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NGHIEN CU’U TY LE KHANG RIFAMPICIN VA KET QUA PIEU
TRI 2 THANG TAN CONG O BENH NHAN LAO PHOI MO,
AFB DUONG TIiNH

Nguyén Tran Thiiy Anh', Pinh Nguyén Thu Hang?

TOM TAT

Muc tiéu: Xdc dinh ty 1é khdang Rifamicin nguyén phat va két qua diéu tri 2
thang tan céng ¢ bénh nhdn (BN) lao phéi méi, AFB (+).

DPoi twong: Gom 64 BN dwoe chin dodn lao phéi méi, AFP (+).

Phwong phdp: Nghién civu tién ciru, mé ta cdt ngang, két hop theo déi doc.

Két qua: Ty 16 khang Rifampicin & BN lao phéi méi, AFB (+) la 3,13%.

Sau 2 thang diéu tri, cdc triéu chirng lam sang ciia BN déu giam. 93,5% BN c6
t6n thwong hdp thu trén X-quang phoi. Ty 1é BN lao phoi ¢6 AFB dom am tinh la 82,3%.

Tdc dung khéng mong muon ciia thuéc chong lao xay ra ¢ 35,48% BN ¢ mikc d¢
1 va 2. Nhitng tdc dung khéng mong muén nay giam sau 2 thang va khéng c6 BN nao
phdi ngirng diéu tri.

Két lugn: Ty 1é khang Rifampicin ¢ BN lao méi, AFB (+) la 3,13%. BN lao méi
ddp vmg tot véi diéu tri.

Tir khéa: Khang Rifampicin, lao phoi méi AFB dwong tinh.
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Objectives: Study on the proportion of primary Rifampicin resistance and
treatment results after 2 months of new pulmonary tuberculosis patients with positive
AFB.

Objectives.: 64 new pulmonary tuberculosis patients with positive AFB.
Methods.: prospective, cross — sectional and longitudinal study.

Results: The Rifampicin resistance proportion of new pulmonary tuberculosis
patients with positive AFB was 3.13%.

After 2 months of treatment, clinical symptoms of all patients decreased. 93.5%
patients had on lesion absorption on chest X-ray. The proportion of new pulmonary

tuberculosis patients with negative AFB was 82.3%.

Side effects of anti-tuberculosis drugs occurred in 35.48% of patients at levels 1
and 2. These side effect decreased after 2 months and no patient had to stop treatment.

Conclusions: The proportion of Rifampicin resistance in new pulmonary
tuberculosis patients with positive AFB was 3.13%. The treatment response of new

pulmonary tuberculosis patients was good.

Keywords: Rifampicin resistance, AFB positive pulmonary tuberculosis.

1. PAT VAN PE

Lao phoi 1a mot trong 10 nguyén
nhan giy tir vong hang dau trén thé gidi
va la mot trong nhitng nguyén nhan hang
dau gay tir vong do cac bénh truyén nhiém.
Viét Nam xép thir 16 trong 30 nudc co
ganh nang BN lao cao trén thé gidi va xép
thir 13 trong s6 30 nudc ¢ ganh nang bénh
lao khang da thudc cao nhét trén toan cau
[1]. Lao phoi méi AFB (+) 1a ngudn lay
nhiém nguy hiém trong cong dong. Khang
Rifampicin (R) nguyén phat & BN lao méi
dang 1a van d¢ dang lo ngai do quan 1y lao
kém va 1a moi de doa ddi véi kiém sodt
va diéu tri bénh lao. Theo ude tinh cua
WHO nam 2016, ty 1¢ khang R cua BN

64

lao méi 1a 3,9%. Nam 2015, trén toan cau
c6 580.000 truong hop lao khang R nhung
chi c6 23% dugc phat hién va chi c6 56%
trong s6 d6 duoc diéu tri [2]. Tuy nhién,
con sd nay duogc dé xuét dua trén cac méd
hinh toan hoc. Cac nghién ctru vé ty 1¢
khang R ctia vi khuan lao & bénh nhan lao
phéi méi & cac ving, qudc gia va lira tudi
1a khac nhau [3]. O Viét Nam, theo bao co
ctia chuong trinh chdng lao Quéc gia nam
2019, viéc tam soét cac d6i tugng nghi lao
khang thudc, ty 18 ngudi duge xét nghiém
GeneXpert trong sd nghi lao khang thubc
con han ché tai nhiéu dia phuong. Két qua
diéu tri & BN lao méi phu thudc vao nhiéu
yéu to, trong d6 c6 dic diém khang thude
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ciia vi khuan va su tuan thu diéu tri cua
BN. Chung toi tién hanh: “Nghién civu ty
I¢ khdng Rifampicin va két qua diéu tri
2 thdng tin céng & bénh nhén lao phéi
mdi, AFB dwong tinh” nham muc tiéu,
xac dinh ty 1¢ khang Rifamicin nguyén
phat va danh gia két qua diéu tri 2 thang
tan cong & BN lao phoi méi, AFB (+).

2. POI TUQNG VA PHUONG PHAP
NGHIEN CcUU

2.1. Pdi twong

GOm 64 BN duoc chan doan lao
phoi méi, AFP (+) tai bénh vién Pham
Ngoc Thach, thanh phé Ho Chi Minh, thoi
gian tir thang 1/2020 dén thang 2/2021.

Bénh nhan duoc chin doan lao
phdi méi AFP duong tinh theo huéng dan
ctia Bo Y té ban hanh nim 2020 vé hudng
dan chan doan, diéu tri va phong ngira lao
phoi, dong ¥ tham gia nghién ctru va tuin
thu diéu tri.

Loai trir cac BN lao phoi khong
phai lao méi, c6 cac bénh 1y ning khac két
hop, BN ¢6 thai hodc dang cho con bu, tré
em dudi 18 tudi hoic BN khong dong y
tham gia nghién ctru.

2.2. Phuong phap

Thiét ké nghién ciru: Nghién ctru
tién ctru, mo ta, cat ngang, theo doi doc,
trude va sau 2 thang diéu trj tin cong.

Chi tiéu nghién curu:

+Tudi, giéi cua BN + Triéu ching
toan than tai thoi diém vao vién va sau 2
thang diéu trj tAn cong (sét, mét moi, chan
an, ra md hoi dém, gay st can): C6/Khong

+ Triéu chimg co ning ho hap tai
thoi diém vao vién va sau 2 thang diéu tri
tAn cong (ho khan, ho ¢c6 dom, ho ra mau,
dau nguc, kho thd): C6/Khong.

+ Triéu ching thyc thé ho hap tai
thoi diém vao vién va sau 2 thang diéu tri
tan cong (1ép 16ng nguc, hoi ching dong
dac, hoi ching hang, hoi chirng 3 giam):
Co/ Khong.

- X4c dinh vi khuan lao va tinh
khang R cua vi khuan lao bang Expert
MTB/RIF:

+ Nguyén ly phuong phap: Xét
nghiém Xpert MTB/RIF duoc thiét ké dé
nhan doan trinh ty 192bp cua gene rpoB
trén vi khuan lao bang phan tng PCR
(heminested real-time PCR). Trinh ty céc
doan mdi va 5 miu do dugc thiét ké dic
biét dé co kha ning phat hién dot bién cao
nhét va dam bao chéc chan xac dinh dugc
ving thuong xuyén xay ra dot bién chira
81bp. Mau do huynh quang chira trinh tu
c6 thé cap doi véi AND cua ching hoang
dai. Chi cAn mot mau do khong bét cip 1a
dau hiéu co dot bién khang R.[44], [21],
[45].

+ Cac budc tién hanh:
* Chuan bi mau bénh pham: mau

bénh pham la dom duoc 13y vao dng vo
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khuén, c6 thé tich it nhat 1 ml. qué trinh xét nghiém s& dién ra hoan toan

* Xu Iy mAu bénh phdm bing ty dong. Dya vao nguong cgt —off va két
dung dich chuyén dung qua tinh toaﬁn, may s€ cho két qua vé xac
. . dinh vi khuan lao va tinh khang R cuta vi
* Cho mau bénh pham vao may, Khuan [1]

Concantrates bacilli
and removes inhibitors

——=  Ulirasonic lysis of filter

Sample is automatically B
7 capiured organisms to
filtared and washed @ release DMA

ms:z:‘& ~o

DMA molecules are mixed
with dry PCR reagents

\o

Semi-nested real-time
amplification and detection

e

Transfer of 2 mil

after 15 min __GeneXpert in integrated reaction tube
Time-to-result: 1 h 45 min
===, @
e e e
@ I a 3 e .
- “‘\‘___ = 13 ‘EE  Printable test result
Sputum liquefaction and -

inactivation with 2:1 SR
Hinh 2.1: Nguyén Iy ciia xét nghiém Xpert MTB/RIF (Nguon: theo Stephen D
Lawn (2011) [1])
+ Ddnh gid két qua AFB dom: Theo huéng dan ctia Bo Y té vé chan doan, diéu
tri va phong ngira lao ph6i nam 2020
Bang 2.1: Quy dinh ghi két qua xét nghiém AFB nhuém huynh quang * Nguon:
Theo B Y té (2020) [1]

S6 lugng AFB quan sat bang vat kinh 20x | Két qua Phan loai
0 AFB /1 dong Am tinh
1-29AFB/ 1 dong Duong tinh | Ghi sb lugng AFB cu thé

30-299 AFB /1 dong Duong tinh 1(+)

10—-100 AFB /1 vi truong Duong tinh 2 (+)
(soi it nhat 10 vi truong)

>100 AFB / 1 vi truong Duong tinh 3(+)
(soi it nhat 4 vi truong)
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+ Tac dung phu cua thudc ( di tng
ngoai da, chong mat, u tai, giam thinh lyc, rdi
loan tiéu hoa, viém day than kinh ngoai vi, rbi

loan tdm than, dau khép): C6/Khong.

- Danh gia tac dung khong mong
muon ciia thuéc chong lao theo WHO. [1].

+ Mutc do 1. Thoang qua hodc
kho chiu nhe (<48 gio), khong yéu ciu can
thiép y té/liéu phap diéu tri.

+ Muc d6 2. Gi6i han cac hoat
dong ttr mic nhe dén muc trung binh, cé
thé can vai su hd tro, khong yéu cau hodc
yéu cau mirc t6i thiéu can thiép y té/licu
phap diéu tri.

3. KET QUA VA BAN LUAN

+ Muc d6 3. Gidi han cac hoat
dong mot cach dang ké, thudng yéu cau
mot vai sy hd trg, yéu cau can thiép y té/
liu phap diéu tri hodc co thé nhap vién.

+ Mtc do 4. Gidi han hoat dong
rat nghiém trong, yéu cau c6 su hd trg
dang ké, yéu cau can thiép y t&/liéu phap
diéu tri dang ké, yéu cau phai nhip vién
hodc diéu tri cép cuu

+ Mirc d6 tac dung phu cta thudc:
Nheg, vira, ndng

Xir i s6 liéu: bang phan mém
SPSS, tinh tan s6, ty 18 %.

3.1. Pic diém tudi, giéi ciia ddi twong nghién ciru

Bang 3.1. Pdc diém tudi, gidi ciia doi twong nghién citu (n = 64)

Gidi Nam 38(59.4)
(n, %) Nit 26 (40,6)
Tudi trung binh (X £ SD) 41,30 + 15,83
<30 20 (31,2)
Phan bé tudi 30 - 49 27 (42,2)
(n, %) 50 - 69 13 (20,3)
>70 (6,2)

Trong nghién ctru cua chung to1,
ty 1€ BN nam 1a 59,4%, cao hon so vdi
BN nit (40,6%). Tudi trung binh cua BN
1a 41,30 + 15,83, trong d6 do6 tudi tir 30
— 49 ¢6 ty 1& cao nhat (42,2%). Két qua
nay phu hop véi bao cao cia WHO vé tinh

hinh bénh lao toan ciu va nghién ctru cua
mot s tac gia trong nudc va trén thé gisi.
Ty 1é méc lao & nam giGi cao hon so véi
nit giéi va thuong gip hon & lta tudi dudi
50 c6 thé 1a dugc giai thich do mét sd yéu
t6 nhu nghé nghiép, thoi quen, di truyén
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va phan tmg mién dich. Nam gioi, dudi 50
tudi co ty 1¢ lam dung ruou, hut thudc 14,
mac bénh phdi tac nghén man tinh, nhiém
HIV cao hon, cong viéc nang nhoc hon so
v6i nir gidi. Cac gen va miRNA lién két
X trong bénh lao 1a mét linh vuc phﬁn 16n

nghién ctru thém. Phu nit thuong c6 phan
mg mién dich manh mé& hon d6i véi cac
khang nguyén trong nhiém triing va trong
tiém chung, do tic dung ting cudng cua
hormone sinh duc estrogen 1én céc té bao
mién dich [6].

chua duoc xac dinh nhung van rat tha vi dé
3.2. Ty 1é khang Rifampicin ciia d6i twong nghién ciru

Bdng 3.2. Ty 1é khdng Rifampicin ciia @i tiwong nghién ciru (n = 64)

Expert MTB/RIF n %

Khang Rifampicin 2 3,13%

Ty 1& bénh nhan lao phdi méi, AFB (+) ¢6 khang Rifampicin trong nghién ctru
1a 3,13%. Két qua nghién ctru ndy pht hop voi nghién ctru ciia mot sb tac gia trén thé
gi61 nhu Kuaban C va cong su (ty 1¢ khang R nguyén phat 1a 2,1%) [7] va Seyoum (ty 1€
khang v6i R ciia BN lao mé1 AFB + 1a 2,8%) [4]. Theo nghién ctru cia Noeske va cong
su (2018) trén 1478 BN lao phdi moai, ty 1& khang R 1a 1,6%, ty 1¢ khang R & cac ving
khac nhau dao dong tir 0 — 3,3% [8].

3.3. Tri¢u chirng toan than ctia bénh nhan trudc va sau diéu tri

Badng 3.3. Triéu chirng toan than ciia BN truée va sau diéu tri (n = 62)

Tricu chifg toan thin Trude diéu tri Sau diéu tri
j n % n %
Sot 24 38,7 6 9,7
Gay sut can 24 38,7 5 8,1
Ra md hoi dém 31 50 2 3,2
Chan dn 20 32,3 3 4.8
Mét méi 40 64,5 6 9,7

Triéu ching toan than thudng gip trude diéu tri 1a mét moi, ra md hoi dém, sot,
gay shit cAn va chan an voi ty 18 1an luot 12 64,5%; 50%; 38,7%; 38,7% va 32,3%. Sau 2
thang diéu tri tn cong, cac tridu chimg trén déu giam. Két qua nay phu hop véi nghién
ctru ctia mot sd tac gid nhu nghién ctru cua Pinh Thi Hoa, triéu chung s6t trude diéu tri
c6 83,33%, sau diéu tri 1 thang con 8,3%, sau 2 thang chi con 6,25%; ra md hoi trom
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trude didu tri co 41,67% BN, sau 2 thang khong con BN nao [9]. Theo nghién ciru ciia
Nguyén Thanh Trang (2018), sau 2 thang diéu tri, cac triéu ching toan than déu duoc
cai thién 10 rét [5]

3.4. Triéu chirng co niing hd hip ciia bénh nhén trwéc va sau diéu tri

Bang 3.4. Triéu chitng co ndng hé hdp cia BN triede va sau diéu tri (n = 62)

Tricu chifg co nang Trudc diéu trj Sau diéu trj
i n % n %
Ho khan 52 83,9 6 9,7
Ho c6 dom 47 75,8 3 4,8
Ho ra mau 3 4,8 0 0
Pau nguc 8 12,9 1 1,6
Kho tho 7 11,3 1 1,6

Triéu ching co ning thudng gip trudc diéu tri 1a ho khan, ho c¢6 dom, dau nguc,
kho thd va ho ra méu, véi ty 1¢ 1an luot 1a 83,9%; 75,8%; 12,9%; 11,3%; 4,8%. Sau diéu
tri, khong con BN nao ho ra mau. Céc tri¢u chung ho, ho c6 dom, dau nguc va kho tho
déu giam, vai ty 18 lan luot 12 9,7%, 4,8%; 1,6%; 1,6%. Két qua nay phu hop véi nghién
ctru ctia Pinh Thi Hoa (2010), ho kéo dai trudc diéu tri gip ¢ 97,91% BN, sau diéu trj 2
thang giam con 27,08% [9]. Nghién ctru ctia Nguyén Thanh Trang (2018), triéu ching
ho trude diéu tri gip ¢ 98,7% BN, sau diéu tri 2 thang con 24,4%. Triéu ching dau nguc
va kho thd hét hoan toan sau 2 thang diéu tri [5].

3.5. Triéu chirng thwe thé hé hip ciia bénh nhan truée va sau diéu tri

Bang 3.5. Triéu chitng thuc thé hé hdp cia BN trudce va sau diéu tri (n = 62)

Triéu chimg co ning Trude diéu tri Sau diéu tri
i n % n %
Lép 16ng nguc 1 1,6 0 0
Hoi1 chiing dong dac 29 46,8 3 4,8
Hoi chung hang 8 12,9 0 0
Hoi chung ba giam 0 0 0 0

Triéu chimg thuc thé cua BN trude diéu tri 12 hoi ching dong dic, hoi ching
hang va 1ép 16ng nguc, voi ty 1¢ 1an lugt 1a 46,8%, 12,9% va 1,6%, khong c6 BN nao
tran dich mang phoi. Sau 2 thang diéu trj tin cong, con 3 BN (4,8%) c6 hoi ching dong
dic, khong c6 BN nao ¢ hoi ching hang, 1ép 16ng nguc va hoi chimg 3 giam. Két qua
nay phu hgp v&i nghién ciru cia Nguyén Thanh Trang (2018), hoi ching dong dic trudce
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diéu tri gip ¢ 43,6% BN, sau 2 thang diéu tri khong con gip BN nao. Hoi ching hang
gip 6 12,8% BN trudc diéu tri, sau 2 thang con 2,6% [5].

3.6. Panh gia két qua diéu tri trén Xquang sau 2 thing
Bdng 3.6. Panh gid két qua diéu tri trén X0 sau 2 thang (n = 62)

Tén thuong trén XQ n %
Hép thu 58 93,5
Khéng hap thu 4 6,5

Sau 2 thang diéu tri tan cong, 93,5% BN c6 ton thuong hip thu trén X-quang
phoi. Két qua nay pht hop voi nghién ctru ciia Dinh Thi Hoa (2010) trén cac BN lao phoi
moi AFB (+) cho thay cac hinh anh tham nhiém nhu mé, hinh anh hang lao déu duoc hép
thu tt so voi trude diéu tri [9] va nghién ctru ctia Pang Pinh Hién (2010), trong tong s6
45 BN nghién ctru, sau 2 thang diéu tri, c6 36/45 BN (80%) ton thuong thim nhiém nhu
mé dugc hap thu [10]. Theo nghién ctru ctia Nguyén Thanh Trang (2018), trude diéu tri
¢6 100% BN ¢6 hinh anh thaAm nhiém & nhu mo, sau 2 thang diéu tri gidm chi con 87,2%,
hinh anh hang lao x6a rét tot va c6 sy thu hep dién tich tén thuong sau 2 thang diéu tri
tan cong o tat ca cac BN nghién ctru [5].

3.7. Két qua xét nghiém AFB dom ciia bénh nhén trude va sau diéu tri

Badng 3.7. Két qua xét nghiém AFB dom ciia BN truéc va sau diéu tri (n = 62)

Tricu chifng co ning Trude diéu tri Sau diéu tri
j n % n %
Am tinh 0 0 51 82,3
AFB 1 (+) 29 42 7 11,3
AFB 2 (+) 18 26,1 4 6,4
AFB 3 (+) 15 24,2 0 0

Sau 2 thang diéu tri, ty 16 BN c¢6 AFB dom am tinh 1a 82,3%. Két qua nay phu
hop véi nghién ctru ctia Dinh Thi Hoa (2010) vé dap tmg diéu tri dwa vao kha ning am
hoa AFB & dom cta 48 BN lao phoi AFB (+) sau 2 thang cho két qua ty 16 4m hoa dom
12 97,2% [9]. Nghién ctru ctia Nguyén Thanh Trang (2018), két qua dat 96,1% BN c6
AFB (-) sau 2 thang diéu tri [5].
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3.8. Panh gia tic dung khong mong mudn ciia thudc chdng lao

Bang 3.8. Tdc dung phu trén ldm sang cia cdc thuéc chong lao (n = 62)

Tac dung phu n %
D1 iing ngoai da 7 11,3
Chong mat, 1 tai 7 11,3

Giam thinh lyuc 1 1,6
Biéu hi¢n Roi loan tiéu hoa 10 16,1
Viém day than kinh ngoai bién 1 1,6

R6i loan tAm than 0 0

bau khép 4 6,5
o Murc do 1 20 91,9
Mie do Mire do 2 2 9,1

Tac dung khong mong mudn cia
thudc chdéng lao thuong gip nhat trong
nghién ctru 1 réi loan tiéu hoa (16,1%).
Cac biéu hién khac 1a di tmg (11,3%) va
chong mat u tai (11,3%). Khong c6 BN
nao biéu hién réi loan tdm than. Phan 16n
BN chi biéu hién tic dung khong mong
muén ¢ mic d6 1 (91,9%). C6 9,1% biéu
hién & murc do 2 va khong c6 BN nao biéu
hién & mac d§ 3 va 4. Theo nghién clru
cua Pinh Thi Hoa, cac tac dung khong
mong mudn thuong gip bao gom di tng
da man ngira (10,41%); vang da vang mat
(2,08%); rdi loan tién dinh (10,41%); dau
khép (4,16%); 16i loan tiéu hoa budn non,
non (16,67%) [9]. Nghién ciru cia Nguyén
Hiru Tho (2014), cac biéu hién thuong gip
khi diéu tri thudc chdng lao 14 di ing ngoai
da, r6i loan tiéu hoa va vang da [11]. Trong
nghién ctu ctia Nguyén Thanh Trang
(2018), cac biéu hién tic dung khong
mong mudn thudng gip trong nghién ciru
bao gom mét moi, sot, dau khop véi ty 18

lan luot 1a 43,6%; 21,8%; 26,9%), nhung
sau 2 thang diéu trj cac biéu hién nay déu
giam, riéng triéu ching mét moi gan nhu
hét hoan toan (con 1,3%) [5].
4. KET LUAN
Ty 1€ khang Rifampicin & BN lao
moi, AFB (+) 1a 3,13%. Bénh nhén lao
méi, AFB (+) dap tGng tt v6i diéu tri.
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