tang hoi
ching tang thdm mao mach, dan dén cac bién
chiing nang nhu séc hodc xuat huyét °. Cac triéu
chiing toan than nhu sét cao, dau dau, va dau moi
ca khép phé bién & cad hai nhom kiéu gen 1 va kiéu
gen 2, phu hgp véi nghién ctiu clia Gupta va cong su
(2021), cho thay cac bi€u hién khéng dac hiéu nay la
dac diém chung cia SXHD bat ké kiéu gen virus °.

Tuy nhién, nhém bénh nhan nhiém kiéu gen 2
c6 ty 1& xudt huyét dudi da (32%) va ban dat san
(25%) cao han so véi kiéu gen 1, mdc du chua dat y
nghia théng ké. Cac biéu hién xuat huyét nang va
tran dich (mang phdi hodc bung) chi xuat hién &
nhém mac kiéu gen 2 va c6 y nghia théng ké
(p=0,001). So sanh vd&i nghién clu cta Poltep va
cdng su (2021) tai Thai Lan, ty 1é xuat huyét va tran
dich trong nghién ctu nay cao hon °. Diéu nay cé
thé do dac diém dich té hoc va kiéu gen clia cac
dong virus luu hanh & Viét Nam, cung véi dic diém
quan thé nghién ctu cé ty 1& bénh ly nén cao.

4.3. So sdnh ddc diém cén lém sang giira cdc
ki€u gen virus Dengue

Khong co su khac nhau vé hoat dé enzyme gan
(ALT, AST) & bénh nhan nhiém kiéu gen 2 so vai kiéu
gen 1. Theo Gupta va céng su (2021), t6n thuang
gan thudng phd bién hon & bénh nhan kiéu gen 2,
do virus truc ti€p xam nhap té bao gan hodc dap
Ung viém hé théng % Trong nghién ctu nay, su khac
biét chua dat y nghia thong ké c6 thé do ¢& mau
han ché hodc cac yéu t6 gay nhiéu nhu bénh ly nén
(tang huyét ap, dai thao duong).

Bénh nhan nhiém ki€u gen 2 c6 s6 lugng tiéu
cau gidm dang ké so vdi ki€u gen 1 (p=0,04). Gidm
tiéu cau 1a dau hiéu dac trung ctia SXHD, phan anh
ton thuong tdy xuong va tiéu thu tiéu cau do réi
loan déng mau. Phat hién nay tuong dong vdi
nghién clu clia Gupta va cong su (2021) tai An Do,
nhan manh tinh chat phé bién cta hién tugng nay &
nhiéu khu vuc .

Tang hematocrit (>0,48) dugc ghi nhan & nhém
ki€u gen 2 (19 BN), cao han dang ké so vSi nhom kiéu
gen 1 (4 BN, p=0,033). Theo Poltep va cong su (2021),
tinh trang nay phan anh sy c6 dac mau do thoat huyét
tuong qua thanh mao mach va thudng gap & bénh
nhan SXHD nhiém kiéu gen 2 °. Phan Ung viém qua
muc va tén thuong 16p ndéi mé mach mau la co ché
chinh dan dén héi chiing tang tham mao mach nay.

V. KET LUAN

Nghién ctiu ctia ching t6i chi ra rang, trong s6
cac kiéu gen virus Dengue, kiéu gen Dengue 2
(DENV-2) chiém ty I cao nhat va lién quan rd rang
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dén muc d6 bénh nang hon. Cu thé, bénh nhan
nhiém DENV-2 c6 ty & xuat hién cac dau hiéu canh
bao va bénh ndang cao hon so véi DENV-1. Cac triéu
chiing lam sang nhu sét va dau dau khong khac biét
gira hai ki€u gen virus, tuy nhién, DENV-2 ¢6 ty lé
xuat huyét dudi da va tran dich cao hon dang ké. Két
qua nay cho thay su khac biét quan trong giira cac
ki€u gen virus trong chan doan va quan ly bénh, dac
biét trong nhan dién cac truong hgp bénh nang can
can thiép kip thai.
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