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Gen Xpert 1a ky thuat sinh hoc phan tir dwoc td chire y té thé gi¢i ( TCYTTG) khuyén cdo st dung chan
doan lao cho nhirng ngwdi nhiém HIV. Nghién ctru duoc tién hanh nham danh gia do nhay, dac hiéu cla
cac triéu chirng lam sang, can 1am sang va xét nghiém Gen Xpert trong ch&n doan lao phdi AFB (-) & ngudi
¢6 HIV. Nghién clru cit ngang mo ta dwoc thuc hién trén 75 trudng hop dwgc chan doan lao AFB (-) &
ngwdi nhiém HIV, so sanh cac triéu chirng 1am sang, can lam sang, Xpert trong chan doan lao, chan doan
khang Rifampicin so v&i tiéu chudn “ vang” 1a nudi cdy MGIT va khang sinh dd trén méi trueorng dac. Do
nhay (Se), dac hiéu (Sp) triéu chirng ho bt ct khi nao 85,1%; 83,3%, sdt bat cir khi nao 88,7%;83,3%.
Do nhay cua Xpert dat 62,2% , d6 dac hiéu 52% gia tri dw doan dwong tinh 70% . D6 nhay xac dinh khang
Rifampicin 100%, d6 dac hiéu 97,5%. CAc triéu chirng 1am sang nghi nge lao & ngwoi ¢é nhigm HIV dwoc
st dung hién nay van co gia tri trong chan doan lao. Do nhay, d6 dac hiéu ctia Gen Xpert MTB/RIF béng
véi dd nhay, dé dac hiéu ctia nudi cdy mai trwdng 16ng & nhivng bénh phdm dom khong tim thay vi khuan

bang nhudém soi truc tiép.

T khoéa: Lao AFB (-), HIV, Gen Xpert MTB

I. PAT VAN PE

Theo T chirc Y té Thé giéi (TCYTTG) nim
2010, udc tinh Viét Nam ding thtr 12 trong 22
nude cd ganh ning bénh lao cao trén toan cau
. Sb ghi nhan HIV ¢ mirc d6 trung binh 216.254
truong hop. T vong chinh ctia HIV 1a do lao, udc
tinh 2100 ca [1]. Chan doén lao ph6i AFB(-) c6 HIV
chu yéu van dya vao tién st, triéu chtrng 1am
sang, triéu chung can lam sang va xét nghiém
dom. GeneXpert MTB/RIF la mot ky thuat
mang tinh dot pha tich hop cua 3 cong nghé
(tach gien, nhan gien va nhan biét gien) c6 do
nhdy d¢ dac hiéu rat cao, duoc khuyén cao boi
TCYTTG [2-5] cho chén doan lao & dbi tuong
nhiém HIV. Van cin nghién ctru xac dinh gié tri
chan doan cua k¥ thuat nay & nhitng nudc co ty
1€ lao, HIV cao nhu ¢ Viét Nam.

Nghién ctru duoc thuc hién nhim xac dinh

triéu chirng, nhoém triéu ching lam sang, cén
1am sang c6 gia tri trong tiép can chan doan lao
phdi AFB (-) & nguoi nhiém HIV. Dong thoi
xac dinh gia tri ciia xét nghiém Genne Xpert
MTB/RIF trong chan doan lao phdi trén nhimng
d6i tugng nay.

II. PHUONG PHAP NGHIEN CUU

Nghién ciru mé ta cit ngang dugc tién hanh
tur thang 5/2013 toi thang 12/2013 tai nhiing co
séy té co du diéu kién vé co so vat chit, trang
thiét bi, nhan lyc va da c6 kinh nghiém trong
cac nghién ctru c¢d so, hop tac qudc té nhu;
Bénh vién Phdi trung uvong, Bénh vién Phdi Ha
Noi, Bénh vién 09 Ha N¢i, Bénh vién 74 Trung
uong, Khoa truyén nhiém Bénh vién Bach Mai.

Xac dinh mdt so triéu chirng 1am sang, can
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1am sang co gia tri trong goi y chan doan lao
phdi & ngudi nhidém HIV va kha ning phat hién
vi khuén lao, khang Rifampicin cuia Gene Xpert
TB so v&i phuong phap chuan 1a nudi cay trén
mdi truong long MGIT, khang sinh d6 trén moi
truong dic

Dbi tugng nghién ciru 1 nhimg bénh nhan
c¢6 HIV duge chan doan lao phdi AFB (-), diéu
trj thude lao dudi 3 ngay sé duoc 1y dom lam
x¢ét nghiém Genne Xpert va xét nghiém nuoi
cdy trén moi truong long (MGIT) tim vi khudn
lao.

Tiéu chuén lya chon ca lao phoi AFB (-) c6
HIV vao nghién ctru:

* Nguoi c6 HIV c6 dau hiéu nghi lao va co
nhiing ti€u chuan sau:

« Xét nghiém bang phuong phéap soi dom
truc tiép khong tim thay vi khuan lao & > 2 tiéu
ban dom

« Diéu tri khang sinh pho rong khong thuyén
giam,

« C6 hinh anh Xquang phoi nghi lao (va)

« Bac si chuyén khoa quyét dinh 13 lao phoi
AFB (-).

Tiéu chuén loai trir lao phdi AFB(-) c6 HIV
khéi nghién ctru

« Khong dong ¥ tham gia nghién ciru
« C6 thoi gian diéu tri thudc lao trén 3 ngay

« Nguoi nhiém HIV ¢6 tinh trang ning bao
gdm céc triéu chimg nhu[6-7]:

o Tho> 30 lan/phut

o Sét > 39 do

o Mach > 120 lan

o Khong tu di lai duoc

Mau dugce chon theo phwong phap thuin
tién, khong xéc suat tat ca nhitng bénh nhan du
tiéu chuan tham gia nghién ctru déu duoc thu
thap thong tin va dua vao nghién cuu .

C& mau: 4p dung c& mau dung cho nghién
ctru cat ngang d€ udce lugng ti 1€ trong quan the:

[Z, ) p(1-p)
(p.d)’

o 12 ngudng y nghia, chon o bang 0,05 ==>
Z(1-0a/2) =196.

P 1a ty 1¢ nuoi cdy dom duong tinh tir nhiing
bénh phim soi truc tiép 4m tinh tir cac nghién
ctru trude. O 1 hé sé diéu chinh cho khoang sai
léch mong muén giira p trong mau va ti 1& nay
that trong quan thé ( lay gia tri 0,1).

Trong nghién ctru nay gia tri p dugc tinh 1a;
0,68 [8-9]

Thay vao cong thirc ¢6 sd dbi twong cho
nhém lao c¢6 HIV can toi thi€u la 70 bénh nhan.

Phuong phap tinh Cac gia tri do nhay (Se),
dd dac hiéu (Sp)

Két qua duoc xtr Iy bang toan théng ké y
hoc phan mém SPSS 16.0

S6 duong tinh that

Se = z =
S6 duong tinh that + Am tinh gia
Sp = Sb dwong tinh that
P~ 75§ duong tinh that + Am tinh gia
Trong d6: - Duong tinh that: Khi Xpert

MTB/RIF (+), MGIT(+)

- Duong tinh gia: Khi Xpert MTB/RIF (+),
MGIT(-)

- Am tinh that: Khi Xpert MTB/RIF (),
MGIT(-)

- Am tinh gia: Khi Xpert MTB/RIF (-),
MGIT(-)

III. KET QUA

3.1 Pic diém chung va yéu td nguy co &
bénh nhan
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Bang 1. Dac diém chung, yéu t6 nguy co

Dic diém chung (75 bénh nhan) Téng sé (n)(%)

Tudi trung binh 34,6 + 15,7
Nhom tudi (19-39t) 59 (78,7)
Nam 48(64,0)
BMI < 18,5 ( Gay) 35(46,7)
Trinh d6 hoc van cép 2 38(50,7)
Nghé nhiép: lao ddng tw do 33(44,0)
Khéng rd dwdng lay nhiém 30(40,0)

C6 du phong ARV 25(33,3)

C6 du phong INH 5(6,6)

Nghién ciru cho thay tudi trung binh trong 18,5 chiém 46,7%
nghién ctru 14 34,6+15,7 tudi, Itra tudi tir 19 -39
chiém 78,7%. Gisi nam 64%, gap 1,8 lan so 3.2 Pdc diém 1am sang Lao phdi AFB (-)
v6i nit. SO trudng hop co chi sé khéi co thé< nhiém HIV

Bang 2. Lam sang, xét nghiém & nhitng bénh nhan lao phéi AFB(-)/HIV

Dic diém S6 trwong hop ( n) (n/75%)
Sét nhe vé chiéu 35 (46,7)
Khoéng sbt 30(40,0)
Ho dom 15(20,0)
Ho khan 31(41,3)
Khéng ho 24(32,0)
Khoéng phat hién triéu ching thwc thé tai phdi 48(64,0)
Hgb ( g/dI) 8.5 3,6
Hematocrit ( %) 42.12 +13,5
Bach cau trung tinh (G/l) 5,8 4,3
Bach cau lympho (G/1) 1,7 £1,3
Protein huyét thanh 54,1 21,8
CD4<200/mm3 123,2 + 68,3
CD4> 200/ mm?3 317,6 £ 1847
Tén thwong nét, tham nhiém 41(54,7)
Ton thwong hang, xo 11(14,7)
Tén thwong do 1 31(41,3)
Tén thwong dé 2 27(36)
Tén thwong thiy dudi 31(41,3)

Tap chi Y hoc du phong, Tap XXV, S6 10 (170) 2015 89



Pic diém 1am sang trén bénh nhan Lao phdi
AFB (-) nhiém HIV duoc xac dinh nhu sét nhe vé
chiéu: 46,6%, khong sot: 40%, 32% bénh nhan
khong c6 triéu chiing ho khac, ho khan 41,3%,
64% khong phat hién thiy ton thuong thuc thé
gi trén 1am sang, s6 CD4<200/mm’ trung binh

123,2. Ton thuong nét, thim nhiém 54,7%. Ton
thuong d6 1 41,3%. Ton thuong thuy dudi 41,3%.

3.2 D) nhiy, do diic hiéu cia mét sb triéu
chirng 1am sang nhirng truomg hop lao phoi
AFB (-) nudi ciy vi khuin lao MGIT (+)

Bang 3. Do nhay, do dic hiéu, gia tri dw doan dwong tinh am tinh mét sé triéu chirng 1am sang

trong chan doan lao phbi AFB (-) so v&i xét nghiém MGIT

S6 trwong Do nhay Do dac Giatridwdoan  Gia tri dw doan
hop (n/45)% ( Se) hiéu (Sp) dwong tinh (PPV) am tinh ( NPV)
n % % % %
Ho bét ctv khi nao 40( 88,8) 85,1 83,3 88,9 78,2
Ho >2 tuan 11(25) 42.2 50,4 59,2 61,2
Ho cé dom 15(24) 67,3 74,2 69,2 75,6
Ho mau 5(15) 35,9 67,4 60,7 67,4
Sét bét ct khi nao 42 (88,8) 88.7 83,3 91,67 78,2
Va mbd héi vé dém 33(73,3) 65,4 75,4 77,8 80,8
Sut can > 10% 24(53,3) 45,8 55,3 60,7 63,2
Ho, s6t bét cv khi nao + Bét
X 35(77,8) 77,8 80,0 87,5 66,6
thwdng Xquang
Ho sét bét cir khi nao+
30(66,7) 66,7 80,8 85,7 57,1
CD4< 200
Ho sbt bat ct khi nao+Bét
27(60) 60,0 88,0 90,0 55,0

thwong Xquang+CD4<200

Do nhay cua triéu chung ho, sbt vao bat
ky thoi diém nao co gia tri cao nhat 85,1% va
88,7%, d¢ dac hiéu lan luot 1a 83,3% va 83,3%.
Ho s6t bat ctr khi nao va c¢6 bt thuong trén
Xquang c6 d6 nhay 77,8%. Ho sbt bét ctr khi

nao, CD4< 200 va bt thuong Xquang co do
nhay 60%

3.3 D¢ nhay, do dac hi€u, gia tri du doan duong
tinh, gia tri dw do4n Am tinh cia xét nghiém

Bang 4. Gia tri xét nghiém Gen Xpert MTB/RIF chan doan tinh trang khang Rifampicin

so v&i phwong phap xac dinh nhay cam thudc trén moi trwdong dic

Do nhay % Do dac hiéu Gia tri dw doan Gia tri dw doan am
Se(Cl) Sp (Cl) dwong tinh tinh
Xpert MTB (+ 62,2( 46,5-76,2) 52 (31,1-72,2) 70 (53,4 -83,4) 43,3 (25,4 -62,5)
Xpert MTB ( +)/
RIF (+) 100(39,7 -100) 97,5(86,8 -99,4) 80 (28,3-99,4) 100(90,9-100)
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Do nhay, dac hiéu cua xét nghiém Xpert
MTB/RIF trong chan doan lao dat 62,2 % va
52%. D6 nhdy, dic hiéu trong chin doan lao
khéang Rifampicin la 100% va 97,5%.

IV. BAN LUAN

4.1 Pic diém chung bénh nhin lao phéi
AFB(-) nhiém HIV

Do tudi trung binh 1a 34,6+15,7, lta tudi
tir 19 -39 chiém 78,7%, gi6i tinh nam 64%,
gép 1,8 14n so véi ntr, trinh d6 hoc van ca‘ip I
chiém 50,7%, nghé tu do 44%, chi sb khdi co
thé BMI < 18,5% chiém 46,7% két qua nay
phi hop véi mot sb nghién ciru

Ty 1€ bénh nhan duoc du phong ARV la
(25/75) 33,3% , thoi gian du phong ARV trung
binh 7,5+4,7 thang, (5/75) 6,6% thoi gian du
phong INH trung binh 1,3+1,1 thang, thoi gian
du phong ngin trong ngién ciru nay cé thé do
mot s6 déng ké cac truong hop dugc phat hién
dong thoi lao va HIV tai thoi diém nghién ciru.

4.2 Pic diém triéu chirng 1am sang, cin 1am
sang lao phéi AFB (-) nhiém HIV

Trong nghién ctru nay ( Bang 2), tri¢u ching
sot vé chiéu 46,0%, khong sot 40,0%, ho dom
20%, ho khan 41,3%, khong ho 32%. khong
phat hién triéu ching thuc thé tai phdi 64%.
Luu Thi Lién (2007) nghién ctru 110 truong hop
lao c6 nhiém HIV, thay ty 1¢ sot kéo dai 95,4%,
gly sat can > 10% trong lugng co thé 89,09%,
ho khac kéo dai 79,09%, kho thd 43,63%, dau
nguc 59,09%, phéi corales 66,36%, hach ngoai
bién 58,18%, tiéu chay kéo dai 26,36%, cac diu
hi¢u khac 37,27%[10]. Cac gia tri xét nghiém
khac vd: CD4 trung binh dat 273,5 + 124 mm?,
nhom CD4< 200/mm?® gia tri trung binh 123,2
+ 68,3, nhom CD4 >200/mm’1a 317,6 + 184,7.
Céc gia tri nhu: sé lugng hong cau 3,9 +2,5(
T/1), Hgb: 8,5 +3,6 (g/dl), bach cau trung tinh
5,8 £4,3(G/1), bach cau lymphol,7 £1,3 (G/l)
déu & gidi han thap, két qua nay ciing phu hop
v6i nhan dinh ctia nhiéu tac gia [10-11].

Nguyén Thé Anh (2011), nhan xét ton
thuong lao trén phim Xquang phdi & nguoi
nhiém HIV, thAm nhidm 64,7%, tén thuong
hang 33,3%. Nguyén Puc Tho ( 2006), ton
thuong co ban Xquang lao phéi: ndt 81,1 %,
thAm nhiém 66,7%, hang 27,8%, x0 5,6%, ton
thuong lan téa ca phdi chiém 40%[9]. Luu
Thi Lién ( 2007) nhan xét ton thuong Xquang
nguc vung cao 46,73%, vung thép 53,27%, ton
thuong trung binh va rdng 66,31% [10]. Tac
gia Post F.A ( 1995 ) nhan xét ton thuong tham
nhiém dinh phdi gap & giai doan sdm ctia bénh
nhan nhiém HIV v&i s6 luong trung binh CD4 14
389/ml va c6 gia tri du doan duong tinh (PPV)
78% khi bénh nhan c6 sé t& bao CD4 > 200/
mm3. Khi s6 lugng CD4 thap < 200/mm3 hay
gdp cac ton thuong nhu tran dich mang phoi,
bat thuong hach trung that, thim nhiém thiy
dudi, ludi nét hodc ton thuong ké [12]. Trong
nghién ctru ndy ( Bang 3 ), ton thuong nét, tham
nhiém 54,7%, ton thuong hang, xo 14,7%, ton
thwong mirc d6 1 41,3%, ton thuong thuy dudi
41,3%, két qua nay phu hop voi mot s nghién
clru trong va ngoai nudc néu trén [9,10,13,14]

4.3 P) nhiy, do dic hiéu cia mdt sb triéu
chitng 1am sang, cin lam sang trong chin
doin lao phoi AFB (-) so v6i nudi ciy vi
khuin lao bang phwong phip MGIT

4.3.1 Bo nhdy, do dac hiéu cua mot s triéu
chung lam sang:

Ho, sot vao bat ky thoi diém nao co do
nhay cao nhat lan luot 1a 85,1% va 88,7%, do
dac hiéu 83,3% va 83,3%. Ho ra mau d nhay
35,9%, sut can > 10% d0 nhay 45,8%. Ho trén
2 tuan c6 do nhay 42,2%, do dac hiéu 50,4%,
day la triéu chung thuong dugc sir dung trong
thuc hanh dé sang loc nghi ngd tridu ching lao
phéi, tuy nhién voi do nhdy thip nhu tir nghién
clru ndy co thé thiy rang viéc chi sir dung triéu
chimg nay s& khong du chinh xac dé chan doan
nhitng truong hop c6 bénh lao ¢ ngudi nhiém
HIV. Khi két hop triéu ching ho, st bat ky
v6i mot hinh anh bat thuong trén Xquang, do
nhay va do dac hiéu lan luot 1a 77,8% va 80%.
Khi két hop bat ky triéu chig ho-sbt véi bat
thudng trén Xquang va muc té bao CD4<
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200 d6 nhay, do dic hiéu lan 1an lugt 14 60,0%,
88,0%. Nhu vay viéc két hop triéu ching ho-
sot bat ky di kém véi mot xét nghiém Xquang,
hoic CD4 khong lam ting do nhdy cua chan
doan lao phoi AFB(-) & nguoi nhiém HIV.

4.3.2 Do nhdy, do ddc hiéu cua xét nghiém
Xpert MTB/RIF trong chan dodn lao phéi
AFB(-) o nguoi nhiem HIV

Annelies (2013 ) tong hop tir 24 nghién ciru
cho ty 1& d6 nhay chung nhom soi 4m, nudi ciy
duong tinh 68% [14]. Cap nhat sir dung Xpert
2013 tir t& chirc y té thé gidi, phan tich tong
hop 24 nghién ctru (33 trung tam nghién cuu
v6i 7247 nguoi tham gia) thiy Xpert c6 doi
nhay trong nhom lao phdi soi 4m tinh, nudi cdy
duong tinh tr 43% td1 100%, d6 dac hiéu t
86% to1 100% [15]. Trong nghién ctru nay do
nhdy cua Xpert dat 62,2% d¢ dac hiéu dat 52%
gi4 tri du doan duong tinh dat 70% két qua nay
phil hop véi nhitng nghién ctru v& gia trj cua
Xpert trén cung dbi twong nghién ctru 1 ngudi
nhiém HIV soi dom am tinh. Nhu vay gid tri
ctia Xpert trong chan doan lao phéi soi dom am
tinh & nguoi nhiém HIV 1a chua cao.

4'3t3 D¢ nhay, do dac hiéu cia Xpert MTB/RIF
chan doan khang Rifampicin

Do nhdy xac dinh khang Rifampicin dat
100%, do dac hi¢u dat 97,5%, gia tri du doan
duong tinh 80% gia tri dg doan am tinh 100%,
két qua nay phu hop véi cac nghién ctru trén
thé gidi, voi gia tri du doan 4m tinh cao c6 thé
giup loai trr nguy co khang Rifampicin, hay
no6i cach khac 1a nguy co khang da thudc trén
lam sang. Nghién ctu trén 131 bénh nhan co
HIV, CD4 trung binh 154.5 té bao/l mm3, c6
45(34,4%) c6 lao, 14 trong s6 nay (31.1%) soi
dom am tinh. Phat hién khang Rifampicin, do
nhdy ctua Xpert MTB/RIF 100% ( 6/6); d0 dac
hiéu 91% ( 30/33) ; ty 1€ du doan duong tinh
66.7% ( CI 35.4-87.9) (6/9) va gia tri du doan
am tinh 100% ( CI 88.7-100) ( 30/30) [15].

V. KET LUAN

Céc triéu ching 1am sang di duoc khuyén

c40; ho bat ct khi ndo, sdt, vd md hoi trom, sut
can van 13 nhiing triéu chimg cé gia tri trong
dinh hudng chan doan lao phdi & ngudi nhidm
HIV. Xét nghiém GenXpert tim vi khudn lao
c6 d6 nhay dat mic tuong duong voi xét ng-
hiém nudi cdy dom tim vi khuan lao trong méi
truong long & nhimg bénh nhan dugc chin
doan lao khong tim thdy dom trong vi khuan
bang soi truc tiép.
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CLINICAL, LABORATORY TEST AND THE ROLE OF GENE XPERT/MTB RIF
IN DIAGNOSING PULMONARY TUBERCULOSIS AFB (-) IN PATIENT CO-IN-

FECTED WITH HIV

Nguyen Kim Cuong', Pinh Ngoc Sy?, Nguyen Viet Nhung?

'Hanoi Medical University
*National Lung Hospital, Hanoi

Gen Xpert MTB/RIF, a fully automated real
time hemi-nested PCR system implementing
molecular beacon technology for the diagnosis of
pulmonary TB infection, Xpert test is endorsed by
WHO as the fist line fast diagnostic test in HIV-
infected patients. The aim of the study is to validate
the sensitivity, specificity of symptoms, laboratory
test and Xpert MTB/RIF in smear negative
pulmonary tuberculosis diagnose in patient living
with HIV. A cross-sectional study was conducted on
75 smear negative pulmonary tuberculosis in HIV
infected patients. In comparison with a reference
standard consisting of combination of liquid culture
and phenotyping susceptibility test, and overall

sensitivity and specificity of 85,1% and 83,3% for
fever at any time, 88,7% and 83,3% for cough at
any time. The sensitivity and specificity for Xpert
in diagnose 62,2% and 52%, respectively. The
sensitive and specificity of Rifampicin resistance
is 100%, 97,5%. The current suspected TB sign
and symtoms for patient co-infected with HIV
is still usefull to diagnosis TB. The sensitive
and specificity of Xpert MTB/RIF is similar
with the sensitivity and specificity of liquid
culuture in patient with sputum smear negative.
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