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THONG BAO 1 TRUONG HOP SOT XUAT HUYET
DO VIRUT CHIKUNGUNYA
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TOM TAT

Sét xuat huyét (SXH) - nguyén nhan phé bién 1a do virut dengue (DENV). Béo céo nay, ching toi
théng bao 1 trudng hop SXH dau tién & Ha Néi c6 chikungunya virus ARN duong tinh, nhung DENV-
ARN am tinh trong huyét tuong. Diéu nay chi ra tinh phiic tap vé nguyén nhan, dién bién |am sang va
bénh sinh clia bénh, dong thdi cdnh bao can chu trong hon vé tinh hinh dich SXH hién nay. Can cé

nhiing nghién clu co ban va toan dién vé SXH do Chikungunya (CHIKV) & nudc ta.

* Tir khéa: S6t xuat huyét; Virut Chikungunya; Virut dengue.

CASE REPORT: HEMORRHAGIC FEVER ASSOCIATION
WITH CHIKUNGUNYA VIRUS INFECTION

SUMMARY

The hemorrhagic fever had been shown a common caused by dengue virus. In this study, we have firstly
shown an unique case of hemorrhagic fever with plasma Chikungunya virus-RNA positive but DENV - RNA
negative. This initial finding indicates the complication of cause, clinical course and pathogenesis of
hemorrhagic fever and alerts us to keep an eye into the situation of outbreak of the disease. There is a great

need for basic studies and overall reviews of CHIKV hemorrhagic fever in Vietnam.

* Key words: Hemorrhagic fever; Chikungunya virus; Dengue virus.

Gan day, trong dot dich s6t xudt huyét
(SXH) cudi nam 2009, ching t6i phat hién 1
truong hdp bénh nhan (BN) SXH xét
nghiém Chikungunya virus ARN duong tinh,
nhung Dengue virus-ARN am tinh & ngay
th(r tu cGia bénh. Pay 1a 1 BN nii, 28 tubi
dén tram y t& xa véi nhiing biéu hién sot
cao dot ngdt, dau dau, mdi co, dau cac
khép ngay thir 4 clia bénh. Tién s BN hoan
toan khoe manh, BN s6ng tai xa Ta Thanh
Oai, huyén Thanh Tri, Ha Noi, tai thdi diém
BN méc bénh, day khu vuc dang luu hanh
dich SXH dengue véi ty I& ngudi méc cao.

* Hoc vién Quén y
** Bénh vién 103
Phan bién khoa hoc: GS. TS. Nguyén Van Mui
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Tham kham BN cb triéu chimng: sét 39°C
(hét s6t & ngay th( 7), dau hach, niém mac
mat do, két mac xung huyét, nét xuat huyét
tu nhién dudi da rai rac toan than, nhiéu &
céng tay va dui, khdng c6 mang xuat huyét.
Khéng c6 n6n ra mau hodc di ngoai phan
den. Cac khép nhd ban tay sung nhe, dau
va van doéng han ché. Gan to 2 cm dudi bd
suon, mat dd mém. Huyét ap trong gidi han
binh thudng.

Xét nghiém mau: sé luong bach cau 1,11 x
10%; giam rd rét so vdi binh thudng (4 - 10 x 10%),
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héng cau 4,7 x 10"/, huyét sac t6 128 g/l,
hematocrit 0,404 I/l va tiéu cau 51 x 10%; giam
rd rét so véi binh thuong (150 - 300 x 109/).
Xét nghiém sinh hoc phan ti: dé phat
hién c6 hay khong su hién dién clia Dengue
virus (DENV) hoac Chikungunya virus
(CHIKV) trong mau BN, kiém tra DENV-
ARN va CHIKV-ARN trong méau toan phan
bang ky thuat Oncestep RT-PCR (revert
transcription polymerase chain reaction).
Tach va tinh sach ARN cla virut tU mau
toan phan, dung kit chuén clia hang Qiagen
(QlAamp RNA Blood Mini Kit). Oncestep
RT-PCR 13 k§ thuat sinh hoc phan tr c6 thé
st dung dé phat hién su hién dién cda virus
trong mau BN. Ky thuat nay cho phép phat
hién s6m virut, sau khodng 3 - 7 ngay dau
sau nhiém. Cap primer phat hién CHIKV
dugc thiét ké bat cap dac hiéu trén gen E1
clia CHIKV la E1F: 5-ACCGGCGTCTACCC-
ATTTATGIG3 va E1R 5ACCE0CCGTAGICCATGTTG
3 (331bp). St dung cap primer D1 va D2 dudc

(A)

500bp

250bp
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thiét k& dac hiéu cho DENV dé phat hién
DENV nh&m dam bao tinh chinh xac cla ky
thuat khong xuét hién duong tinh gia, am
tinh gid. Toan bd qua trinh thuc hién ky
thuat ddm bao nghiém ngat theo ding quy
trinh xét nghiém sinh hoc phan tl, tr khau
|8y mau, tach chiét ARN, chuén bi phan (ing
dén khuéch dai gen va két thic. Qué trinh
nay sU dung ching duong cla CHIKV la
mot plasmid bao gébm toan bd doan gen méa
héa cho protein mang E1 dugc tach dong
(cloning) trong vector pGOV4. Pay la
plasmid nhan dudc tir Malaysia theo chuong
trinh hop tac nghién cliu. Ching duong cla
DENV dugc thiét ké ché tao tai Trung tam
Y - Sinh - Dugc Hoc vién Quan y, s dung
san pham rt-PCR & mét doan gen cla
DENV, tach dong trong vector pGEMT.
Phan (ng RT-PCR st dung primer dac hiéu
cho két qua BN c6 CHIKV- ARN dugang tinh
va DENV-ARN am tinh (hinh 1).
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Hinh 1: (A) Phan (ing RT-PCR phat hién CHIKV-ARN trong mau BN. TU trai qua phai: (M),
Thang chudn ADN (50bp); (1) chiing am; (2), BN; (3) chiing duong.

Hinh &nh cho thdy c6 san pham cADN dac hiéu tuong (ing vi tri
ching duong 311 bp clia CHIKV.
(B) Phan (ing RT-PCR dung cap primer dic hiéu DENV (D1, D2) chiing minh
khéng c6 DENV-ARN trong mau BN. M, thang chudn ADN 50 bp; (1) mau BN

(am tinh); (2), chiing duong plasmid.
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Dé& chiing minh chinh xac san phdm ADN chinh 1& cGia CHIKV trong mau BN, tién hanh
gidi trinh tu gen va so sanh trén ngan hang gen. Két qua cho thay chiing CHIKV & BN trinh
tu nucleotid c6 t6i 93% tuong déng so vGi cac chiing CHIKV cé ngudn géc tir chau Phi
(hinh 2).
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Hinh 2: So sanh trinh tu nucleotide ctia CHIKV phat hién & BN (CHIKV-VietNam). 93% s&
nucleotit tuong déng gitta trinh tu gen cla chiing CHIKV & BN so véi trinh tu gen céc ching
CHIKV nguén géc chau Phi. Trinh tu gen tham chiéu AF359024, AF490259 va FJ445510.
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CHIKV lan dau tién dudc phat hién 6 BN ngudi Tanzania, chau Phi ¢6 cac triéu ching 1am
sang gibng SXH dengue. Trong d6, cac bidu hién khi nhiém virut l1a sét (100% nhiing ca
dugc phat hién & Reunion), dau khép (100%), dau co (97%), dau dau (84%) va ban xuét
huyét (33%). Cac triéu chiing thudng xudat hién tir 4 - 7 ngay sau khi bi mudi dét va co6
thé két hop v6i dau hach, hoi chiing réi loan tiéu héa va biéu hién xuét huyét nhe. &
Swahili, tir Chikungunya c6 nghia la bénh c6 t6n thuong khdp gay tu thé di cong. Hon nia,
dau khép thudng nang va cé thé kéo dai, khoang 12% BN viém khép man tinh kéo dai 3
nam sau khi bi nhiém virut. M&c du phat hién dau tién & chau Phi, nhung CHIKV nhanh
chéng gy cac vu SXH I16n & cac khu vuc chau Phi va chau My. Gan day, chang gay ra
nhiing vu dich 16n & chau A va d4c biét 1a cac nuéc Dong Nam A nhu: Singapore, Thai Lan,
Indonesia va An Do. CHIKV thudc ho Togaviridea, nhém Alphavirus. B6 gen clla CHIKV
thudc hé gen RNA. Vector truyén bénh 1a 2 loai mudi Aedes aegypti va Aedes albopictus.
Day ciing chinh 1a hai vector truyén bénh chd yéu clia DENV. Dén nay, chua c6 cong bd nao
vé viéc phat hién CHIKV & BN ngudi Viét Nam. Tuy nhién, c6 mét sd nghién ciu cho thay
ton tai khang thé khang CHIKV trén nhiing linh My va ché nghiép vu tham gia trong cuédc
chién tranh & mién Nam Viét Nam. M6t nghién cu gan day cho thay ty Ié luu hanh khang
thé khang CHIKV trén ngudi Viét Nam khde manh khodng 24% & Ha Néi. Nhu vay, bung né
dich SXH & Viét Nam, ngoai nguyén nhan do DENV, con mét loai virut khac cé thé ciing
déng vai trd gay bénh 1a Chikungunya. Diéu nay chi ra tinh phic tap vé& nguyén nhan, dién
bién 1am sang va bénh sinh clia bénh dong thai cdnh bao chung ta can chd trong hon vé tinh
hinh dich SXH hién nay. Can c6 nhiing nghién cu cc ban va toan dién blc tranh SXH do
CHIKV & nuéc ta. Trén co sé d6é dé ra nhiing gidi phap ngan chan va diéu tri bénh SXH do
DENV va CHIKV c6 hiéu qua.
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