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Nghién ctru mot s dic diém ciia vi khuan lao & bénh nhan lao phoi moi
va lao phoi tai tri dwoc chi dinh diéu tri bang thuoc chong lao hang mot
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Tém tit:

Muc tiéu ciia nghién ciru 1a danh gia dic diém vi khuén lao dwa trén két quéa xét nghiém vi sinh ¢ bénh nhén (BN)
lao phdi méi va tai tri dwoc chi dinh diéu tri bang thudc chdng lao hang 1. Phwong phép thue hi¢n: Nghién ctiru mé
t4, so sanh két qua xét nghiém vi khuén lao ciia BN lao phdi méi va tai tri. Nghién ctru dwore tién hanh trén 64 BN lao
phoi méi, 39 BN lao phoi tai tri diéu tri tai Bénh vién Phdi Ha Noi va Bénh vién 74 Trung wong. Két qua cho thiy,
khong c6 s khac biét vé két qua xét nghiém vi khuén lao biang nhudm soi trye tiép va nudi cAiy MGIT BACTEC giira
nhém lao phoi méi va lao phoi tai tri. Ty 1¢ khang thudc chong lao hang 1 ciia vi khuén lao phan lip tir BN lao ti tri
(53,85%) cao hon lao méi (21,88%). Mic dui dworc loai trir nhanh da khang thudc bing GenXpert nhung ¢6 1 BN lao
méi va 5 BN lao tai tri dwge xac dinh da khang thudc bang khang sinh d6. Qua nghién ctru ¢ thé két luan: Vi khuin
lao phan lap tir dom ciia nhém BN lao phéi tai tri ¢6 ty 1 khang thudc chdng lao hang 1 cao hon nhém BN lao méi.

Tir khéa: Lao da khang thudc, lao khang thudc, lao phdi méi, lao phéi tii tri, vi khuin lao.

Chi s6 phén loai: 3.2

Pat van de

Bénh lao van 1a van d& vé sirc khoe cia cac quic gia
trén thé gidi, bao gdm ca Viét Nam. Day la bénh co ty 18 tur
vong cao nhat trong s6 cac bénh nhidm tring trén thé gioi.
Theo T6 chuc y té thé giéi (WHO), nam 2017, Viét Nam
nam trong 30 nudc c¢6 ganh ning BN lao cao trén thé gisi
va trong nhom cac qubc gia co ty 1&¢ BN da khang thudce
(MDR-TB) cao [1]. Theo Huéng dan ciia Chuong trinh
chéng lao qudc gia, nhitng BN di timg diéu tri lao nhung tai
phat hodc diéu tri that bai, néu khong xac dinh 1a MDR-TB
thi duoc chi dinh tai tri béing thube chéng lao hang 1. Hién
nay, GenXpertMTB/RIF dugc dua vao ap dung dé chan
doén nhanh vi khuén lao, déng thoi xac dinh nhanh vi khuan
khang Rifampicin, néu khong khang Rifampicin BN dugc
chi dinh cac phéac dd c¢6 thube chdng lao hang 1.

O Viét Nam, ndm 2016, ty 1 diéu tri thanh cong & BN
lao khoang 92%, trong d6 c6 95% BN lao méi diéu trj thanh
cong, nhung chi c6 77% BN téi tri diéu tri thanh cong [2].
Cau hoi dat ra 13, lidu c6 sy khac biét vé dic diém vi khuan
lao phan l1ap tor BN lao tai tri so v&i BN lao méi khi cung
dugc chi dinh diéu tri bang thudc chéng lao hang 1 hay
khong?
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Tir nhitng 1y do dugc dé cap trén day, ching t6i tién hanh
nghién ctru nay nham muc tiéu: So sanh dic diém cac ching
vi khuan lao thong qua két qua xét nghiém vi khuan & BN
lao phdi méi va lao phéi tai tri dugc chi dinh diéu tri bang
thudc chdong lao hang 1.

Doi tuong va phuong phap nghién ciiu

Déi twong nghién ciru: Nghién ciru dugce tién hanh trén
103 BN lao phdi méi va lao phdi ti tri, didu tri tai Bénh
vién Phéi Ha Noi va Bénh vién 74 Trung uong tur thang
3/2017 dén thang 3/2018, dap tng cac tiéu chuin sau:

- Pugc chan doén lao ph61 moai hoac lao ph61 tai tri co
bang chung vi khuan AFB(+) hoic MGIT BACTEC(+) &
cac mau dom trude diéu tri.

- Lao phdi méi: Chua timg diéu tri lao hodc méi ding
thuoc dicu tri <1 thang.

- Lao phéi tai tri: DA ting diéu trj lao, duoc chan doan
lao phdi tai phat hodc thit bai diéu tri.

- Két qua GenXpert MTB+/RIF- mau dom trude diéu tri
(loai tror khang RMP).

- Chi dinh diéu tri bing cac thudc chdng lao hang 1.
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Abstract:

Objectives: To assess the characteristics of M. tuberculosis
strains based on the microbiology tests from the new
pulmonary tuberculosis and re-treatment pulmonary
tuberculosis patients, who have been assigned by first-line
anti tuberculosis drugs. Methods: Perspective descriptive
study was conducted on 64 new cases and 39 re-treatment
pulmonary tuberculosis patients assigned for first line anti-
tuberculosis drugs at Hanoi Lung Hospital and National
K74 Hospital. The microbiology test results of sputum
smears, culture by MGIT-BACTEC 960, GenXpertMTB/
RIF and Drug Susceptibility Test were compared for the
new-case and re-treatment pulmonary tuberculosis patient
groups. Results: There was no significant difference of
sputum smear results between re-treatment and new-case
groups. The GU and TTD in MGIT-BACTEC results when
culturing M. tuberculosis from sputum were widely variable
between patients in both the groups. The re-treatment group
had a higher tendency in TTD. Although all patients had the
results as GenXpertMTB+/RIF- (sensitivity to Rifampicin),
the drug susceptibility test Lowenstein-Jansen revealed that
there were some patients with multi-drug resistance to first-
line anti-tuberculosis drugs in both the new-case and re-
treatment TB patient groups (1.56 and 12.82%, respectively).
The rate of drug resistance to any first-line anti-tuberculosis
drugs of Mycobacterium tuberculosis strains isolated from
re-treatment tuberculosis patients is higher than that from
new cases (53.85 and 21.88%, respectively). Conclusions:
The Mycobacterium tuberculosis strains isolated from the re-
treatment pulmonary tuberculosis patients had the higher
rate of drug resistance to first-line anti-tuberculosis drugs
than that of the new cases.

Keywords: Anti-tuberculosis drug resistance, MDR-TB,
Mycobacterium tuberculosis, new pulmonary tuberculosis,
re-treatment tuberculosis.
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- Tudi tir 16 tré 1én.
- Chap thuén tinh nguyén tham gia nghién ciru.

Phwong phdp nghién civu: Nghién ctru tién ciru ¢ so
sanh két qua xét nghiém vi sinh & 2 nhém BN lao méi va lao
tai tri. Tién hanh thu thép cac di liéu cia BN nghién cuu, bao
gém: 1)bac diém ctia nhom BN nghién clru: Tudi, gioi, thé lao,
tién str diéu tri bénh lao (d6i vi bénh lao téi tri) va cac bénh phdi
hop; 2) Két qua xét nghiém vi khuan lao tir bénh pham dom cua
BN thu thap ¢ thoi diém trude diéu tri, bao gdm: Xét nghiém vi
khuén lao béng nhudm soi truc tiép, nudi cfiy vi khuén lao, chan
doan nhanh vi khuan lao bang GeneXpertMTB/RIF, khang sinh
d6 ctia M. tuberculosis dbi v6i thube chdng lao hang 1.

Céc k¥ thuat dugc 4p dung theo Huéng dan ciia Chuong
trinh chong lao quoc gia [1], bao gom:

o Xét nghiém dom bang nhudém soi truc tiép tai Khoa Vi sinh
- Bénh vién Phoi Ha Noi va Bénh vién 74 Trung wong.

e Nudi cdy dom tim vi khuan lao bang ky thuat MGIT
BACTEC trén h¢ thong BACTEC 960 tai Khoa Vi sinh - Bénh
vién Phdi Ha Noi va Bénh vién 74 Trung uong.

e Dinh danh x4c dinh vi khuén lao tr cdc mau nudi céy
duong tinh va phan 1ap vi khuan tai Khoa Vi sinh - Bénh vién
Phoi Trung uong.

e Xéc dinh nhanh vi khuan lao va tinh khang Rifampicin
béng k¥ thuat GenXpertMTB/RIF tai Khoa Vi sinh - Bénh vién
Phéi Ha N6i va Bénh vién 74 Trung wong.

e Xac dinh tinh nhay cam cta cic chung vi khuan M.
tuberculosis phan 1ap dugc bang k¥ thudt Lowenstein-Jensen
tai Khoa Vi sinh va Labo lao chuin quéc gia - Bénh vién Phdi
Trung uong.

bia diém thuc hién cac xét nghiém:

o Cac xét nghiém nhudm soi truc tiép, nuoi céy vi khuan
bang MGIT BACTEC, GenXpertMTB/RIF: Mau dom ciia BN
thu nhan & bénh vién nao thi tién hanh xét nghiém tai Khoa Vi
sinh ctia bénh vién do.

e Dinh danh vi khuén, phan I4p va lam khang sinh do: Cac
mau MGIT BACTEC duong tinh tir cac Bénh vién Phoi Ha Noi
va Bénh vién 74 Trung wong s& chuyén vé dinh danh, phan lap
va lam khang sinh d6 tai Khoa Vi sinh va Labo lao chuan quéc
gia - Bénh vién Phoi Trung wong.

So sanh cac két qua xét nghiém vi khuan lao néu trén nham
budc dau xéac dinh dac diém cua vi khuan lao gay bénh ¢ nhém
lao méi va tai tri.

Xii Iy 56 ligu: Tat ca s6 lidu duoc xtr 1y theo phuong phap
toan thong ké y hoc. Xir Iy bang phan mém SPSS 20.

Vin dé dao dirc trong nghién ciru: Nghién ciru dugc



trién khai sau khi duoc Hoi dong dao dirc trong nghién ctru
y sinh hoc Khoa Y dugc - Pai hoc Quéc gia Ha Noi xét
duyét ho so va chap thuan. Hoi dong dao dirc trong nghién
ctru y sinh hoc néu trén c6 mé s6 IRB-VN01016 do Bo Y
té cap va IRB0001047 School of Medicine and Pharmacy
VNU do HHS-OHRP Hoa Ky cdp mi sé hoat dong.

BN tuyén chon vao nghién ctlru déu dugc thuc hién dﬁy
du quy trinh 13y chap thuan tham gia nghién ctru va ky Ban
chap thuan tham gia nghién ctru.

Két qua nghién ciu

Dac diem nhom BN nghién ciru
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Ty 1& BN c6 két qua AFB duong tinh mirc (1+) 1a cha
yéu & ca 2 nhom BN. Khong cé su khac biét 15 rét giita 2
nhém BN v& ty 1¢ ctia timg mirc d6 duong tinh (p>0,05).

Két qud xét nghiém vi khuéin lao nuéi ccfy b&ng ky
thugt MGIT BACTEC

So sanh sé don vi sinh truong (GU - Growth Unit) va
thoi gian cho tin hiéu duong tinh (TTD - Time to detection)
dira trén két qua MGIT BACTEC ctia nhom lao méi va lao
tai tri nhu trong bang 2.

Bang 2. S6 lugng vi khuin va thoi gian cho tin hiéu duong tinh.

Bang 1. Dac diém nhém BN nghién ciu. Pon visinh  Thoi gian cho tin
2 truong hi¢u dwong tinh
o AR o /e Theé lao -
Pac diém Lao méi Lao tai tri (GU) (TTD - gio)
86 lwong Tyl Sé lwong Ty I¢ Trung vi 398 178
Lao moi — L
8 Nn=64 oang gia tri i )
Thé lao 64 62,10 39 37,90 ( ) (thap nhat-cao nhat) s =2
Gidi (nam) 42 64,62 35 89,74 ;
i Trung vi 399 233
Bénh phoi hop 11 17,19 19 48,72 Lao tdi tri
Tubi 42,84+16,36 50,36+12,62 (n=39) Khoanggiatri  os 10401 39.638
(thap nhat-cao nhat)
, A Reoreo oo 1A 1A o
Bang 1 cho thay, BN lao phéi tai tri chiém ty 1€ 37,9% Pvalie 55005 15005

tong sd BN nghién ciru, trong d6 chu yéu 1a lao tai phat (37
BN).

Ty 1¢ BN lao tai tri c6 bénh phéi hop (48,72%) cao hon
BN lao phoi mai (17,19%) (p<0,05). Cac bénh phoi hgp chu
yeu la viém da day - ta trang, dai thao duong, nghién ruou.

Tudi trung binh cia nhém BN lao tai tri cao hon so véi
nhém BN lao méi. BN nam chiém ty 1¢ cao hon BN nit ¢ ca
2 nhom lao méi va tai tri.

Mikc d§ dwong tinh ciia xét nghiém vi khuén lao bang
nhugm soi truc tiep

Hinh 1 so sanh muc do dwong tinh cia két qua xét
nghiém vi khuan lao bang nhuém soi truc tiép gitra nhom
BN lao mdi va nhom lao tai tri.

70,0%
62,5%

) oy 09/0% M Lao moi B Lao tdi tri
60,0% (n=64) (n=39)
50,0%

40,0%
30,0% 2

)

%  25,6%

20,0% 15,4%

12,5% I_]
1+ 2+ 3+

Hinh 1. Miic do AFB (Acid-fast bacillus - tryc khuan lao) trong
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C6 su dao dong 16n giira cac ca thé vé cac chi s GU va
TTD ¢ ca 2 nhom. Khong c6 su khac biét vé GU trén xét
nghiém miu dom cta nhom BN lao phdi méi va lao phoi
tai tri (p>0,05). TTD cta nhom lao tai tri c6 xu hudng cao
hon lao méi.

Xét nghiém GenXpertMTB-RIF chin dodn nhanh vi
khudn lao va tinh khang Rifampicin

GenXpertMTB/RIF 1a k¥ thuat nhdm xéac dinh nhanh vi
khuén lao va tinh khang Rifampicin ctia vi khuan lao, thong
thuong hau hét nhimng truong hop c¢6 khang Rifampicin dugc
xép vao nhom MDR-TB vi ¢6 khang dong thoi Rifampicin-
INH, do d6 hién nay ap dung ky thudt GenXpertMTB/
RIF d¢ loai trir nhanh MDR-TB. Tat ca 103 BN (ca lao
phoi méi va lao phdi tai tri) déu dugc chi dinh xét nghiém
GenXpertMTB/RIF va 100% mau bénh pham dom cho két
qua GenXpert MTB+/RIF- (c6 vi khuan lao trong bénh
pham va vi khuan khong khéng Rifampicin).

Khing sinh dé xdic dinh tinh nhay cim cia M.
tuberculosis voi cdac thuoc chong lao hang 1

Céc chung vi khuan sau khi phan lap duoc tién hanh
xac dinh tinh nhay cam ddi véi thude chdng lao hang 1.
Trong s& cic miu nudi cdy bang MGIT BACTEC duong
tinh, c6 mot s6 miu khong phan 1ap dugc vi khuan lao vi
bi nhiém vi khudn lao khong dién hinh (Non-tuberculosis
mycobacteria-NTM).
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Bang 3. Ty ¢ khang thudc bat ky va s thudc khang clia cac
ching vi khufj?n M. tuberculosis phan 1ap ti* BN xac dinh bing
khang sinh do.

Lao méi Lao tai tri

Tinh trang khéng thudc (n=64) (0=39) Gid
chong lao tri p
n % n %
Nhaycamtted 45 9031 14 3590 <005
cac loai thudc
Tinh trang  Khang thubc bat
nhay cam/ — ky (1 hodc nhiéu 14 21,88 21 53,85
khfing thuée  loai thudc)
bt ky - e
Khong phan 1ap
duoc vi khuén/ 5 781 4 10,26
NTM
Khéng 1 thudc 7 1094 8 20,51
S8 thude Khéng 2 thude 6 938 7 1795
khang/chung  Khang 3 thube 0 000 0 000
Khéng 4 thudc 1 1,56 5 12,82

Ty 1& BN ¢6 ching vi khuén lao nhay cam & nhom lao
phdi méi (70,31%) cao hon nhom lao phdi tai tri (35,90%)
va nguoc lai, ty 1& khang thudc bat ky ctia BN lao phdi tai tri
cao hon lao méi, bao gdm s luong thude bi khang dbi voi
mdi chung. Pic biét c6 6 BN khang 4 thude.

Trén co s6 két qua khang sinh do, phan b ty 1¢ khang
timg thudc va da khang thudc (khang dong thoi Isoniazid
va Rifampicin) chdng lao hang 1 & 103 BN nghién ctru nhu
bang 4.

Bang 4. Ty ¢ khang cia timg thuéc va da khéng clia cac ching
vi khuan M. tuberculosis doi véi thudc chong lao hang 1.

Lao méi Lao tai tri

Khang véi tirng thude va da (n=64) (n=39) Gi4
khang thuoc chong lao trip
n % n %
Isoniazid (INH) 13 2031 18 46,15 <0,05
Rifampicin (RMP) 1 1,56 5 12,82
Khang voi o ontomycin (SM) 7 1094 14 3590 <0,05
tung thuoc
Ethambutol (EMB) 1 1,56 5 12,82
Pyrazinamid (PZA) 1 1,56 4 10,26
Khéng dong thoi RMP va INH 1 156 5 12,82

Ty 1¢ khang véi timg loai thudc & BN lao tai tri cao hon
so voi BN lao méi. Khang INH chiém ty 1¢ cao nhit ¢ 2
nhom (20,31 va 46,15%), nhom BN tai tri co téi 35,9%
BN khéng véi SM. Pa khang thudc gap & BN lao téi tri
(12,82%) cao hon lao mdi (1,56%).

Ban luan
Két qua xét nghiém tim AFB trong dom bang nhudm soi

truc tiép cho thiy khong co su khéac biét vé ty té cac mirc do
duong tinh & nhom lao ph6i méi va lao tai tri. Két qua nay
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khac vai cac nghién ciru cua Hoang Ha [3] cho théy muc do
(1+) & BN lao moi cao hon lao tai tri va mtc d6 (3+) 6 BN
lao m&i thap hon lao tai tri.

Khong c6 sy khac biét vé két qua nudi cdy MGIT
BACTEC tim vi khuan lao tir bénh pham dom gitra 2 nhom
lao m&i va tai tri (bang 2). Céc chi s6 GU va TTD c6 su dao
dong 16n giita cac mau dom cua BN lao phdi trong ciing mot
nhom lao mai hodc tai tri. Nhom lao tai tri ¢6 xu hudng thoi
gian cho tin hiéu duong tinh chdm hon.

Trén co s két qua khang sinh d6 & bang 3 cho thdy, BN
lao phdi tai trj c6 ty 1¢ khang thudc bét ky (53,85%) cao hon
BN lao phoi méi (21,88%). Didu nay co thé 1y giai rang vi
khuan lao & BN téi tri dd c¢6 1 1an chon loc khang thudc dudi
tac dung diéu tri 1an trudc [4]. Két qua nghién ciru nay so
v6i 6 lidu diéu tra qudc gia vé khang thude chdng lao nim
2011 cho thiy, BN lao méi c6 ty 1& khang thudc bat ky 1a
32,7% va nhom lao tai tri 1a 54,2% [5], nhu vay, ty 1¢ khang
khudc chdng lao hang 1 bat ky & nhom lao méi trong nghién
ctru nay thip hon so véi s6 liéu didu tra qudc gia vé khang
thudc nam 2011.

Ty 1¢ da khang thudc trong nghién ciru nay thap hon
so voi két qua diéu tra qudc gia nam 2011 & nhom lao moi
(4%), tai tri (23,3%) [5] va ty 1é da khang thudc ¢ BN lao
Viét Nam trong Bao cdo cuia WHO 2017 [1], cling nhu so voi
nghién ctru ctia mot s6 tac gia trong nudc va nude ngoai [3,
4, 6-8]. Didu d6 c6 thé 1y giai 1a nhom BN trong nghién ciru
nay da duoc loai trir cac trudng hop khang Rifampicin (dé
loai trir da khang thudc) bang xét nghiém GeneXpertMTB/
RIF.

Ty 1é chung vi khuan khang thuéc INH ¢ nhém lao méi
va tai tri (20,31 va 46,15%) tuong tu nhu s6 liéu diéu tra
qudc gia 2011, nhung khang SM (10,94 va 35,90%) thap
hon so véi sb liéu diéu tra qudc gia va nghién ctru cia cac
tac gia khac [3, 5-7]. Piém luu y ¢ day 1, ddi véi BN lao
tai tri ty 1¢ khang PZA chiém 10,26% va khang INH chiém
46,15%. Trong khi do, INH lidu cao dugce chi dinh cho BN
lao khang Rifampicin va PZA dugc dung cho BN MDR-TB
trong cac phac dd hién nay do WHO va Chuong trinh chong
lao qudc gia ban hanh [9].

Trong nghién ctru nay, 100% BN da duogc xét nghiém
GenXpertMTB/RIF cho két qua xic dinh nhanh khong
khang Rifampicin, nhung két qua khang sinh do cho thiy
¢6 6 BN (lao moéi va tai tri) c6 khang Rifampicin dong thoi
khang INH (MDR-TB) (bang 4). Ty 1¢ MDR-TB phat hién
bang khang sinh do trong nhom tai tri 13 12,82%, cao hon
$0 voi nhom lao méi (1,56%). Trong nghién cru nay, nhitng
BN duoc xac dinh MDR-TB phai ngimg phac d6 thudc
chdng lao hang 1 chuyén sang phac d6 diéu tri MDR-TB.
Céc chung vi khuan nay duoc phén tich sdu hon bang cac k¥



thuat khac trong nghién ctru tiép theo.

Két qua nghién curu nay cho théy, nhitng truong hop lao
tai tri can duge lam khang sinh dd dé xéac dinh tinh nhay
cam/khang thudc chdng lao va chi dinh phac dd diéu trj phu
hop, tranh bo sot cac trudong hop da khang thude. Mit khac
can tién hanh nghién ctru sdu hon vé dic tinh vi khuén lao &
nhirng truong hop tai tri.

Nghién ctru so sanh dic diém két qua xét nghiém vi sinh
& BN lao phdi méi va lao phdi tai tri & thoi diém trude didu
tri, chling t61 rit ra nhitng két luan sau:

1. Khong c6 su khac biét vé két qua xét nghiém vi khuan
lao bang nhudm soi truc tiép va nudi cdy vi khuin lao bang
ky thudt MGIT BACTEC gitta nhém BN lao méi va lao tai
tri.

2. Két qua khang sinh d6 véi thude chdng lao hang 1 cho
thdy, nhom BN lao phdi tai trj c6 ty 1& khang thudc bat ky
(53,85%) cao hon nhém BN lao mdi (21,88%). Ty 1¢ khang
INH va SM ¢ BN téi trj twong dbi cao va cao hon nhém lao
phdi méi. Co khoang 10% lao tai tri khang PZA.

3. Mic di duge xac dinh khong khang Rifampicin bang
xét nghiém GenXpertMTB/RIF nhung c6 1,56% s6 BN lao
méi va 12,82% s6 BN lao tai trj dugce xac dinh da khang
thubc bang khang sinh do.

Két qua nghién ctru nay cho thay, vi khuan lao phan lap
& nhitng BN c6 tién st da diéu trj thudc chdng lao co tinh
khang thudc cao hon va can phai xac dinh tinh khang thudc
cho nhitng BN lao tai tri. Nhitng két ludn tir nghién ciru
budc dau nay phuc vu cho myc tiéu nghién clru tiép theo vé
duogc luc hoc cia vi khuan lao va dap tmg 1am sang trong
qué trinh diéu tri lao cho BN lao méi va téi tri bang thudc
chdng lao hang 1.
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LGOI CAM ON

Nhom thyc hién dé tai xin tran trong cam on cac béc sy
ciia Bénh vién Phoi Trung wong, Bénh vién Phoi Ha Noi
va Bénh vién 74 Trung vong da tao diéu kién va cung phéi
hop thuc hién nghién ctru. Noi dung nghién ctru nay thude
dé tai nghién ctru khoa hoc cap nha nuéc - Chuong trinh
hop tac nghién ctru song phuong da phuong vé khoa hoc
va cong nghé dén nam 2020 va Chuong trinh Newton Fund
Vietnam, mi sb dé tai HNQT/SPDP/01.06.
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