TAP CHI NGHIEN ClPU Y HOC

NGHIEN CU'U GIA TRI CUA XET NGHIEM XPERT MTB/RIF ULTRA
DOM O NGU'O'l BENH NGHI LAO CO HAI MAU XET NGHIEM
SOI POM TRU'C TIEP AFB (-)

Nguyén Kim Cwong'?™, Nguyén Huy Hoang?

"Khoa Lao hé hép, Bénh vién Phéi Trung wong
2B6 mén Lao va bénh phéi, Pai hoc Y Ha Noi

Nhiing truong hop ¢é hai madu dom &m tinh chén doén lao phéi AFB (-) chiém khodng 23% céc truong
hop chan doén lao phéi. Sé lvong nay cé xu huéng tdng dan do viéc phét hién bénh lao sém va diéu tri hiéu
qua. Xét nghiém Xpert MBT/RIF Ultra Ia thé hé xét nghiém Xpert MTB thir 4, c6 do nhady cao hon. Nghién ctru
nhdm moé t& dac diém Iam sang, can lam sang va xéac dinh gia tri xét nghiém Xpert MTB/RIF Ultra dom trong
chén doan lao phdi & ngudi bénh c6 hai mau dom AFB &m tinh. Nghién clru mé ta cét ngang so sanh duoc
thuc hién trén 201 nguoi bénh nghi lao ¢é hai madu dom AFB am tinh. Nghién ctru cho thay ti 16 nam gidi:
67,7%, nhém tudi 40 - 64 chiém t 1é cao nhat 51,2%, nghé nghiép tw do chiém 39,8%. Ly do vao vién chi yéu
14 ho chiém 60,2%. 49,3% ngudi bénh cé sét chi yéu la sét nhe chiém 77,8%. Trén CLVT nguwc, tén thuong
nét chiém ti Ié cao nhét 62,2%, nhém tén thuong kinh mo trén CLVT nguc c¢6 MGIT (+) cao gép 2,27 lan c6
y nghia théng ké véi p = 0,041. D6 nhay ctua Xpert MTB/RIF Ultra so véi MGIT dom la Se 83,3% (50/60), d6
dac hiéu la Sp 95,7% (135/141), gia tri dw bao duwong tinh PPV la 89,3% (50/56), gia tri dw bao &am tinh la
NPV 93,1% (135/145). D6 nhay ctua Xpert MTB/RIF Ultra dang vét so véi MGIT dom la 30% (3/10), dé déc
hiéu la 91,9% (124/135), gia tri dw bao dwong tinh la 21,4% (3/14), gia tri dw bao am tinh la 94,7% (124/131).
Xét nghiém Xpert MTB/RIF Ultra dom c6 dd nhay, d6 dac hiéu cao trong chén doan lao phéi AFB am tinh.

Tir khéa: Nghi lao, AFB (-), Gen Xpert Ultra, lao phéi, nudi cdy MGIT.
I. DAT VAN PE

Nam 2019, WHO da céng bd bao cao maoi
vé tinh hinh bénh lao toan cau, trong dé wéc
tinh c6 10 triéu nguoi mac bénh lao trén toan
thé gi®¢i nam 2018, trung binh 130 ca méc
m&i trén 100.000 dan. Nam 2018, cé khoang
0,5 triéu ca mac méi khang Rifampicin.' Viét
nam hang nam cé khoang 170.000 truwdng
hop méc lao m&i, trong d6 lao phdi chiém
81%, trong d6 c6 khodng 23% la thé lao phdi
khéng tim thay vi khuan lao trong dom bang
phwong phép soi truc tiép, hay con goi la lao
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phdi AFB (-), ky thuat nay c6 d6 nhay théap.
Ky thuat sinh hoc phan t&¢ nhw Xpert MTB/
RIF Ultra la thé hé xét nghiém thi 4 c6 do
nhady va dac hiéu cao hon so véi Xpert MBT/
RIF, trong két qua ngoai am tinh, dwong tinh,
con c6 dang “vét” (trace). Xpert Ultra cé gioi
han phat hién vi khuan lao t&i 16 cfu/ml thay
vi 114 cfu/ml cda Xpert. Khd nang phat hién
khang Rifampicin ciia Xpert Ultra cling dwgc
cai thién. Bén dau do xac dinh cac dot bién
khang Rifampicin trong vung xac dinh khang
cta gen rpoB s dung biéu d6 néng chay.
Phat hién khang Rifampicin khi cé it nhat 1
dau do khoéng phat hién doan gen cla ching
hoang da. Xét nghiém soi truc tiép AFB bénh
phadm dom can tbi thiéu 10000 cfu/ml dé cho
két qua dwong tinh.
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O Viét Nam, chwa cé nghién ctru nao danh
gia gia tri cia xét nghiém Xpert MTB/RIF Ultra
ddm trong chan doan lao phdi AFB am tinh. Vi
vay, dé tai dwoc thuc hién nham mo ta dac diém
ldm sang, can lam sang va gia tri clia xét nghiém
Xpert MTB/RIF Ultra trong chan doan lao phdi &
nguwdi bénh cé 2 mau dom AFB am tinh.

Il. DOI TWUONG VA PHUONG PHAP

1. Déi twong

Nguwoi bénh nghi lao c6 hai mau dom AFB
am tinh tai Bénh vién Phéi Trung Uong.

Thoi gian nghién ciru

Tw thang 7/2019 - 5/2020.
2. Phwong phap

Phwong phap nghién ctru

M6 ta c&t ngang c6 so sanh.

Tiéu chuén Iwa chon

Nguwoi bénh tudi = 16 tudi co it nhat 2 mau
dom AFB am tinh lay trong ngay dau nhap vién,
c6 triéu chirng lam sang nghi lao hodc/va tén
thwong nghi lao trén Xquang. Mau dodm dwgc
lay va lam dong thoi hai xét nghiém nudi cay
MGIT- BACTEC va Xpert MTB/RIF Ultra dwoc
lay vao ngay thr 2.

Tiéu chuan loai trove

Nguw&i bénh trong tinh trang nang, khéng
dong y tham gia nghién ctru, hoac khéng cung
cap dwoc bénh pham dom du tiéu chuén.

Cé mau

Chon mau theo ki thuat khéng xac xuét véi

mau thuan tién: 201 ngudi bénh da tiéu chuén.
3. X ly sé liéu

Sé lieu dwoc nhap va phan tich trén chuong
trinh SPSS 2020: Tinh cac ti 1&, gia tri trung
binh, twong quan cla cac chi sé Iam sang, can
lam sang, tinh toan dé nhay, do dac hiéu cua
Xpert MTB/RIF Ultra dom lay MGIT lam tiéu
chudn vang s dung hé théng MGIT BACTEC
960 tai Bénh vién Phéi trung wong. Tinh ti 1&
Xpert MTB/RIF ULtra cé khang Rifampicin.
4. Pao dirc nghién ctru

Nghién cru c6é sy xin phép va dwoc sw
ddng y clia Ban Giam Hiéu trwong Dai hoc Y
Ha Noi, Ban Giam Déc Bénh vién Phdi Trung
Uong. Bénh nhan da dwoc giai thich va déng y
nghién ctru. Thoéng tin thu thap dwoc ddm bao
an toan va tinh riéng tw. Nghién ctru gép phan
trong chan doan Lao phdi AFB (-), lao phdi
khang RMP nhanh va chinh xac hon qua dé
gitp diéu tri kip thoi va dang d&n. Nghién ciru
khong lam cham ché ho&c thay dbi chan doan
va diéu tri cia bénh nhan.
ll. KET QUA
1. Pac diém lam sang, can lam sang

Trong sb 201 bénh nhan, ngudi bénh nam
chiém da sb 1a 67,7% (136/201), gap khoang
2,1 1a4n s6 nguwoi bénh ni 1a 32,3% (65/201).
Nhém tudi trén 64 tudi chiém ti 1é thap nhat la
19,9% (40/201), nhém tudi tir 16 dén 39 chiém
28,9% (58/201) va nhém tudi tr 40 dén 64 tudi
chiém ti 1& cao nhat 51,2% (103/201).
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Bang 1. Phan bé cac triéu chirng co ning

Triéu chirng co’ nang S6 lwong Ty lé %
Téng 195 97
Ho khan 45 23,1
Ho ra mau 22 11,3
Ho
Ho cé dom 128 65,6
Ho dudi 2 tuan 70 35,9
Ho trén 2 tuan 125 64,1
Khéng ho 6 3
Téng 99 49,3
Sét nhe (< 38,5) 77 77,8
i Sét trung binh (38,5< T <39) 12 12,1
Sot Sét cao (> 39 d6 C) 10 10,1
S6t vé chiéu, t6i 79 79,8
Sét ca ngay 7 7.1
Khéng s6t 102 50,7
Suat can 75 37,3
Ra mé héi ban dém 18 9,0
Pau ngwc 54 26,8
Kho the 36 17,9
Triéu chirng ho 1a hay gap nhét, chiém 97%, yéu la sbét nhe chiém 77,8%; sbt vé chiéu, tdi
trong do da so la ho kéo dai trén 2 tuan chiem hay gap hon chiém 79,8%, soét that thwong ca

65,1%, ho c6 dom 65,6%, ho khan 23,1%, ho ngay chi chiém 7,1%.
ra mau 11,3%. Sét chiém 49,3%, trong do chd

Bang 2. Phan bé ton thwong co’ ban trén X-quang

X - quang ngwc thang (n = 201) S6 lwong Ty l1é %
C6 tbn thwong 194 96,5
Nbt 139 69,2
Tham nhiém 71 35,3
boéng dac 29 14,4
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X - quang ngwc thang (n = 201) S6 lwong Tylé %
Hang 24 11,9
Xo 10 5
Khoéng cé ton thuwong 7 3,5

Tén thwong trén X-quang hay g&p nhét la nét chiém 69,2% va tham nhiém chiém 35,3%, tén
thwong dang hang, dong dac, xo it gap hon véi ti 1é 1a 11,9%, 14,4% va 5%. C6 3,5% trwdng hop
khong phat hién tén thwong trén X-quang nguc thang.

Bang 3. Phan b6 tén thwong trén CLVT ngwc

CLVT ngwec (n = 201) S6 lwong Ty 1é %
Not 125 62,2
Kinh m& 48 23,9
boéng dac 74 36,8
Hang 44 21,9
Hach trung that 5 2,5
Thuy trén 122 60,7
Thuy gitra 70 34,8
Thuy dwéi 39 19,4
Nhiéu thiy mét bén 24 11,9
Lan tdéa hai bén 52 259

Tén thwong hay gap nhéat trén CLVT la nét chiém 2,5%. Tén thwong cé & thuy trén trong
chiém 62,2%, t6n thwong dang déng dac, kinh da sb trwong hop chiém 60,7%, tén thuwong
m¢ chiém 36,8% va 23,9%. Tén thwong dang c6é & thuy gitra va thuy dwdi chiém 34,8% va
hang chiém 21,9%. Tén thwong hach trung that 19,4%.

Bang 4. Phan b6 ton thwong trén X-quang, CLVT v&i MGIT

Triéu chirng trén phim OR p 95% CI
X-quang
Not 1,05 0,89 0,54-2,04
Hang 1,82 0,55 0,52-4,37
Tham nhiém 1,26 0,032 1,26-2,51
Xo 1,68 0,58 0,88-2,59
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Triéu chirng trén phim OR ¢] 95% CI
CLVT
Not 1,28 0,52 0,61-2,71
Dong déc 3,21 0,97 0,53-6,21
C6 kinh m& 2,27 0,041 1,98-5,29
Hang 1,89 0,21 0,62-3,51

Trén phim Xquang nguc, tén thwong tham
nhiém c6 OR = 1,26, cé y nghia v&i p < 0,05,
tbn thwong nét, hang, xo lan lwot ¢ OR la
1,05, 1,82, 1,68 tuy nhién khéng c6 y nghia
thdng ké vé&i p > 0,05. Trén phim CLVT nguwec,

5.00%_ 2%

7.90%

7.00%

65.20%

tdn thwong kinh mé& ¢ OR = 2,27 ¢6 y nghia
thdng ké véi p < 0,05. Tén thwong nbt c6 OR
= 1,28, tén thwong déng dac cé OR = 3,21, tén
thwong hang cé OR = 1,89, nhwng khéng co y
nghia théng ké véi p > 0,05.

= MTB ()
MTB mirc d6 vét
® MTB (+) mrc d6 rat thap
B MTB (+) mirc do thap
MTB (+) mtrc d6 trung binh

MTB (+) mirc do6 cao

Biéu doé 1. Két qua Xpert MTB/RIF Ultra trong dom

Trong 201 mau dom duwoc lam Xpert MTB/
RIF Ultra thi ti 1& tim thay vi khuan lao la 34,8%
(70/201) (trong d6 da phan la tim thay vi khuén
lao & mirc d6 thap véi ti 16 12,9%(26/201), ti 1&

tim thay vi khuan lao & mrc d6 vét, rat thap,
trung binh, cao 1an lwot 1a 7% (14/201), 7,9%
(16/201), 5%(10/201) va 2%(4/201).

2. Danh gia gia tri ctia xét nghiém Xpert MTB/RIF Ultra dom trong chan doan lao phéi & nguwei

bénh c6 2 mau dom AFB (-)

Bang 5. Két qua Xpert MTB/RIF Ultra so vé&i MGIT dom

Két qua MGIT (+) MGIT (-) Téng s6
Xpert MTB/RIF Ultra (+) 50 6 56
Xpert MTB/RIF Ultra(-) 10 135 145
Téng 60 141 201
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Do nhay clha Xpert MTB/RIF Ultra so vé&i
MGIT dom la Se 83,3% (50/60), d6 dac hiéu la
Sp 95,7% (135/141), gia tri dw bao dwong tinh

PPV la 89,3% (50/56), gia tri dw bao am tinh 1a
NPV 93,1% (135/145).

Bang 6. Két qua Xpert MTB/RIF dang vét so v&i MGIT dom

Két qua MGIT (+) MGIT (-) Téng s6
Xpert MTB/RIF Ultra dang vét 11 14
Xpert MTB/RIF Ultra (-) 124 131
Téng 10 135 145

Vé&i gid dinh Xpert dang vét la dwong tinh.
D6 nhay clia Xpert MTB/RIF Ultra dang vét so
v&i MGIT dom la Se 30% (3/10), do dac hiéu la

Sp 91,9% (124/135), gia tri dw bao dwong tinh
la PPV 21,4% (3/14), gia tri dw bdo am tinh la
NPV 94,7% (124/131).

Bang 7. Két qua khang Rifampicin trong Xpert MTB/RIF d&m

Ngw&i bénh cé Xpert MTB/RIF Ultra dom

phat hién vi khuan lao S6 lweng Ty le %
Khdéng xac dinh khang 14 20,0
Khang Rifampicin 3 4,3
Khéng khang Rifampicin 53 75,7

Trong 70 nguwdi bénh cho két qua Xpert
MTB/RIF Ultra phat hién vi khuan lao, i lé
khong khang Rifmapicin chiém da sb 75,7%, ti

IV. BAN LUAN

Nghién ctru clia ching t6i cho thay ti 1é nam
gi¢i nghi lao phdi c6 2 mau d&m am tinh chiém
67,7%, cao gap khoang 2,1 1an ni¥ gidi. Nghién
ctvu clia Nguyén Kim Cwong (2015) cho tilé mac
lao phéi AFB (-) & nam gidi 1an lwot 13 81,3%.2
D6 tudi trung binh ctia bénh nhan trong nghién
clru 1a 50,2 + 17,5 tubi. Nnoém tudi tir 40 dén 64
tudi chiém ti 1&é cao nhat 1a 51,2% va nhom tudi
tr 16 dén 39 tudi chiém ti 1& 28,9%, trong khi
dé nhém ngudi tlr 65 tudi tré 1én chi chiém ti
l&é thAp nhéat la 19,9%. Trong nghién clru cla
Zhang (2011) ciing cho thay lao phdi gap chu
yéu & Ira tudi 15 - 64 tudi (86,2%) trong dé lra

I& khang la 4,3%, s6 ngwoi bénh tra vé két cha
khang khéng xac dinh la 20%.

tudi 25 - 44 chiém nhiéu nhét 44,8% va I¢ra tudi
45-64 chiém 27,2%; trong khi do Itva tudi trén 65
tudi chi chiém 13,8%.% Diéu nay cho thay bénh
lao van chiém ty & cao & nhém tudi lao dong. Ly
do vao vién hay gap nhéat 1a ho chiém t&i 60,2%,
s6t la ly do nhiéu thir 2 chiém 14,4%; dau ngurc,
ho ra mau, khé thé cling la nhivng triéu chirng
hay g&p chiém ti 1& 1an luot la 6,5%, 10,4% va
6%. Két qua clia nghién ctru chang t6i cling phu
hop v&i nghién ciu cla Nguyén Kim Cuwong
(2015) thi ho la triéu chirng dén vién phd bién
nhat 1an lwot 67%.2 Trong nghién ctru c6 khoang
1,5% bénh nhan tinh c& phat hién bénh khi di

12

TCNCYH 147 (11) - 2021



TAP CHi NGHIEN CU’U Y HOC

kham strc khoe, diéu dé cho thay vai tro va y
nghia cta phat hién lao chd dong & nhém khong
triéu chirng. Triéu chirng co nang hay gdp nhat
la ho chiém t&i 97%, trong d6 chii yéu 1a ho kéo
dai trén 2 tudn chiém 64,1%, ho c6 dom va ho
khan c6 ti 1& 1an luot 1a 65,6% va 23,1%. Tuong
tw theo cac nghién ctvu khac & nhém lao phdi
AFB (-) trén thé gi¢i nhw cla Linguissi (2015)
cling cho thay ho kéo dai trén 2 tuan ciing la
triéu chirng hay gép nhét.* Triéu chirng sét ciing
thwong gap 49,3%, chi yéu la sét nhe 77,8%,
s6t vé chiéu ti chiém 79,8%. Trong nghién ctu
clia chung t6i ti 1& cac triéu chirng nay déu thap
hon so v&i cac nghién ciru trén cé thé do trong
nhém nguwoi bénh nghi lao c6 2 mau AFB dom
am tinh c6 triéu chirng nhe hon, dién bién am
thAm hon, dé& bi bd qua, dac biét véi nhom bénh
nhan cé diéu kién sbng va trinh do hiéu biét han
ché. Tén thuwong trén X-quang ngwc chuén trong
nghién ciru cGa ching t6i hay gdp nhét la nét,
chiém ti 18 69,2%, ton thwong tham nhiém g&p
& 35,3%, ton thwong dang hang, xo gap it hon
voi cung ti & 1a 11,9% va 5%. Trén CLVT trong
nghién clru clia chung tdi cho thay tén thuwong
rat da dang, trong d6 hay gap nhét la tén thuong
dang nét chiém 62,2%, cac ton thuwong khac nhuw
kinh m&, déng d&c, hang, hach trung that gap
lan lwot 1a 23,9%, 36,8%, 21,9%, 2,5%. &’ nhém
ngwdi bénh nghi lao phéi ¢ 2 mau dom AFB
(-), lay MGIT d&m lam tiéu chuan vang thi Xpert
MTB/RIF Ultra c6 d6 nhay la 83,3%, d6 dac hiéu
& 95,7%, gia tri dyw bao dwong tinh la 89,3%,
gia tri dw bao am tinh & 93,1%. Két qua nay phu
hop v&i nghién clru cia WHO véi dd nhay, do
dac hiéu clia xét nghiém Xpert MTB/RIF Ultra
lan lwot la 88% va 95%°. Trong nghién clru clia
Soumitesh Chakravorty va cong sw (2017), xét
nghiém Xpert MTB/RIF Ultra trén bénh pham
dom cé d6 nhay 87,5% (95% CI: 82,1 - 91,7),
& ngudi bénh ¢6 2 mau AFB dom am tinh, do
nhay clia Xpert MTB/RIF Ultra la 78,9% (95%
Cl: 70,0 - 86,1), do dac hiéu ctia xét nghiém la

98,7% (CI 95%: 93,0 - 100).6 Diéu nay cho thay
c6 thé tin twdng trién khai ky thuat nay dé chan
doan lao AFB (-) & quan thé ngudi Viét Nam.
D6 nhay ctia Xpert MTB/RIF Ultra dang vét dat
30%, d6 dac hiéu la 91,9%, gia tri dw bao dwong
tinh 1a 21,4%, gia tri dw bao am tinh la 94,7%.
Trong mét nghién clru clia Partha Roy (2020)
chi ra rang trong 79 mau dom co két qua Xpert
MTB/RIF Ultra dwong tinh dang vét chi cé 5 mau
cho két qua nudi cay dwong tinh véi MTB, chiém
ti 1é 6,3 %.” Theo mé6t nghién clru clia Susan E
Dorman MD va céng sw (2018), trén nhom ngudi
bénh cé 2 mau d&m am tinh, d6 nhay cltia Xpert
MTB/RIF Ultra dwong tinh dang vét la 61%( ClI
95%: 53 - 70), A0 dac hiéu la 97% (Cl 95%: 95
- 98).2 V6i do dac hiéu cao, cho phép két luan
nhirng két qua dang vét ctia Xpert Ultra c6 thé
gidp dinh hwdng chinh xac trwdng hop lao phbi
trong thwc hanh lam sang.

V. KET LUAN

Xét nghiém Xpert MTB/RIF Ultra co6 gia tri
cao trong chan doan lao phdi & ngwdi bénh
nghi lao c6 2 mau AFB dom am tinh. Két qua
Xpert MTB/RIF Ultra dang vét c6 do dac hiéu
cao, co gia tri trong chan doan lao phdi & nguoi
bénh c6 2 mau dom AFB am tinh k& ca &
nhirng tredng hop khdng thuée nhdém HIV hoac
c6 nguy co HIV.
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Summary

DIAGNOSTIC ACCURACY OF XPERT MTB/RIF ULTRA IN
SUSPECTED TB WITH TWO SPUTUM SMEAR NEGATIVE
ACID-FAST BACTERIA

TB Cases with two negative sputum samples accounted for about 23% of all TB. This number
tends to increase gradually due to the early detection of TB and effective treatment. The Xpert MBT/
RIF Ultra test is the 4th generation of the Xpert MTB test, with higher sensitivity. We describe the
clinical and laboratory characteristics and determine the value of Xpert MTB/RIF Ultra sputum test in
the diagnosis of pulmonary tuberculosis in patients with two negative AFB sputum samples. A cross-
sectional descriptive study was performed on 201 suspected TB patients with two negative AFB
sputum samples. The study results showed that the proportion of men is 67.7%, the age group from
40 to 64 years old accounted for the highest rate 51.2%, the self-employed accounted for 39.8%.
The main reason for admission was cough, accounting for 60.2%. 49.3% of patients had fever,
mainly mild fever accounting for 77.8%. On CT chest scan, nodular lesions had the highest rate of
62,2%, ground glass opacity lesions on thoracic CT had MGIT (+) 2.27 times higher with statistical
significance with p = 0.041. The sensitivity of Xpert MTB/RIF Ultra compared with MGIT sputum is
Se 83.3% (50/60), specificity is Sp 95,7% (135/141), PPV positive predictive value is 89.3 % (50/56),
the negative predictive value is NPV 93.1% (135/145). The sensitivity of the trace Xpert MTB/RIF
Ultra to sputum MGIT is 30% (3/10), the specificity is 91.9% (124/135), the positive predictive value
is 21.4% (3). /14), the negative predictive value is 94.7% (124/131). Xpert MTB/RIF Ultra Sputum is
highly sensitive and specific in TB sputum smear negative diagnosis

Keywords: Presumative TB, AFB (-), Gen Xpert Ultra, pulmonary tuberculosis, MGIT culture.
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