NGHIEN CUU DAC BIEM LAM SANG, HOA SINH VA LIEN QUAN CUA CHUNG
TRONG TIEU CHAY CAP TRE EM

TOM TAT

Tiéu chay céap (TCC) tré em la bénh ly hay gap
trong do rotavirus la can nguyén hang dau gy TCC,
nhét la & tré em dudi 5 tubi. Ty Ié TCC do rotavirus
x&y ra tir 40 dén 60% va gay tir vong hang nghin ca 6
cac nudc dang phét trién va Viét Nam. Bang ky thuat
RT-PCR da moéi phéat hién rotavirus-RNA ty 1é 78/95
(82%) trong phéan tré em TCC. Lua tubi mdc TCC
ausi 3 tubi chiém 93/95 (97%) trong do dudi 1,5 tubi
chiém 76/95 (78%). Tré nam gidi mdc TCC chiém
65% so vGi nit 35%. Phan tich lién quan mét s6 chi s6
dién giai va mau giita nhém TCC c6 rotavirus-RNA(+)
so Vvdi rotavirus-RNA(-) cho thdy khéng co su khac
biét vé cac chi tiéu dién gidi va méu gitta cdc nhém
(p>0,05). Tém lai, TCC tré em thudng gap & tré dudi
3 tubi va nguyén nhén chinh la do rotavirus.

SUMMARY

Acute diarrhea (AD) in children is a common
disease world-wide in which rotavirus is mainly cause
of AD especial the children under 5 year old.
Prevalence of AD caused rotavirus reached from 40
to 60% and an annual thousands cases death from
AD in developing countries and Viet Nam. By using
multiplex reverse transcription-polymerase chain
reaction has detected rotavirus-RNA in 78 of 95
(82%) stool samples of children AD. The children AD
age of under 3 year olds were in 93/95 (97%), in which

NGUYEN LiNH TOAN - Hoc vién Quén y

under 1,5 year olds were predominant found in 78%.
The genders with AD shown predominant in young
boys of 656% in comparison to those of 35% in young
girls with AD. There were no significant difference in
plasma electrolyses and blood indexes between
rotavirus-RNA(+)  and  rotavirus-RNA(-)  groups
(p>0,05). In summary, the acute diarrhea in children
was the common disease in children under 3 year olds
and rotavirus was mainly caused of the disease.
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DAT VAN BE

Tiéu chay cdp (TCC) tré em la bénh li thudng gap,
mbi nam c6 khoang 111 triéu tré em méc TCC, trong
d6 cb téi 25 triéu trudng hop phai can thigp y té, 2 triéu
tré em phai nhap vién va tor 400.000 dén 600.000
trudng hop tif vong trén thé giéi, hon 80% x4y ra & cac
nghéo (Parashar va CS, 2003; Rinsho N va CS, 2008;
Estes, 2001; Gentsch et al., 2005). Rotavirus la
nguyén nhan hang dau gay TCC, chiém ty 1& tir 40 dén
60% G cac nudc dang phat trién, dac biét 1a tré em
dudi 5 tudi. MGi nam hang trdam nghin ca t& vong do
rotavirus trén thé gidi (Gray va cs, 2008). Theo s0 liéu
khao sat trén 16.173 tré TCC nhap vién tir 33 trung
tam y t€ khac nhau & 8 nu6c Chau & va Viét Nam tir
nam 2001 dén 2002 cho thay, trong 71% téng s6 mau
phan dugc xét nghiém thi c6 t6i 45% mau phan duong
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tinh véi rotavirus va ty 1& TCC do rotavirus gitia cac
nuGc giao déng tir 24 dén 67%, trong dé Viét Nam co
ty 1& cao nhéat (59%) va thap nhat 1a Hong Kong (28%)
(Nelson va CS, 2008). Nghién ciu clia Fang ZY va CS
(2005) trén 3149 tré TCC nhéap vién tai 6 bénh vién
Quan sy Trung Quéc c6 t6i 50% duong tinh VGi
rotavirus. Hong Kong la noi ¢ ty 1& mac rotavirus th&p
nhat nhung ciing c6 t6i 30% trudng hgp duong tinh véi
rotavirus khi khao sat trén 7390 tré TCC nhap vién. Tai
Malaysia, trong 14.000 trudng hdp nhap vién vi bénh
viém da day ruét thi c6 t6i 50% la do rotavirus. Mot ty
I& tuong duong ciing quan séat thdy & Myanmar, TCC
do virus nay chiém 53%. Trong khi d6 tai Dai Loan va
Thai Lan ty 1& duong tinh véi virus nay tuong duong
43% (Nelson va CS, 2008).

3 nudc ta, phat hién dugdc rotavirus la can nguyén
gy TCC tré em tir nhitng nam 1980. Theo Ding Diic
Anh va CS (2005) nghién citu trén 5768 truong hgp
giai doan tir 1988 dén 2003, bang k§ thuat ELSA da
phat hién ty 1& rotavirus (+) tir 55% dén 56% trong
cac truong hgp TCC nhap vién. Trong nghién clu
cling cho ty 1é duong tinh véi rotavirus tuong tu (59%)
cac tré TCC nhap vién giai doan 1998-2003 (N. Van
Man va CS, 2005). TCC do Rotavirus 8 Mién Bac
nudgc ta thu’cng xuat hién vao thdi diém glao mua glu’a
mua thu va déng, mua déng va mua xuan. Thoi tiét
kho, lanh Ia diéu kién thich hop dé bénh tiéu chay do
Rotavirus phat trién. Trong khi d6 & mién Nam khong
cb mua déng rd rét, nén tiéu chay do Rotavirus xay ra
quanh nam. TCC tré em do Rotavirus 6 nu6c ta van
chiém ty 1& cao va dang trong tinh trang rat dang
quan tam. Trong nghién cliu nay, chung toi nghlen
cltu mot s6 dac diém lam sang va xét nghiém & TCC
tré em’llen quan nhiém Rotavirus.

DOl TUONG VA PHUONG PHAP NGHIEN CUU

1. Bénh nhan: 95 bénh nhan tré em TCC du6i 5
tudi nhap vién tai bénh vién da khoa Ha Téy, Ha déng
va bénh vién Quan y 103 tham gia vao nghié clu
nay. Chan doan xac dinh TCC va phan loai mat nugc
theo T8 chiic y té& thé gidi (1995). Cac benh nhi dugc
chia thanh 3 nhém:

Nhém I. Mat nuGec miic do nhe (46 A): 31 bénh nhi

Nhom Il. Mat nuc mic d6 vira (d6 B): 34 bénh nhi

Nhém 1Il. Mat nuée miic 36 nang (dd C): 30 bénh nhi

Tiéu chuén lua chon benh nhan: Tré em dudi 5
tudi vao vién du’dc chan doan xac dinh TCC theo tiéu
chudn clia T8 chiic y t€ Thé gidi (WHO) s6 lan di dai
tién trén 3 1an/ngay va tinh chat phan thay déi: phan
loang, nhiéu nudc. Mc dd TCC dudc phan loai thanh
03 nhém mat nuc miic do nhe vua va nang (Duggan
C va CS (1995), Chu Van Tu’ong (1999); T6 chic y té&
Thé giGi (1995)).

Bang 1. Phan loai miic d6 mat nudc theo biéu
hién ldm sang

Mieng | Khong khat | Khat nudc nhiéu. |  Udng kém, hoac
|uGi nudc. Ung | USng nhiéu nudc |khong thé udng nude
Khat | binhthuong | Nudc tiéu gidm Nudc tiéu it

khéi lugng
Chan tay Am Mat Lanh; tim tai
NED véo da mat Nép véo da mét rat
Testvéo | Nép véoda pveo cham. Da méat dan
g cham, A e -
da mét nhanh w22+ | hOi rat cham >2 giay;
Da mat dan hoi s
Thop 16m
HA Manh hoi | Mach nhanh nhd | Mach nhanh nhé
Mach nhanh, Huyét | Huyét ap ha, thd | hodc khong bat
Hc‘)'hé'y ap vaho hdp | sau, nhanhhon | dugc, Huyét ap tut,
P| binh thudng binh thudng thd nhanh sau
Lugng | Binh thuong 2 o
nudc tiéu | dén giam it Giam Ratit

2. Bénh pham.

- M&u phan bénh nhi dudc thu thap theo ding qui
trinh riéng ré ting bénh nhan tranh nhiém chéo qua
dung cu ldy mau. Phan dudc pha lodng trong nuéc
khit ion ty 16 1:9 ly tdm 6000 vong/phat & 4 °C, 30
phut. Dich ndi phan 10% dudc bdo quan -80°C cho
dén khi st dung.

- Mau: mau finh dugc 18y vira da dung phan tich
dién gidi chéng déng heparin va huyét hoc chéng
doéng EDTA.

3. Tach RNA: 140 pl dung dich dich néi phan dudc
dung tach RNA virus. Kit tach RNA s dung bo kit
“QlAamp viral RNA” clia hang QlAgen, Germany. Qui
trinh tach RNA virus theo huéng dan ctia nha san xuét.
Séan phdm RNA sau khi tach dudc bao quan & -70 °C.

4. B mdi (Primers): Cac bo primer dung chan
doan nhiém rotavirus va phan biét kiéu gen cia
rotavirus md t& chi tiét trong nghién clu gan day
(Gentsch va cs, 1992; Gouvea va cs, 1990; lturriza-
Goémara va cs, 2004, NL Toan 2011). Hén hgp méi
chi pha dG cho mét 1an chay déng tan chi mét Ian
khéng dung lai cho Ian sau.

5. Phan tng multiplex RT-PCR: Rotavirus-RNA
trong mau bénh phdm dugc phat hién bing ky thuat
PCR ban Iong (semlnested —PCR) s dung kit RNA
mot budc (One step RT-PCR kit, QIAgen). Phan (ing
PCR léng dugc thuc hién dé chan doan va phan biét
kiu gen G cla Rotavirus. Chu trinh nhiét clia cac
phan ing PCR nhu sau: Vong PCR thr nhat: sau 1
chu ki téng hgp cDNA 45 °C x 30 phat va 95 °C x 5
phut, thuc hién 35 chu ki 94 °C x 1 phat, 46 °C x 2 phat
va 72 °C x 1 phut. Vong PCR th{ hai: cling gém 35 chu
ki 94 °C x 1 phut, 55 °C x 2 phut va 72 °C x 1 phut.

San pham c¢DNA clia phan (ing PCR th( 2 dugc
dién di trén gel Agarose 1,5% véi Ethidium Bromide
(0.5 mg%) trong dém 1x TBE, 110 Vén, dong 80 mA,
trong 45 phat, quan sat va chup anh bang may soi
Gel-Dolphil.

6. Xét nghiém mau va dién giai: Lay 2 ml mau
tinh mach chéng déng EDTA hoac Heparin dlng
phan tich cac chi s6 mau va dién giai. Sau khi 1ay
mau céac chi s6 huyét hoc va dién giai dugc phan tich
trong ngay. Ky thuat ti€n hanh trén may phan tich

Mrc do nhe Mt d6 vira Mat nudéc muc do
Muc do |(do A; mat <3% (40 B; nang (D6 C; mét >9%
TLCT) (mét 3- 9% TLCT) TLCT)

Toan Tét, tinhtao | Vat va kich thich Li bi, hén mé

trang | Binh thuong Trling Rét triing

Mét Co Giam Khong c6 khi khéc
Nudc méat Ut Khod Rét kho
6
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huyét hoc tu déng va dién giai tai trung tam y dugc —
Hoc vién Quéan y.

7. Phan tich va xtr ly s6 liéu: Sé liéu nghién ciu
dugc x{ ly theo phuong phéap théng ké st dung phan
mém STAT 7.0 (www.stata.com) va STAVIEW 4.57
(www.statview.com).

KET QUA

1. Dac diém tudi va gidi.

- Ty 1& bénh nhan nhi tiéu chdy cdp nhap vién
theo tudi.

Bang 2. Phan bd bénh nhan méc TCC theo Ia tudi

Tuoi S6 lugng %
0-1,5 74 78
1,5-3 18 19
35 2 3
Cong 95 100

Pa s6 bénh nhan nhi tiéu chay cdp nhap vién & 36
tudi nhd hon 18 thang, chiém ty 1& 78%, do tudi 1,5 —
3 14 19% va 3-5 tudi 1a 3% So sanh cac s6 liéu lam
sang va can l1am sang cho thay khéng cé su khac biét
gilta cac nhém bénh nhan (Bang 1, Hinh 1).

- Phan b6 theo gidi tinh:

Bang 3. Phan bé vé gidi bénh nhan mac TCC theo
IGa tudi

Gidi S6 lugng %

Nam 62 65
N 33 35

Cong 95 100

Két qué cho thdy ty 1& bénh nhi nam chiém chu
yéu 65% so v4i bénh nhan nit 35%. Tuy nhién, khong
thdy su khac biét vé 1am sang, va dién giai va tan
suat nhiém Rotavirus cling nhu kiéu gen ctia hai gi6i.

2. Lién quan mirc dd mat nudc va sé 1an di ngoai.

Bang 4. Lién quan miic d mat nuéc va sé l1an di
ngoai trong ngay.

i o A 6-10 | >10 | Tong
Nhém nghién ctu <51an lAn l4n S8
Nhom I: mat nudc nhe (A) 15 14 2 31

Nhom I1. mat nuéc vira (B) 12 13 9 34
Nhom lIl: méat nudc nang (C) 6 11 13 30
Tong s6 34 38 24 95
Két qué nghién citu cho thay s8 1an di ngoai trong
ngay va mdc dé mat nudc co lién quan véi nhau. S6
Ian tiéu chay trén 10 1an chd yéu dan dén mat nudc do
B va do C véi ty Ié 87,5% (21/24) va s6 lan tiéu chay
dudi 5 Ian it gay nén tinh trang mat nuéc nang (mic do
C) vdi ty 1& 8,3% (2/24 trudng hop). Bénh nhi tiéu chay
trén 10 lan trong ngay thudng gép nhat & nhém C 1a
43% (13/30), nhém B la 26,5% (9/34) va nhém A la
6,5% (2/31). So sanh s6 lan di ngoai véi mic do nang
clia TCC gilra cac nhdm cho thdy c6 su khac biét rd rét
gitta nhém A so v6i nhém B va C theo th( tu P= 0,03;
Chi2(1)=4,62 va P<0,001; Chi2(1)=11,2. Tuy nhién,
khéng c6 su khac biét gitta s6 Ian tiéu chay va mic do
mat nudc gilta nhém B va C (p>0,05).
3. Két qua phat hién rotavirus trong phan béng
ky thuat RT-PCR da méi.
T4t ca cac mau phan dudc tach RNA va thuc hién
phan @ing RT-PCR hai vong (nested-RT-PCR) dé x&c
dinh rotavirus-RNA trong phan bénh nhan. Két qua

cho thay ty I& rotavirus-RNA duong tinh trong phan
tré em mac TCC la 78/95 (82%)

3.4. M&i lién quan giira Iam sang, can l1am sang
& bénh nhan TCC.

Nghién c(iu su lién quan clia mot s6 dic diém lam
sang va dién giai clia TCC do rotavirus v6i nguyén
nhan TCC bang phudng phap phan tich tuong quan
da chiéu gilta TCC cé rotavirus duong tinh va
rotavirus &m tinh v6i mic dé mat nude, dién gidi, ty 1&
hematocrite, % bach cdu da nhan trung tinh, bach
cau lympho... cling nhu lién quan véi genotype cla
rotavirus. Két qua cho thdy khéng thdy cé su lién
quan rd rét ndo giita TCC c6 rotavius (+) va (-), kiéu
gen clia rotavirus véi méc dé méat nudc, dién gii, %
hematocrit ... clia bénh nhi mac TCC (P>0,05).

BAN LUAN

Pac diém 1am sang TCC va ty Ié bénh nhi TCC
do rotawrus

Két qua nghién clu clia chung téi cho thay da sé
bénh nhan nhi tiéu chay cap nhap V|en & d6 tudi nhd
hon 18 thang chiém ty 1& 78%, do tu0| 1,5-31219%
va 3-5 tudi 1a 3% So sanh cac s6 liéu 1dm sang va
can lam sang cho thdy khong c6 su khac biét gilia
cac nhém bénh nhan mac TCC phan loai theo miic
dé mat nudc. Phan bé theo gidi chd yéu la tré nam
mac TCC nhiéu hon tré nit. Ty 1& phat hién nguyén
nhan TCC cho thay c6 78/95 (82%) mau phan duong
tinh véi rotavirus-RNA cho thdy TCC tré em chl yéu
do rotavirus. Két qua nay phu hop véi mét sd nghién
clu da céng b6 gan day nhu cla Doan TL Phuong va
CS (2003) trén tré em mac TCC & TP H6 Chi Minh
cho ty 1& Rotavirus (+) la 65,6%. Nghién cliu Nguyén
Van Man va cong su (2005) cho ty I1é nhiém Rotavirus
4 cac tré em TCC nhap vién la 50-70%. Cé su giao
déng vé ty 1& mac gilta cac nghién clu c6 thé do
nhiéu nguyén nhan nhu khu vuc dia Ii, tudi, ,_phuang
phap phat hién ciing nhu thai gian ldy mau bénh
phdm. Trong nghlen cu clia Doan va cs (2003) cho
th&y ty 18 TCC tré em do rotavirus & thanh phd H6 Chi
Minh l1a 65,6%; tac gia Bang PGc Anh va cs (2005)
nghién clu trén 5768 trudng hgp tai 4 khu vuc Ha
N6i, Hai Phong, Khanh Hoa va Hé Chi Minh giai doan
tir 1988 dén 2003, bang ky thuat ELSA xAc dinh ty 1&
TCC tré em nhap vién c6 can nguyén do Rotavirus t&
47-62%. C6 sy giao dong vé ty 1&é méc gilta cac khu
vuc va nghién clu cé thé do nhiéu nguyén nhan nhu
khac nhau vé khu vuc dia Ii, tudi, thoi gian 18y mau,
phuong phap xét nghiém... Trong nghién cGu nay
ching téi dung k¥ thuat RT-PCR léng con cac nghién
cu khac chl yéu dung ky thuat ELISA.

Ngusi ta thdy rang TCC do rotavirus 3 Mién Bac
nugc ta thusng xuét hién vao thoi diém giao mua gitia
mua thu va dong, muUa déng va mua xuan. Thoi tiét
khé, lanh 1a diéu kién thich hop dé bénh tiéu chay do
rotavirus phat trién. Trong khi d6 & mién Nam khong
cb mua déng rd rét, nén tiéu chay do rotavirus xay ra
quanh nam, khéng bung phat thanh dich nhu phia
Bac (Doan va cs, 2003). Nghién ciiu clia ching toi
tién hanh 1ay mau tir thang 12 dén thang 10, bao trim
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c& mua déng va xuan day la mua TCC tré em thudng
lién quan dén nguyén nhan do virus gay ra.

2. Lién quan biéu hién 1am sang TCC, kiéu gen
clia virus vdi can nguyén TCC tré em do rotavirus.

Phan tich da chiéu st dung chuong trinh théng ké
chuyén dung cho thdy chua c6 su khac biét gilia cac
biéu hién lam sang véi can nguyén TCC do hay khéng
do rotavirus. H& gen cla rotavirus bao gém 11 doan
ARN sgi kép ma hoda cho cac protein cdu tric (VP)
hodc khéng cadu tric (NVP). Cau truc vé capsit cla
rotavirus gém 3 18p: 16p 16i chita cac protein cau tric
VP1, VP2, VP3 dudc ma hda nhd cac gensé 1, 2 va 3;
I6p trong la VP6 — mét loai khang nguyén dac hiéu
nhém do gen s6 6 méa hda; I6p ngoai clng 1a VP4 va
VP7, trong d6 VP7 c6 ban chét la glycoprotein (G
protein) dudc ma héa do gen s6 9 cla rotavirus con
VP4 |a protein nhay cdm véi protease (P protein) dugc
ma héa bdi gen s6 4. Hai gen nay gay dap (mg mién
dich tao cac khang thé trung hoa va cb lién quan dén
mién dich bao vé&, xac dinh tinh d&c hiéu kiéu gen clia
virus, vi vay né dudc st dung dé dat tén cho cac chiing
rotavirus. Cac nghién cliu gan day cho thay, hién c6 t6i
19 kidu gen G, 27 kiéu gen P va 11 VP6 da dudc phat
hién c& & ngudi va & dong vat. Tuy nhién, gay bénh
cho ngudi chl yéu ki€u gen G1, G2, G3, G4, G9 va
ph6i hop véi P8, P4 va P6 (Matthijnssens J va cs,
2008). K&t qua céng bd gan day chang t6i chi ra rang
kiéu gen clia rotavirus gady TCC tré em khu vuc Ha
Doéng, Ha Noi gan day chl yéu la kiu gen G. Trong d6
rotavirus kiu gen G3 chiém da s8 véi ty 1& 70,5%, G1
chiém 14,1% va déng/bdi nhiém G1 véi G3 1a 9%
(Nguyén Linh Toan va CS, 2011). Mét s& nghién ciiu
gan day cho thay rotavirus & Viét Nam thudng mang
kiu gen G1P8, ngoai ra c6 mét ty nhd cac chiing
G2P4, G1P4, G4P8, G4P6, G3P8 (Nguyén Van Man
va cs, 2006; Martella va cs, 2001, Bang Blc Anh va
cs, 2005). C6 su khac biét gilra cac nghién clu cla

céac tac gia khac cé thé dudc gidi thich la co thé trong
mét thdi gian diing cac vacxin chéng lai virus rotavirus
c6 kiu gen G1 c6 thé lam cho ty & luu hanh nhém G1
gidm xudng hoac do su khéac biét vé khu vuc dia .

KET LUAN

Nghién clu trén 95 bénh nhi m&c TCC cho thay,
tudi hay méc TCC thudng trong 3 nam dau doi, tré
em nam g&p nhiéu hon tré em nit. Nguyén nhan gay
TCC tré em chi yéu la do rotavirus, chiém ty 1& 82%
trong mau phan tré em TCC & khu vuc Ha Béng, Ha
Noi. Chua thdy c6 su lién quan khac biét ro rét gitia
lam sang, xét nghiém mau va dién gidi véi tinh trang
mac TCC do rotavirus.
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