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nghlen cru bién d0| hinh thai cla gan chudt
cdng trdng khi nhiém doc cap thudc tror sau
Bassa d& dugc cong b ndm 2001. O 16 chudt
thuc nghiém cé su thay ddi hinh thai cac té bao
gan va lugng lipid trong bao tugng cac té€ bao
gan, cac té bao nhiéu lipid tap trung chi yéu &
ngoai vi clia ti€u thly gan va lugng lipid trong
bao tuang té bao giam dan theo thdgi gian chudt
dugc udng nudc sac la sen khd, chling to nudc
la sen kho co tac dung doi véi viéc giam mg
trong gan. Tuy nhién, cac nghién clru vé la sen
trong viéc giam lugng ma& cé trong gan van dang
dugc cac nha khoa hoc nghién ctru, mét nghién
cu khac trén chudt cling cho thdy Iugng
cholesterol toan phéan trong huyét thanh va gan,
cholesterol tu do va phospholipids so vé&i nhém
d6i ching chfa nhiéu chat béo giam manh.
Ngoai ra, Flavonoid chat chiét xuat tir Ia sen kho
nay con lam giam tén thuong gan do lugng lipid
nhiéu gy ra, diéu nay giai thich két qua nghién
ctu ctia chung t6i khéng thay hinh anh té€ bao
gan bi pha huy, tén thuong.

V. KET LUAN

TU két qua nghién ctu thuc nghiém trén
chudt cdng trdng cho thdy cd su thay déi lugng

lipid trong bao tudng té€ bao gan chubt khi udng
nudc sac 1a sen khé. Lugng lipid giam dan theo
s6 ngay chudt dugc udng nudc sac 1a sen.
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PHAT HIEN DNA MYCOBACTERIUM TUBERCULOSIS TRONG MAU
PHET NIEM MAC MIENG VOTKY THUAT REAL-TIME PCR
TRONG CHAN POAN LAO PHOI

TOM TAT

Muc tiéu: Xac dinh gid tri chdn doan cla xét
nghiém J:)hat hién DNA Mycobacterium tuberculosis
trong mau phét niém mac miéng cla bénh nhan nghi
ngd mdc lao ph0| bang ky thuat real-time PCR va
phan tich mot s6 yéu to lién quan. Pai tugng va
phucng phap nghién clru: Nghién clru mo ta cit
ngang dugc thuc hién tren 85 bénh nhan la ngudi
trudng thanh ngh| ngs méc lao ph0| Phat hién DNA
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Mycobacterium tuberculosis trong mau phét niém mac
miéng bang ky thuét real-time PCR va so sénh VGi xét
nghlem Xpert MTB/RIF Ultra (Xpert MTB) mau dam
Két qua D0 nhay va do ddc hiéu ctia mau phét niém
mac mleng la 74,4% va 100%. M4t do vi khuan thap,
an uéng trudc Iay mau la_nhiing yéu t6 cé lién quan
dén suam tinh gia cla mau phét niém mac miéng. O
nhitng bénh nhan pha| Iay dam k|ch thich hoac nop
dam tré thi mau phét niém mac mleng cling phat hién
DNA vi khuén & 10/14 va 9/12 tru’dng hgp theo thir tu
tuong Lrng Ket luan: Nghlen ctru da cho thay tinh
kha thi cia mau phét niém mac mleng va tiém ndng
b ;sung cho mau dam nham cai thién vé thoi _gian
chan doan va giam ty & bénh nhan phai chiu mot s6
tha thuat xam Ian trong chan doan lao phdi.

Tu khoa: Lao phéi, phét niém mac miéng, real-
time PCR, Xpert MTB/RIF, sinh hoc phan ttr.

SUMMARY
DETECTION OF DNA MYCOBACTERIUM
TUBERCULOSIS IN ORAL SWAB BY THE
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REAL-TIME PCR TECHNIQUE FOR
PULMONARY TUBERCULOSIS DIAGNOSIS

Objectives: Determination of the diagnostic value
of detection of Mycobacterium tuberculosis DNA in the
oral swab of patients who were suspected of having
pulmonary tuberculosis by real-time PCR and analysis
of several related factors. Methods and Materials:
A cross-sectional study was conducted on 85 adult
patients who suspected of pulmonary tuberculosis.
Detect DNA Mycobacterium tuberculosis in samples of
oral swab by real-time PCR and compare this to the
sputum testing - Xpert MTB / RIF Ultra (Xpert MTB).
Results: The sensitivity and specificity of oral swab
sample were 74,4% and 100%. The patients with low
loading of bacteria as well as eating, drinking before
collecting sample could affect to the ability to detect
DNA Mycobacterium tuberculosis in oral swab.
Patients who could not expectorate sputum at the
time of examination must spray aerosol for induced
sputum or submit sputum later (1-3days). The sample
of oral swab also detected bacterial DNA in 10/14
cases in a group using the aerosol spray and 9/12 in a
group of late applying sputum. Conclusions:
Preliminary research has identified the ability to detect
tuberculosis bacterial DNA in oral swab with a
significant proportion and high specificity. This
sampling method has the potential to complement for
sputum samples to reduce diagnostic time and the
proportion of patients who suffer from some invasive
procedures.

Keywords: Pulmonary tuberculosis, oral swab,
real-time PCR, Xpert MTB/RIF, molecular biology.

. DAT VAN BE

Pam 13 mau bénh phdm thudng quy trong
cac xét nghiém chan doan lao phdi. Tuy nhién
viéc thu thap mau dam thudng gap phai mot s6
ther thach nhu bénh nhéan khong thé ho, khac
dugc mau dam hodc chi thu dugc mau dam kém
chat Ierng [4], [5]- Nhiéu nghién ciu trudc day
vé cac mau bénh phdm nhu hdi thd, nudc bot,
mau, nudc tiéu va phan dé xac dinh vi Ighuan lao
da dugc thuc hién nhung hiéu qua van con &
muc han ché [1], [5] Gan déy mot s6 nghién
cru vé mau phét niém mac mleng cho thay véi
dac dlem dé 18y, an toan, it xam 1an, chi phi thap
va dé dang dong b6 trong viéc thu thap cling
nhu x& ly mau, c6 tinh kha thi dé bd sung hodc
thay thé mau dam trong chan doan lao ph0| [2],
[3], [6]. P& thuc hién buéc dau trong viéc kiém
chirng tinh kha thi cua mau niém mac miéng
trong diéu kién thuc t€ chdn doan lao phdi
ching t6i thuc hién nghién clru nay véi muc tiéu:
Xac dinh gia tri chan dodn cua xét nghiém phat
hién DNA Mycobacterium tuberculosis trong mau
phét niém mac miéng cua bénh nhén nghi ngd
mdc lao phéi béng ky thudt real-time PCR va
phan tich mot s& yéu t6' lién quan cd thé gdy m
tinh gia mau phét niém mac miéng.

1. DOI TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru. Nghién ciu
dugc thuc hién trén bénh nhan trén 18 tudi, co
triéu chirng nghi ngd mac lao phéi dén kham tai
Bénh vién Pham Ngoc Thach tur thang 2 dén
thang 4 nam 2020.

2.2. Phucong phap nghién cltu

Thiét ké nghién ciru: Nghlen clru mo ta cat
ngang vdi phuadng phap l&y mau thuan tién
khéng xac suat, tat ca nhitng bénh nhan du tiéu
chuén nghién cliu déu c6 thé dudc lua chon dua
vao nghién ctru.

Phucong phap thu thap so liéu

- Bé&nh nhan ¢ triéu chirng nghi ngé mac lao
phdi xac dinh qua cac triéu chiing Idm sang hodc
hinh anh Xquang nguc theo Hudng dan cua
Chuang trinh ch6ng lao Qu6c gia.

- Ti€n hanh Idy 01 mau phét niém mac miéng
ngay trudc khi bénh nhan dugc hudng dan di 1ay
mau dam.

- Ghi nhan két qua xét nghiém dam (Xpert
MTB va soi nhudm AFB truc ti€p) va phucong
phap 18y mau dam da thuc hién.

2.3. Ky thuat 1ay va xir ly mau phét niém
mac miéng

- Yéu cau bénh nhan md& miéng, dua IuGi ra
phia trudc va ha thdp dé€ 16 rd phan niém mac
miéng vung 1/3 sau mat lung IuGi, ding tam
bong vo trung Rayon vira cha xat vira phai vira
xoay déu dan dau tam bong khoang 7-8 gidy
tuong ducng 10 [an cha xat dé thu thép t& bao
bam trén niém mac miéng, cho que tam bdng
vao tube chira va ddy kin nép.

- Mau phét niém mac miéng sau khi 1dy dugc
bdo quan ngay & nhiét d6 2 - 8°C trong diéu
kién khd cho dén khi dugc ly trich DNA toan b
(khdng qué 24 gid ké tUr IUc 1dy mau).

2.4. Xét nghlem real-time PCR mau phét
niém mac miéng (01 mau)

Mau phét niém mac miéng dugc ly trich acid
nucleic toan bd, san phadm ly trich dugc dua vao
phan Ung real-time PCR khuéch dai mét doan
dac hiéu dai 249bp tir doan chén IS6110 hién
dién vdi khoang 16-25 copies trén genome cla
Mycobacterium tuberculosis. Cac doan gen dich
dudc phat hién sau moi chu ki nhan Ién trong
phan (rng bang doan do c6 gdn chat phat huynh
quang (Tagman probe).

2.5. Cac xét nghiém dam (03 mau)

- Xét nghiém AFB truc ti€p (2 mau): xét
nghiém dudc thuc hién bang phuong phap
nhudm huynh quang va phat hién AFB dudi kinh
hién vi huynh quang.

- Xét nghiém Xpert MTB/RIF Ultra (1 mau):

167



VIETNAM MEDICAL JOURNAL N°1 - MAY - 2021

xét nghiém dua trén phan ting hemi-nested real-
time PCR vdi doan dich d& xac dinh su’ c6 mat
cla Mycobacterium tuberculosis la doan IS 6110
va doan IS 1081.

2.6. Quan ly va xir ly s6 liéu. Nhap dir liéu
trén phan mém Excel. Xr ly thong ké dir liéu
bang phan mém R (version 3.6.3).

Ill. KET QUA NGHIEN CU'U

Trong thdi gian tUr thang 2 dén thang 4 nam
2020 tai Khoa Kham va biéu tri ngoai trg, Bénh
vién Pham Ngoc Thach, Thanh phd H6 Chi Minh,
chung t6i thu nhan va phan tich 85 truGng hdp
trong nghién ctru nay.

3.1. Pic diém dan s6 nghién ciru. Pd tudi
trung binh cGa dan s6 nghién cu 1a 44,9 tudi (£
16,4), thap nhat la 19 va cao nhat la 80. Vé
nghé nghiép, nghé tu do cd ti 1€ cao nhat vdi
38,8%, k€& dén la nhom nghé c6ng nhan va nong
dan, moi nhdm chiém khoéng 20% (21,2% va
17 6%), nhdm nhan vién, sinh vién va nhém
nghé khac moi nhdm chiém khoang 10% con lai.

Dua vao két qua xét nghiém Xpert MTB mau
dam c6 43 bénh nhan dugc chan doén xac dinh
mac lao phdi, ti 1& 50,6% (43/85).

3.2. Gia tri phat hién DNA Mycobacterium
tuberculosis trong mau phét niém mac

miéng trong chan doan lao phdi

3.2.1. Ti Ié phat hién chung. Trong tdng
sd 85 trudng hop nghi ngd mac lao phdi ching
t6i xac dinh dugc 32 trudng hgp (31,8%) duadng
tinh v&i xét nghiém real-time PCR phat hién DNA
vi khuén lao trong mau phét niém mac miéng.

3.2.2. Gia tri d6 nhay, do dac hiéu, gia
tri tién doan ducng va gia tri tién doan am
so vGi mau dam. Ching t6i sir dung két qua
xét nghiém Xpert MTB mau dam lam tiéu chuén
chan doan va xac dinh cac dd nhay, d dac hiéu,
gia tri tién doan dudng va gia tri tién doan am
cla mau phét niém mac miéng lan lugt la
74,4%, 100%, 100% va 79,2% (Bang 1).

Bang 1. So sanh két qua xét nghiém
real-time PCR mau phét niém mac miéng
va két qua xét nghiém Xpert MTB mau dam
(n=85)

Két qua Xpert MTB
D:li‘gng Am tinh
(n=43) | ("=42)
Real-time |Duang tinh 3 0
PCR phét (n=32)
niém mac Am tinh
miéng (n=53) 11 42

3.2.3. Gia tri cia mau phét niém mac miéng khi bénh nhan khong thé ho khac dam tu

nhién tai thoi diém kham

Bang 2. So sanh két qua xét nghiém mau phét niém mac miéng va mau dam theo cac

phuong phap 15y mau dam ]

L Xpert MTB (n=85) Phét nle(e'rr:rgsa)c mieng
Phuang phap lay mau dam Ducng tinh Am tinh Ducng tinh Am tinh
(n=43) (n=42) (n=32) (n=53)

Lay dam kich thich (n=27) 14 13 10 17

Lay dam tu nhién (n=58) 29 29 22 36

Trong budi khdm (n=36) 17 19 13 23

Nhan lo chra dam vé va nop sau
(ne22) 12 10 9 13

Xét cac trudng hagp khdng thé I8y dudc mau
dam tai thdi diém kham, cd 27 trudng hop dugc
chi dinh phun khi dung d€& 18y dam kich thich.
Két qua cé 14 trudng hgp duong tinh voi xét
nghiém Xpert MTB mau dam, trong s6 14 trudng
hgp d6 mau phét niém mac miéng cling da phat
hién dugc 10 trudng hop (71,4%). Bén canh do
cling c6 22 trudng hdp mang lo chfa dam dé ho
khac tai nha va ndp lai sau. K& qua co 12
trudng hop dudng tinh véi xét nghiém mau dam,
va mau phét niém mac miéng phat hién dugc 9
trudng hop (75%).

3.3. Phan tich mot s6 yéu to lién quan

168

dén sy am tinh gia cia mau phét niém mac
miéng so véi xét nghiém Xpert MTB. Trong
43 bénh nhan co két qua Xpert MTB duang tinh,
6 11 trudng hgp khdng phat hién DNA vi khuan
lao trong mau niém mac miéng (dm tinh gid) va
phat hién dugc 32 trudng hgp con lai (ducng
tinh that). Két qué danh gia mdi lién quan dén
sy am tinh gia cla mau phet niém mac mleng
3.3.1. Mat dd vi khuan trong mau dam.
Sy anh hu‘dng mat do vi khuan trong mau dam
dén sy am tinh gid cla mau phét niém mac
miéng dugc danh gia thong qua két qua AFB
truc ti€p mau dam, vi & bénh nhan cé mat do vi
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khudn thdp thudng bi€u hién & két qua xét
nghiém AFB am tinh.

Ty & am tinh gia & nhdom bénh nhan cé két
qua AFB am tinh la 87,5% (7/8) va & nhom co it
nhat mét mau dam AFB duadng tinh la 11,4%
(4/35) (Bang 3), su khac biét nay cé y nghia
thng k& véi P<0,001 qua phép ki€m Chi binh phugang.

Bang 3. Phan bo két qua xét mau phét
niém mac miéng theo két qua nhudém soi
AFB truc tiép cua nhom bénh nhdan mac lao.

Nhom bénh nhan cé két
qua Xpert duong tinh
(n=43)
Mau phét Mau phét niém
niém mac mac miéng
miéng am dugng tinh
tinh (n=11) (n=32)
AFB am tinh v 1
(n=8)
AFB dudng
tinh (n=35) 4 31

3.3.2. Yéu t6 an udng trudc khi 1ay mau
va bénh ly dai thao dudng

Trong nghién ctu nay chdng téi loai ra nhitng
bénh nhan da &n udng, vé sinh rdng miéng trong
vong 30 phut trudc khi I3y mau, & nhitng bénh
nhan dugc thu dung vao nghién cltu ching toi
ghi nhan thdi gian an udng cach ldc 1ay mau dao
dong tir 45 phat cho dén 180 phat. Ngoai ra yéu
t6 dang diéu tri bénh ly dai thdo dudng (lam
thay doi niém mac miéng, giam tiét nudc bot
khi€n niém mac miéng nhay cam han [7]) ciing
dugc ghi nhan (Bang 4). B

Ty 1€ @m tinh gia cia mau phét niém mac
miéng & nhodm bénh nhan cé dn udng trudc khi
ldy mau la 57,1% (8/14) va  nhdm bénh nhan
khéng an udng trudc khi 1dy mau la 10,3%
(3/29), su khac biét nay co y nghia théng ké vdi
P=0,003. Ty lé nay & nhom bénh nhan dang
diéu tri dai thdo dudng va nhom khong diéu tri
dai thao dudng lan Iugt la 33,3% (2/6) va
24,3% (9/37), su’ khac biét nay khong cd y nghia
théng ké véi P x8p xi 1,000 qua phép kiém Chi
binh phuong.

Bang 4. Banh gia su’ anh huong cua yéu
té'an, uéng truodc khi Idy mau va dang diéu
tri ddi thao duong dén két qua 4m tinh gia
ctia mau phét niém mac miéng.

Nhom bénh nhan cé két
qua Xpert ducng tinh

(n=43)
Mau phét | Mau phét
niém mac | niém mac

miéng am | miéng duong
tinh (n=11)| tinh (n=32)
Bénh | Cé (n=6) 2 4
nhan
dang N
didu tri ('rfrjog% 9 28
dai thdo| V'
dudng
An u6ng|Co (n=14 8 6
trude khi  Khong
Gy mau| (n=29) 3 26
IV. BAN LUAN

Vé dic diém dén s6 hoc ching toi nhan thady
su’ phan b8 vé dd tudi va gi6i tinh cua dan sd
trong nghién cru nay cé su tuang déng vdi bao
cao ctia WHO nam 2019 vé tinh hinh bénh lao tai
Viét Nam. V& cac déc diém lam sang trong dan
sO nghién cru cla chdng toi tugng dong véi mot
s6 nghién cltu tuong tu [2], [8].

Trong nghién cftu clia ching t6i d6 nhay cua
xét nghiém phat hién DNA trong mau niém mac
miéng khi so sanh véi két qua xét nghiém Xpert
MTB mau dam la 74,4% thap han so véi nghién
cfu cia Wood va cs (2015) [6] cho do nhay dat
90% trén nhém 20 bénh nhan (18/20) da dugc
chén doan xac dinh véi xét nghiém Xpert MTB
mau dam dudng tinh. V& mdt phuong phap,
chung t6i 1dy 1 mau phét niém mac miéng duy
nhét tai thGi diém bénh nhan nghi lao dén kham,
tac gia trén thu thap 3 mau phét niém mac
miéng & cac ngay khac nhau, khi bat ki mau
phét niém mac miéng ducng tinh thi dugc xac
dinh la dugng tinh. Néu chi xét 1 mau phét niém
mac miéng dau tién cla moi bénh nhan trong
nghién clu trén thi ti Ié phat hién cia nghién
clu trén la khodng 60% (12/20). V& mat ky
thuét xét nghiém, tiéu chun so sanh cuta ching
t6i la xét nghiém Xpert MTB thé hé mdi nhat
(Xpert MTB/RIF Ultra) véGi do nhay dudc cai thién
dang ké va dugc ap dung cho nhém bénh nhén
nghi ngd mac lao phdi so vdi ki thut Xpert MTB
thé hé dau tién ma tac gia Wood da sir dung dé
chon nhitng nguGi c6 mau dam ducng tinh va
sau doé 1dy mau phét niém mac miéng cho
nghién ctu, cé thé do nhitng su khac biét nay
nén trong nghién clfu cla ching t6i bao goém ca
nhitng bénh nhan ¢4 méat dd vi khuin thap va
rat thap.

Luabeya va cs (2020) [2] vGi thiét ké nghién
clru cat ngang tuong tu nghién cltu cta ching
ti trén d6i tugng bénh nhan nghi ngd méc lao
phéi. Mau phét niém mac miéng cling dudc thuc
hién xét nghiém real-time PCR sr dung cap moi
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dac hiéu cho doan chén IS 6110 cla vi khuan
lao. Ké&t qua do nhay cla mau niém mac miéng
khi so sanh vai két qua xét nghlem Xpert MTB la
79,6% (39/49) cho miu ngay 1 va 85,7%
(42/49) cho ngay 2, khi sir dung két hgp ca 2
mau thi do nhay téng Ién dén 91,8% (45/49).
bdc biét, trong nghién cliu trén tac gia huéng
dan bénh nhan khéng an udng trudc khi ldy mau
& ngay th(r 2, diéu dd cd thé da lam tdng dd
nhay trong nghién citu. Nhu' vay néu xac dinh
trén 1 mau ngay dau tién cla tac gia Luabeya va
cs thi két qua nghién clu cla chdng t6i cling cé
su’ tuong dong vdi tac gia.

Tac gia Wood [6] ciling danh gia vé su am
tinh gid cta mau phét niém mac miéng, tac gia
nhan thdy co lién quan dén viéc dang méc va
diéu tri dai thao dudng (ca 2 trudng hgp am tinh
gid cia mau phét niém mac miéng déu dang
mac va diéu tri dai thao dutng) (P=0,013), yéu
td mat dd vi khudn thdp cling dugc danh gia
thdng qua so sanh ty Ié am tinh gid & nhém c6
két qua nhudm AFB truc ti€p dugng tinh va am
tinh (dai dién cho nhom cd mat dd vi khudn
thap), tac gid ghi nhan khong cé méi tuang quan
gilta sy am tinh cua xét nghiém AFB truc ti€p va
su’ am tinh gid cta mau phét niém mac miéng
(P=0,25). Trong nghién ctu cta ching t6i ghi
nhan khéng cé su lién quan dén tinh trang dang
mac va diéu tri dai thdo dudng véi sy am tinh
gid cla mau phét niém mac miéng. Boi vGi anh
hugng clia mat dd vi khudn ching téi ghi nhan
¢ méi tuong quan gilta méat dd vi khuén thap va
sy am tinh gia, diéu nay khoéng tugng dong vdi
tac gia Wood nhung lai phu hgp véi két qua
nghién clu clia Lima va cs (2020) [8] khi cho
thay do nhay clia xét nghiém phéat hién vi khudn
lao trong mau phét niém mac mleng giam dan
theo méat dd cua vi khuén trong mau dam tuang
Ung. Trong nghién clu clia chdng t6i cling ghl
nhan sy anh hudng cta yéu t6 bénh nhan cé an
udng trudc khi Iay mau phet niém mac mleng
dén sy am tinh gia, diéu nay cling phu hgp véi
gia thuyet Vé su giam do nhay khi mat do vi
khuén glam xubng do viéc dn ubng trudc doé
cung c6 thé dan dén gidm mat dd vi khudn &
niém mac miéng cla bénh nhan.

Nghién cru cta chdng t6i cho thay tinh kha
thi cia viéc phat hién DNA vi khudn lao trong
mau phét niém mac miéng. B6 nhay clia mau
phét niém mac miéng trong nghién cltu nay so
vGi mau dam con tugng dai thap, tuy nhién con
nhiéu diém trong nghién clru nay cé thé cai thién
thém kha ndng phat hién vi khuin nhu ting s6
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mau phet niém mac m|eng Chuén hda khau l1ay
mau va Iay mau sém dé tranh cac hoat dong
nhu an udng, vé sinh rang miéng lam giam mat
do vi khuén.

Nghlen clru cdia chdng ti con mét s6 han ché
nhu s6 lugng mau chua Ién va chi thuc hién trén
déi tugng la ngudi trudng thanh trong khi viéc
nghién ciu trén mot s6 dbi tugng gap khoé khan
trong viéc ho, khac dam hoac cé mat do vi
khuan thdp nhu tré nho, ngudi gia suy kiét,
ngudi nhiem HIV/AIDS ciing thuc su can thiét.

V. KET LUAN

Két qua nghlen ctu cho thay ¢ thé phat hién
DNA vi khudn lao trong mau phét niém mac
miéng bang ky thuat sinh hoc phan tir va cho
thay tiém nang d€ c6 thé str dung nhu mdt mau
bénh pham mdi d€ bb sung cho mau bénh pham
dam dé ting ty 1& xac dinh bang chirng vi khuan
hoc mot cach khong xam lan va kip thdi.
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