CHAN DOAN NGUO'l BENH LAO

KHANGTHUOC

Pon Vj Lao khang thuéc —
Chwong trinh Chéng Lao Quéc gia

Noi dung

Cac phwong phap chan doan lao khang thudc theo
khuyén cao ctia TCYTTG (WHO) va ap dung tai
Viét Nam. Co s& sinh hoc phan tir cia 1 s6 XN

Chan doan céc thé lao khang thuéc tai VN
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Chén doan khang R (ban dau)

Chén doan lao tién/siéu khang thubc

Chan doan lao khang don/khang nhiéu thubc
So d6 chan doan
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Cac phwong phap chan QOén, co s&
sinh hoc phan twr cua 1 s6 XN

Chan doan Lao khang thuéc

« Phwong phap kiéu hinh: xac dinh liéu 1 ching
phéan 1ap c6 khang v&i thude chong Lao khéng
bang cach danh gia sw tang trwdng (hoac hoat
dong chuyén hoa) khi ¢é sw hién dién cla
thudc

» Phuong phap gen: phat hién cac dot bién
trong hé gen VK Lao lién quan dén khang 1
thudc nhat dinh




Khuyén céo cap nhat vé chan doan Lao/ WHO (2021)

« Molecular assays intended as initial tests for TB and rifampicin-
resistance (to be used among TB presumptive cases) rather than
smear microscopy/culture and phenotypic DST :

= Xpert MTB/RIF assay, Xpert MTB/RIF Ultra (improved
sensitivity): for TB and rifampicin-resistance detection

= Truenat MTB or MTB Plus : initial diagnostic test for TB

= Truenat MTB-RIF Dx : reflex test to detect rifampicin resistance
for those with positive results on the initial Truenat tests

New == = Moderate complexity automated NAATs for detection of TB and

resistance to rifampicin and isoniazid

= |oop-mediated isothermal amplification (TB-LAMP) for PTB ~ 4
detection

= Lateral flow urine lipoarabinomannan assay ( LF-LAM) to assist
in the diagnosis of TB in HIV (+) -
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Khuyén céo cap nhat vé chan doan Lao/ WHO (2021)

“ Follow on diagnostic tests for detection of additional drug-
resistance rather than phenotypic DST
New = Low complexity automated NAATs for detection of resistance to
isoniazid, (FQs, Eto, Am)
= First-line LPAs to detect resistance to rifampicin and isoniazid among
smear-positive specimen or a cultured isolate of MTBC
= Second-line LPAs to detect resistance to FQs, SLIDs among
MDR/RR-TB
New ) = High complexity reverse hybridization- based NAATs used on MTB
culture isolates for detection of EYiEZINEMIGE resistance

Update === %, phenotypic DST :Scaling up detection of FQs -res. and other new and
repurposed drugs (BDQ, Lzd)
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Chan doan Lao khang thuéc

Hién VN da va dang trién khai :

« Hau hét cac ky thuat chan doan kiéu gen (sinh
hoc phan ttr): LPA, Xpert ® MTB /RIF, Xpert Ultra,
True Nat, Xpert XDR TB, LF LAM, TB LAMP, giai
trinh ty gen (sequencing)

« KSD kiéu hinh ddi v&i cac thude hang 1 (S, H, R,
Z, E), KSD cac thudce hang 2 (FQs, thudc tiém
hang 2, cac thubc méi va thuoc thay ddi muc
dich str dung: Bdq, Lzd, DIm, Cfz)

Table Mechanisms of drug resistance in M. tuberculosis

Gene(s) Mutation
Drug (year of MIC invalved in frequency
discovery) pgimil resistance Gene function Role Mechanism of action %
Isoniazid (1952) 0.02-0.2 katG Catalase-peroxidase Pro-drug Inhibition of mycolic acid 50-95
inhA Enoyl ACP reductase conversion biosynthesis and other 8-43
Drug target multiple effects
Rifampicin (1966) 0.05-1  rpoB B subunit of RNA polymerase  Drug target  Inhibition of RNA synthesis 95
Pyrazinamide (1952) 16-50 pnchA Nicotinamidase/pyrazinamidase  Pro-drug Depletion of membrane energy  72-97
(pH 5.5) conversion
Ethambutol {1961} 1-5 embB Arabinosyl transferase Drug target  Inhibition of arabinogalactan 47-65
synthesis
Streptomycin (1944)  2-8 rpsL 512 ribosomal protein Drug target  Inhibition of protein synthesis ~ 52-59
s 165 rRNA Drug target 8-21
gicB rRNA methyltransferase Drug target ?
(G527 in 530 loop)
Amikacin/kanamycin  2-4 s 165 rRNA Drug target  Inhibition of protein synthesis 76
(1957) 165 rRNA
Capreomycin (1960) tlyA 2"-0-methyltransferase
Quinolones (1963) 0.5-2.5 gwA DNA, gyrase subunit A Drug target  Inhibition of DNA gyrase 75-94
gyrB DNA gyrase subunit B
Ethionamide (1956)  2.5-10  etaAfethd  Flavin monooxygenase Prodrug Inhibition of mycolic acid 37
conversion  synthesis
inhA Drug target 56
PAS (1946) 18 thyA Thymidylate synthase Drug Inhibition of folic acid and 36
activation? iron metabolism?

MIC = minimum inhibitory concentration; ACP = acyl carrier protein; PAS = para-aminosalicylic acid

INT J TUBERC LUNG DIS 13(11):1320-1330
©2009 The Union
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Detection of mutations in rpoB gene by Xpert MTB/RIF

N
s

rpoB GENE 81 bp RIF RESISTANCE DETERMINING REGION

[ ____peosea | | pmosec

8'- GCACCAGCCAGCTGAGCCAATTCATGGACCAGAACAACCCGCTGTCGGGGTTGACCCACAAGCGCCGACTGTCGGCGCTG - 3

PROBE D

3'- CGTGGTCGGTCGACTCGGTTAAGTACCTGGTCTTGTTGGGCGACAGCCCCAACTGGGTGTTCGCGGCTGACAGCCGCGAC - 6

» 5 overlapping probes - bmdﬂtzos\j/(’nld type genes and do

not bind to mutant sequences
» 1 probe to Sample Processing Control - SPC (Bacillus
globigii)
» Total 6 fluorescent dyes detected at the same time

.o
m Global Laboratory Initiative

Gia tri dw bao duwong tinh ctua Xpert
MTB/RIF

« Gia tri dw doan dwong tinh PPV nhd hon
70% khi,t§/ |& hién méc khang rifampicin
giam xudng dudi 5%.
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Rifampicin resistance prevalence

0% 5% 10% 15% 20% 25% 30% 35% 40% 45% 50%
Table 1. False positive, false negative and predictive values for rifampicin resistance using Xpert MTBIRIF, according to
varying prevalences of rifampicin resistance in a sample population of 1000 individuals

1% 9.5 19.8 05 9702 32.4% 99.9%
7% 19 196 1 9604 49.2% 99.9%
3% 265 19.4 15 9506 59.5% 99.8%
i X a% 33 19.2 2 9203 56.4% 99.8%
Rapld Implementat|on 5% 47.5 19 25 931 71.4% 99.8%
5% 57 188 3 9212 75.2% 99.7%
of the Xpert MTB/RIF 7% 665 186 35 s11.4 78.1% 99.6%
. . 8% 76 184 3 9016 50.5% 99.6%
dlagnOStIC test 5% 855 18.2 45 3918 82.4% 99.5%
10% 95 18 5 882 34.1% 99.4%
WHO March 2011 11% 1045 178 55 3722 85.4% 99.4%
12% 114 17.6 6 8624 86.6% 99.3%
13% 1235 17.4 [ 8526 87.7% 99.2%
14% 133 17.2 7 8428 88.5% 59.2%
15% 1425 17 75 833 89.3% 59.1%

5% Iy (98%) for Xoer MIBR esslance compared wi reference meino

Phét hién khang rifampicin bang Xpert

Bénh nhan c¢é nguy co’ Lao da khang thuéc
thap

> Khang rifampicin cé thé ngoai dw doan do
gia tri dw doan dwong tinh PPV thap, hodc

> Co thé 1a két qué cua I6i trong quy trinh thuc
hién xét nghiém va ghi chép

- Lam lai 1 test Xpert MTB/RIF ngay lap tirc

trén mau bénh phdm méi

WHO. Xpert MTB/RIF implementation manual. 2014
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D6 nhay va dd dac hiéu

Dac diém cua kit xét nghiém Xpert MTB-Rif

D& nhay khi m3u smear am tinh va nudi cay duong tinh(S-C+) |a
90.9% (70/77)

+ D6 nhay khi smear duwong tinh va nudi cdy duong tinh (S+C+) la
100% (275/275)

« D6 dac hiéu chung clia xét nghiém 1a 98.3%

+ D6 nhay_trong phat hién thé khang Rifampicin la 96.7%

+ D§ dac hiéu trong khang Rifampicin la 98.6%

,
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Dwong tinh gia khang R & XN Xpert MTB/RIF
do doét bién im lang

Table Results of laboratory investigations

On sputum samples

Smear microscopy Positive

Xpert® MTB/RIF Presence of M. tuberculosis, RMP resistance detected
On culture

Mycobacterial culture Positive

PCR specific for M. tuberculosis complex Positive

Line-probe assay: GenoType MTBDRplus RMP resistance (AWT8, no usual mutation detected)

DST using MGIT system (RMP, 1 pg/ml) RMP-susceptible

Sequencing of the rpoB gene CTG—TTG, Leu533Leu

RMP =rifampicin; PCR=polymerase chain reaction; WT =wild-type; AWT8= no hybridisation with the wild-type probe
8; DST = drug susceptibility testing; MGIT = Mycobacteria Growth Indicator Tube.

Mathys V, et al. Int J Tuberc Lung Dis 16:1255-1257
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1 dét bién im lang & codon533
cla gen rpoB

Wild-typer Arg Leu Ser Ala Gly Pro Gly Gly Leu Ser Arg Protein

strain | CGACTG TCG GCG GG CCC GGC GGT CTGTCACGT DNA

Analysed| CGA CTG TCG GCG| FGG CCC GGC GGT CTG TCACGT  DNA (mutated)
strain Arg Leu Ser Ala Gly Pro Gly Gly Leu Ser Arg  Protein (wild-type)

Figure Schematic representation of the rpoB gene and protein sequences in a wild-type (RMP-
susceptible) strain and in the strain analysed. RMP = rifampicin.

Dot bién nhwng khdng tao nén viéc thay dbi
amino acid

Khang Rifampin bi bd qua trong Hé thdng nubi
cay long

» Thdng nhat két qua hoan toan gitra KSD
dac (LJ) va léng (MGIT) thay dwoc & nhirng
dot bién tai codon 513 (Lys hoac Pro) va
531 (Leu, Trp), luén khang & ca 2 phwong
phap.

- Dbi voi dot bién 511Pro, 516Tyr, 533Pro,
572Phe, va mét so dot bién 526, ket qua
trén moi trvong LJ va MGI:I' rat khac biét,
két qua KSB long khong thé duwa ra ket qua
hoac tuyén bo chung VK con nhay cam.

Rigouts L, J Clin Microbiol 2013;51:2641-5
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Borderline RMP-resistant strains, variation of MIC by
method (averages all labs)
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Slide courtesy: Van Deun A

KQXN khéng déng nhét: Xpert MTB/RIF
phat hién MTB, nudi céy am tinh

» Két qua Xpert MTB/RIF nén dwoc sir dung
trong viéc dwa ra hwéng dan quyét dinh diéu
tri trong khi ch& cac xét nghiém khac.

 Nudi cdy am tinh c6 thé do: bénh nhan da
hodc dang duoc diéu tri lao; chat lwong mau
do van chuyén, x& ly; ngoai nhiém, lwong
mau khéng du, sai sot khi sao chép KQ-> can
danh gia lai

GLI model TB diagnostic algorithms 2017
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KQXN khéng déng nhat: Xpert MTB/RIF
khéng phat hién MTB, nubi cdy duong tinh
» Quyét dinh diéu tri nén dwa trén két qua
nudi cay
o Kiém tra lai: KQ nudi cdy dwong tinh gia?
(nhiém chéo? déan sai nhan?...), dap tng
lam sang? Lam lai Xpert

GLI model TB diagnostic algorithms 2017

Khéng dong nhat: Xpert MTB/RIF phat hién MTB, khang rifampicin;
khang sinh d6 nhay.

» Két qua Xpert MTB/RIF nén duoc st dung dinh
hwong diéu tri trong khi chd cac xét nghiém bo sung:
> KSB nhay gia (I6ng)?
> Dot bién im 1ang?( rat hiém).

—>giai trinh tw DNA, nudi cdy KSP méi trwéng dac, 16i
ghi chép

Wild-typer Arg Leu Ser Ala ly Pro Gly Gly Leu Ser Arg Protein

strain | CGACTG TCG GCG GGG CCC GGC GGTCTG TCACGT DNA

Analysed| CGA CTG TCG GCGYl GG CCC GGC GGT CTG TCACGT  DNA (mutated)
strain Arg Leu Ser Ala Gly Pro Gly Gly Leu Ser Arg  Protein (wild-type)

Figure Schematic representation of the rpoB gene and protein sequences in a wild-type (RMP-
susceptible) strain and in the strain analysed. RMP = rifampicin.

GLI model TB diagnostic algorithms 2017

21/08/2023

10



Khéng dong nhat: Xpert MTB/RIF:MTB +/Rif-, nudi
cay KSB: Khang R.

 Quyét dinh diéu tri nén dwa trén két qua nudi cay
KSD.

 Két qua nhay gia v&i rifampicin trong XN Xpert
MTB/RIF la hiém (1-5%).

« Dot bién bén ngoai viing mau cla gen rpoB, tao ra
két qua Xpert MTB/RIF khéng phat hién khang
rifampicin resistance.

>gidi trinh tw DNA, lam lai nuéi cdy KSD, va danh gia

kha nang sai sot

GLI model TB diagnostic algorithms 2017

Xac dinh khang Rifampicin b&i GenoType MTBDRplus

GLI 2018
[ 1POB W12 ] [ 1po8 W14 ] [ 1pOB WT6 ]
[ poB WT1 ] [ OB WT3 L 1poB WTS ] [ D08 WT7 | 1poB WT8 ]
[sos| | [soe]soo] [sm]| |os|sw]|ss[se] [se] | | sz | | [z | | | [E s3]
MUT 1 D516V (D435V) MUT 2A H526Y (H445Y)  MUT 3 S531L (S450L)
MUT 2B H526D (H445D)
Target MTBDRplus Mutation or region Result
region Probe Interrogated Interpretation

Mutation(s) at codons Resistance to rifampicin (Rif)

rpoBWT1 | rpoB WT1 not developed 505-509 (424-428)° ifored

Mutation(s) at codons

510-513 (429-432)° Resistance to Rif inferred

rpoBWT2 | rpoB WT2 not developed

21/08/2023
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Xac dinh khang Rifampicin b&i GenoType MTBDRp/ugLI 2018

!QBWT} v@wu 1 W16
wT1 w13 WTS w17 WTs
IIIIMWIIIIII[EllIIll\iFllI-Il
MUT 1 D516V (D435V) MUT 2A HS26Y (H445Y)  MUT 3 S531L (S450L)
MUT 2B H524D (H445D)
Target MTBDRplus Mutation or region Result
region Probe interrogated interpretation
rpoB MUT1 developed D516V (D435V)®t Resistance to Rif detected
rpoB
WT3/4

rpoB WT3, WT4 and MUT1 Mutation(s) at codons

not developed 513-519 (432-438)° e

Line Probe Assay (Hain test)
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IIIIIIIIIHUUI]IIHU +[+[-[+[-][+
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Identification of the M. tuberculosis complex and its resistance
to Rifampicin and/or Isoniazid using the GenoType® MTBDRplus

Conjugata Control [CC]
Amplifieation Contral [AC]
1. tubarculoais complex [TLE]

rpofl Locus Contred
rpal wild lype prabe 1 [ped WT1)
rpofiwild type probe 2 [rpal WT2)
rpeRwild typa prabia 3 (ol WTE|
rpowilld type probe & [ped WTd]
rpod wild type probe § [rpe8 WTS|
rpoBwild type prabs 4 [rpefl WT4]
rpeBwild type probo T lrpadl WT7]
rpoBwild type probe § [rpod WTE]

rpal mutation probe 24 [rpofl MUT24]
rpoll mutsben probe 3 (ol MUT3)

featfl Locus Contrel

&5

Canjugate Control [CC)
Amplifiestion Cantrol [4C)
vk

dim fe [TUE)

o8 mutetien probe | (peB MUTY] .
rpa mutslion probe 28 Irpoff MUT28]

ot mutatian probe 1 [kat6 MUT1)
Rt mutation probe 2 et MUT2)

Inhd Locus Centrel
infuh wilid type probe 1 (inhd WT1]
it wild type probs 2 linhd WT2]

it m ute tion prabe 1 limkd MUT1)
inhA mutstion probe 34 [infkA MUTIA]
colored markar

Resistance

¢poff Locus Control

i wild type probe 1 [rpaB WT1)
o wld typs probe 2 cpof W)
pof wild typa probie § lrpof WT3)
P08 wid type probe & lpoll WT)
1o wild typa probe 5 (ol WTS)
rpol? wild type probie & {rpof WTS)
rpai wild type probe 7 (el WT7]
pof wid type probe B frpulf WT)
ol mutatlon probe 1 (rped MUTI)
rpoif mulation probe 24 (ol MUTZA)
rpol mulation probe 28 Irpef MUTZE]
rpolf mutatlan probe 3 [rpa8 MUTS)

#at Loz Control
i wildl type probe [kats Wl
#atfi mutation probe 1 [ket’ MUT1)

inkd mutation probe 2 ishd MUTZ) .

infA utaion ke 38 linkd MUT3B]

ian probe 2 Jkate WMUT?)

inhA Locus Contral

infe wild type proba 1 [inhd WT1
inA wild typa probe 2 [inhd WT2]
ik rrutation prabe 1 [ishd MUT1]
ik mutation probe 2 linhd MUTZ)
infed mutation probe 34 [inkd MUT2A]
infA mutation probe 38 Linkd MUTIE)
calored marker

R = Rifampidin, | = seniazid

Figure 2. Examples of different GenoType® MTBDRsI strip readouts (Hain Life Sciences 2012b).

Caonjugate Cantrol
Amplification Control
M. tubsrcutosis complex

gyrA Locus Control
gyrA wild type probe 1
gyrA wild type probe 2
gyrA wild type probe 3
gyrA multation probe 1
gyrd mutation probe 2
gyrA mutation probe 3A
gyrA mutation probe 38
gyrA mutation probe 3C
gyrd mutstion probe 30

rrs Locus Control
rrs wild type probe 1
rrs wild type probe 2
rrs mutation probe 1
rrs mutation probe 2

emb8 Locus Control

embB wild type probe 1

emb8 mutation probe 1A ...
embB mutation probe 18

I~

i B B T i

,_

i

3

-

Conjugate Control

T

Amplification Control
M. tuberculosis complex

gyrA Locus Control
gy wild type probe 1
gyrd wild type probe 2
gyrA wild type probe 3
gyrA mutation probe 1
—————— gyrA mutation probe 2
rrrrr . gyrA mutation probe JA
gyrA mutation probe 38
gyrA mutation probe 3C
gyrd mutation probe 30

rrs Locus Control

rs wild type probe 1
rrs wild type probe 2
rrs mutation probe 1
rrs mutation probs 2

— emb8 Locus Control
emb8 wild type probe |
---eeee  @mbB mutation probe 1A
k- emb8 mutation probe 18

colored marker

colored marker I

Resistance -

——
FLOQ+AG/CP
+EMB

FLQ
+EMB

—_— FLO = Fluproguinolones
FLQ FLQ AG/CP = Aminoglycasides/
+EMB Cyclic Peptides

EMB = Ethambutol

21/08/2023
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Chan doan cac thé lao khang thuéc tai VN

Chan doan RR/MDR-TB
8 nhom doi twong

Nguoi bénh lao that bai phac do diéu trilao khong khang
Rifampicin (lao nhay cam, khang don va nhiéu thudc)
Nguoi nghi lao méi hodc ngwdi bénh lao méi cé tiép xuc
v@ingubﬁbéqhkx)dakhénghoécnghidakhéng(ngudi
tiep Xl]g da diéy tri lao nhwng khéng dap wng, kém tuén
tha, that bai dieu tri hodc tai phat, hoac tir vong do lao).
Nguc‘)’i bénh lao khéng &m héa dom sau 2 hoac 3 thang
dieu tri phac do lao khdong khang Rifampicin
Nguoi bénh lao tai phat phac d6 lao khéng khang
Rifampicin (nhém “4a”), lao khang Rifampicin (nhém “4b”)

21/08/2023
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Chan doan RR/MDR-TB
8 nhom doi twong

5. Nguwoi bénh lao diéu tri lai sau bd tri (lao khéng
khang Rifampicin: nhém “5a”; lao khang
Rifampicin: nhém “5b”)
6. Nguwoi bénh lao méi céd HIV (+)
7. Cac trwdng hop khéc: nguoi ngh[ lao hoac
nguwi bénh lao co6 tién str dung thudc lao trén 1
thang (gom ca nguo’| nghi lao tai phat/sau bo tri,

nguoi co tién s diéu tri lao & y té tw nhwng
khéng ré két qua diéu trj)

8. Nguwdi bénh lao phdi mai

Chan doan RR/MDR-TB

X tri sau khi nhan két qué Xpert MTB/RIF

< Khang v&i Rifampicin (MTB+/Rif+):
““nhém 1, 2, 3,4, 5, 7:
Diéu tri khang R
Xét nghiém chan doan tién/ siéu
< Lao mé&i (nhém 6, 8): Xpert MTB/RIF lan 2 va
quyét dinh dwa vao két qua lan 2.
lan 2 1a khang Rifampicin (MTB+/Rif+): Diéu tri
khang R
lan 2 1a khéng khang Rifampicin (MTB+/RIif-):
diéu tri phac db lao nhay cdm. Néu can phai
khang dinh, cé thé l4y bénh pham lam xét nghiém
nudi cdy, khang sinh d6, LPA.
< Khéng khang vé&i rifampicin (MTB+/Rif-): diéu tri
phéac db lao nhay cadm

21/08/2023
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Chén doan khang R

DY 2
So do6 chan doan
Lao méi Ngudi nghi lao da khing
Nhom 6,8 (Nhém 1,2,3,4,5,7)
XN SHPT (1%) XN SHPT (1%)
[ 1 | |
MTE (+) MTIB (+) MTB (+) MTE () MTB (+) Lé&i/Khéng 1TB (+)
Khing R Khéng khing R Khing R Khéng khing R Khéng xéc dinh khang R hop 1& (vet)
PD nhay cim
SHPT lin 2 thude — - =
e KSD hang 1 (2%) Hi chin Lam lai XN SHPT lin 2 Sodd s
(%)
PP khing H
Khéng || Khing KSP hing 2
khing R 3%
R
—_—
CO tiéa, siéu khing Diéu tri tién/situkhang (7*)
hodc siéu khing
KSD hang 2 =
PD nhay cim thude KSD thude méi, khic (6%)
KSD hing 2
Tien/ Tiéptuc diéu Nubi cdy diwomg tinh tie R v bomdl kie (07)
s |éu tri khang R Teang Thic 3 0 at

So’ dé chan doan

Lao méi Nguwdi nghi lao da khang
Nhém 6,8 (Nhém 1,2,3,4,5,7)
XN SHPT (1%) XN SHPT (1%)

(17) :

« Bao gém céc XN SHPT chédn doan nhanh (Xpert
MTB/RIF, Xpert Ultra, Truenat, NAAT, LPA v.v.

« Mot s6 bénh pham ngoai phéi chwa cé chi dinh XN
sinh hoc phén ti, cé thé chi dinh KSP kiéu hinh.

16



So’ dé chan doan

1 1

MTB (+)
Khong khang R

PD nhay cim
thuoc
KSP hang 1 (2%)

Khang H

PP khiang H
KSP hang 2
(3%

(2*) Nguoi bénh thuéc nhém tai phat, that
bai hodc khéng a&m héa nhung két qua
khéng khang R :

e Xpert XDR (H va FQ) hodc:

e LPA hang 1 (khdng H, mau dom truc tiép
duong tinh, chdng cay duong tinh).

e KSP kiéu hinh trén ching cdy duong
tinh( E, Z...). Néu phat hién khdng >hdi
chén

o Lwu y: Xpert XDR hodc LPA hang 1 phat
hién nhanh khéng H. Cén tiép tuc lam
KSD kiéu hinh phat hién khang véi céac
thuéc lao hang 1 khéc

So’ dé chan doan

MTB (+)
Khong khiang R

PP nhay cim
thuodc
KSDP hang 1 (2%)

Khang H

PP khing H
KSD hang 2
(3%

(3%):

e Phat hién khang FQ :Xpert XDR TB,
LPA hang 2.

e Cho két qué KSD trén ching cay
duong tinh (& muc 2*). Néu phét hién
khéng véi thube lao hang 1 khac ( E,
Z v.v.), ¢an héi chén chi dinh phac db
khéng don hodc nhiéu thudc.
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So’ dé chan doan

Ngwoi nghi lao da kha , ~ <. ~
E Nbom 1,23.4.5.7) (5*) Lwu y trén ngwoi bénh dang

didu tri lao (khéng am hoa, thét

T bai), tuy nhién Igét qua Xpert lai cho

thay MTB (-): can hdi chan va kiém

tra chéat lwong mau dom dé loai triy

nhiém NTM. Néu két qua hoi chan

khang dinh khong méc lao, co thé

MIDG [ lam nudi cay, dinh danh NTM. M6t

sb trwdong hop cé két qua MTB (-),

tuy nhién can clr vao cac triéu

Hoi chin chirng ldm sang, XQ cling khéng

I loai trir bénh lao (khéng cé bang
chrng vi khuan)

XN SHPT (1%)

So’ dé chan doan

(6*) KSP véi thubc lao hang 2:

e Uu tién Xpert XDR, LPA HANG 2 dé
phat hién khang FQ va céac thubc
tiém hang hai. KSP kiéu hinh khang
dinh lai két qua ctia XN SHPT trong
trwdng hop can thiét.

e KSD kiéu hinh v&i cac thuéc mai
KD hing2 (Bdq, ,de, Cfz, DIm, Pa): wu tién

) thube méi, khac (6*) MOt s6 nhém cd nguy co cao, cb
tién sir dung cac thudc nay truéc
day

e KSD v&i Z trén ching ciy duong
néu can (wu tién NAATs phirc tap

21/08/2023
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So’ d6 chan doan

(6%

KSD hang 2
) thuéc méi, khac (6*)

« NB thét bai phac db da khéng, cé thé chi dinh
thém céc XN KSD kiéu hinh thubc hang 2, LPA
hang 1 va KSP kiéu hinh thuéc hang 1 dé cé
thém Iwra chon thuéc cho nguoi bénh.

e XN khi nguoi bénh khéng &m héa nubi céy
hoéc dwong tinh tré lai te thang thr 4 tré di
(méu céy sau 3 théng diéu trj).

o Am héa nuéi cdy: co it nhat 2 méu céy
am tinh lién tiép céach nhau it nhat 7 ngay.
o Duong tinh tré lai: it nhat 2 mau cay
duwong tinh lién tiép cach nhau it nhét 7
ngay sau khi d&@ am hoa hodc trén nguoi
bénh duwoc chan doén Iam sang (khéng

¢6 bang ching vi khuén) truée dé

Xpert Ultra

\
MTB (+) (VET)
Khéng xic dinh khang R

I

Tré em | Newoi lon khic ‘
Nguoi nhiém HIV/AIDS
Nghi lao ngoai phot [ =
‘ Xpert Ultra lin 2 |
I
[ [ [
NGUY CO CAO NG THAP COVKLAO MTB (+) (VET) MTB ()
MTB (+)
., . ; -Hoi chan
* - HoO! ay 5 -
-Héi chin PD khang . m‘) ihuéc 7y 2> Sodd2 -KSD hang 1
-Ultra lin 2 _Ultra lan 2
-KSD hang 1 -KSD hang 1
-Diéu chinh PD -Diéu chinh PD [ I
—
C6 tién 5t DT lao trong 5 Khong tien si DT lao trong 5
g e nam gan day:
namgand:iy. -PD nhay cam thude
< Héichin -KSD hang 1 .
-Diéu chinh PD theo két qua
weh

21/08/2023
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1. MTB c6 vét, khéng cung cép théng tin vé nhay hay khang RIF

2. NB HIV (+) hodc chwa rd nhwng cé bang chirng 1am sang nhiém
HIV tai noi ¢ ty 1& nhiém HIV cao ho&c trong nhém nguy co' cao

3. Chia 2 nhém

3.1. H6i chan PP khang/Céc nhém nguy co cao:

+ Nguoi tiép xdc vai NB lao da khang,

+ NB thét bai diéu tri phac dd lao nhay cdm, phac d6 khong
khang R

3.2. H6i chén PP nhay/ Cac nhém khéac

4. CO thé co két qua vét do con xac VK. Quyét dinh diéu tri can dua
trén triéu ching I1am sang X-quang,, dap wng vai diéu tri thir bang
khang sinh phd rong, c6 thé nuéi ciy, KSD hang 1.

5. Quyét dinh diég tri can dwa trén tridu chirng 1am sang X-quang,
dép trng v&i dieu tri thir bang khang sinh pho rong, cé thé nubi
cay, KSb hang 1. Chwa c6 TS/ 5 nam-> PD nhay cam, theo ddi
ldm sang, xét nghiém

Chan doan lao tién/siéu khang thuoc

a) Cdc nhém doi twong dwoc xét nghiém:

« Nguwoi bénh dwoc chan doan lao da khang thubc;

» Nguoi bénh dang diéu tri da khéng thudc, nghi that bai
(co ket qua xét nghiém nudi cay van con duong tinh tov
thang thr 4 tr& di hoac sém hon) hoac that bai.

b) Xét nghiém chan doén xdc dinh tién/ siéu khéng:

KSD va&i thudc lao hang hai (bao gdom cac thudc maoi):

 Dbi v&i mét sb thube lao hang hai nhu FQ, thubc tiém
hang hai wu tién st dung cac xét nghiém SHPT (Xpert
XDR, LPA hang 2). KSP kiéu hinh chi s dung dé khang
dinh lai két qua SHPT trong mét sé trudng hop can
thiét.

« Déi vai cac thube hang 2 méi nhw Bedaquiline,
Delamanid, Linezolid, Clofaziminee, Pretonamid v.v., st
dung KSD kiéu hinh dé phat hién tinh trang khang.
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Chan doan khang don va nhiéu thuéc

a) Nhém doi trrgng dwoc xét nghiém dé chan dodn

kh'éng don, nQiéu thuéc: GeneXpert hoac Truenat cho

th@y c6 vi khuan lao khéng khang R, nhung co tién sﬁr
that bai, tai phat, khong am héa phac do lao nhay thudc
trwde do

b) Xét nghiém chan doan xdc djnh: mot trong cac xét

nghiém sau:

- Xpert XDR TB phat hién khang H (sau khi ngw&i bénh
da dwoc chan doan lao, c6 thé phat hién khang FQ
kém theo), hoac

- LPA1 phat hién khang H (lam trén mau dom truc tiép
dwong tinh ho&c trén ching cay dwong tinh).

- NAAT phtrc tap cao phat hién khang PZA.

- KSDb kiéu hinh trén ching ciy dwong tinh dé phat
hién khang véi thuéc lao hang 1 khéac.

Chan doan lao khang thuéc & TE

a) Nhém déi twong : nhém nguy co cao can XN khang thubc
(twong tw ngwei lon). Mot sé nhém can lwu y & tré em bao gém:
Tré co tién st TX v&i NB lao da khang;
Tré co tién st TX v&i ngwdi nghi lao khang thudc (TX véi
ngudi da diéu tri lao nhwng khong dap (rng, kém tuan tha,
that bai diéu tri hodc tai phat, hodc t& vong do lao)
Khéng dap (rng sau 2-3 thang diéu tri PP lao nhay (khdng
cai thién triéu chirng LS, khong tang can, XN dom hoac nubi
cdy dwong tinh lién tuc) du tuan tha tét (da loai trir hoi
ching phuc hdi mi&n dich & tré HIV diing ARV).
Méc lao tré lai trong vong 1 nam sau khi két thuc didu tri (c6
thé tai phat hoac tai nhiém)
Tré dwéi 10 tudi: thuc hién danh gid nguy co khang thubc
trong cac buwéc chan doan va didu tri bénh lao.
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Chan doan lao khang thuéc & TE

b) Lao khdng thuéc & tré em cé thé dwoc chan dodn dwa vao
triéu chirng Iam sang
Truwdng hop khdng phat hién bang chirng vi khudn hoc sau khi
da thwe hién cac xét nghiém can thiét) can tién hanh hdéi chan
Phac db diéu tri cta tré cin dwa trén két qua KSP va tién st
dung thudc ctia ngudi tiép xuc.
Ban dau tré dwoc chan doan va chi dinh diéu tri tam thoi lao
khang thuéc dwa vao lam sang nhwng sau doé két qua KSP cho
thdy con nhay thubc thi can chuyén vé phac dd diéu tri lao
nhay thudc.
Truwdng hop ban du tré dwoc chan doan va chi dinh diéu tri
lao khang thudc dwa vao 1am sang nhwng sau dé két qua nudi
cAy am tinh thi can tiép tuc didu tri phac d6 lao khang thubc
ma khong dwgc chuyén vé phac dd diéu tri lao nhay cam.

So do chan dodn (so do 1) _
(Ap dung trong quy trinh theo déi ngudi bénh lao khéng thubc sau hodn thanh diéu tri )

‘ NB dén tai_kham ‘

Kham LS
Chup XQ (*)
LS + LS + LS - s
A i XQ+ xQ-
Soi dem (SM) ‘ -
Xpert/Xpert Ultra H!e__n kham
Cay an sau
MTB (+) Rif(-) | | MTB (-) Rif(-) MTB (-) Rif(-) MTB vt MTB (+) MTB (+)
SM (+)/SM () SM (+) SM(- Rif KXD RIf (+) R RXD
PB nhay BT thir KS (**)> PD nhay Huoéng dén Hoi chan
< KSB 1 “ydt
Bisu chinhicAn et K56 Didu chinh can cir KSD (Sordd I i(Eerzt
- - © O |
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