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MYCOBACTERIA NON-TUBERCULOSIS
QUA KHU,, HIEN TAI VA TUONG LAl

THS BS TRAN XUAN SANG
KHOA HO HAP - BV DAl HOC Y DUQC TPHCM



NOI DUNG

1. So lwoc NTM
2. Bénh phdi do NTM
3. Piéu tri b&nh phdi NTM

4. Két luan

T




Case lam sang

Nam, 1960 (62 tudi). NV 04/2022. Tién can:

- Phau thuat dap ndo xuat huyét ban cau trai (11/2021) do
TNGT. M& khi quan sau thd may kéo dai

- Ho khac dam trang nhiéu lan trong ngay, dién tién nhiéu
nam, thinh thoang dam mau vang
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Case lam sang

Ly do nhap vién: Ho ra mau

Kham:

- Khéng sot

- Rale nd rai rac 2 bén phdi

T
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Két qua vi sinh

AFB dam (+) 2 mau 12/04 va 13/04

XET NGHIEM KET QUA
AFB DUONG TINH 1 2/ 04

-

| XET NGHIEM | KET QUA 1 3/ 04

| AFB ‘ DUONG TiNH
+

T




Presumptive TB
case

I

Sputum smear

4 v
Smear-negative Smear-positive
v v
Manage according to
DOTS guidelines AP

World Health Organization Treatment of tuberculosis guidelines. Geneva, Switzerland: WHO; 2010.
WHO/HTM/TB/2009.420.




Gene Xpert MTB 14/04 va 15/04

14/04

KET QUA

KHONG PHAT HIEN MYCOBACTERIUM TUBERCULOSIS

15/04

KET QUA

KHONG PHAT HIEN MYCOBACTERIUM TUBERCULOSIS




Presumptive TB
case

I

Sputum smear

4 v
Smear-negative Smear-positive
v v
Manage according to
DOTS guidelines AT
! ¥ v
RIF-susceptible RIF-resistant
R =— No MTB
e-assess o} MTB MTB
Continue/enrol on Enrol on treatment
treatment for drug- for drug-resistant
susceptible TB B




1. So lwoc NTM

- NTM = khong MTB complex va khong M. leprae

- > 166 chang. Mét sb it gay bénh trén nguoi
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Wagner, D. et al. (2019). Global Epidemiology of NTM Disease (Except Northern America). In: Griffith, D. (eds)
Nontuberculous Mycobacterial Disease. Respiratory Medicine. Humana Press, Cham
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J Korean Med Sci. 2018 Feb 19;33(8):e65. English. Published online Jan 18, 2018.
https://doi.org/10.3346/jkms.2018.33.e65




1. So lwoc NTM

- NTM = khéng MTB complex va khong M. leprae

- > 166 chung. M6t s it gay bénh trén ngudi

Phan loai

: ': Runyon’s group (1959)

N Moc nhanh va cham




Figure 1. Classification of nontuberculous mycobacteria.

Non-tuberculous mycobacteria

Slowly growing mycobacteria (>7 days)

True pathogens ] Type I: M. kansasii, M. marinum,
| M. ulcerans

 Type li: M. gordonae, M.

Saprophytes - . ofulaceum, M. terrae

- l Type lll: MAC - M. avium, M.
Opportunistic | ... acellulare, M. chimera, M.
pathogens ‘ xenopi, M. haemophilum

Rapidly growing mycobacteria (<7 days)

Type IV: M. chelonae—abscessus complex
* M. abscessus subsp. abscessus
* M. abscessus subsp. bolletii
* M. abscessus subsp. massiliense

M. chelonae
M. fortuitum complex
* M. peregrinum
* M. porcinum
* M. fortuitum
M. mucogenicum
M. smegmatis

Opportunistic

pathogens

Antibiotics 2020, 9(8), 450; https://doi.org/10.3390/antibiotics 9080450



https://doi.org/10.3390/antibiotics9080450

NTM M. TB

Ky chd nhiém bénh

Ngoai moi tredng

NTM versus TB Nelsong noi trt
(nwoc, dat)

Cach thirclay  Tiép xtic mdi trwong  Nhiém tring giot

truyén ban
Lay nhiém nguwoi - Khéng Co
nguoi
Kha nang gay bénh Yéu Manh
Chan doan Vi sinh/Lam Vi sinh (d6i khi lam

sang/Hinh anh hoc sang)



Bénh canh |am sang

- Bénh phdi NTM (# 90 %)

Centers for Disease Control and Prevention

T



http://www.cdc.gov/

Bénh canh |am sang

- Bénh phdi NTM (# 90 %)
- Viém hach bach huyét ndng/tré em (hach cb)
- Bénh ly lan tda/BN suy gidm mién dich

- Nhiém tring da, md mém/tiép xdc truc tiép (bénh vién)

Centers for Disease Control and Prevention

T



http://www.cdc.gov/

BENH PHOI NTM




BENH CANH 1

- Thuy trén, khu trd, tao hang
- Nam/nl




BENH CANH 2

- Dan phé quan
- NOt trung tam tiéu thly
- Nam >>> N




VI sinh
Ontario’s top isolate:

- MAC = M. Avium Complex
M. avium, M. intracellulare, M. chimaera

- M. xenopi
- M. fortuitum

- M. abscessus

T
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Treatment of Nontuberculous Mycobacterial Pulmonary
Disease: An Official ATS/ERS/ESCMID/IDSA Clinical
Practice Guideline
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2020 NTM Guidelines: Chan doan

Tiéu chi (khéng thay déi ttr Guidelines 2007)

Lam sang Triéu chirng tai phéi/toan than
Hinh anh hoc Not, hang

Hoac

Dan phé quan kém nhiéu ndt nho
Vi sinh > 2 mau dam — 2 mau cay (+)

Hoac

1 mau BAL — 1 mau céy (+)

Hoac

Biopsy — CAay (+)

Hoac

Biopsy — Bang chirtng GPB + 1 mau cay (+)
Chén doan = Triéu chirng + Hinh anh hoc + Vi sinh

Chan doan # Can diéu tri

s
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2% prevalence
== Anmual disease
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Nam, 1960 (62 tudi)

TEN XET NGHIEM

KET QUA

Chi so BT

ycobactenum tuberculosis nuoi
ay moi truong long (cay MGIT)

AM TINH (*)

(*):Bénh phim c6 két qui ciy DUONG
TINH véi NTM (Nontuberculous
mycobacteria)




Nam, 1960 (62 tudi)

Ma CDS: x >
KET QUA
Ma quy trinh: QTKT.QTXN.VS/SHPT.03
TEN XET NGHIEM KET QUA
NTM (Non tuberculosis mycobacteria) dinh danh LPA Mycobacterium abscessus complex

Chan doan:

Bénh phdi do Mycobacterium abscessus complex. Dan phé quan




PIEU TRINTM




Piéu tri NTM: Quyét dinh khé

Vi sinh:
- Khéang thudc

Phdi hop nhiéu thubc
- Thoi gian diéu tri dai




Piéu tri NTM: Quyét dinh khé

Vi sinh:
- Khéang thudc

Phdi hop nhiéu thubc
- Thoi gian diéu tri dai

Thudc:
- Tac dung phu

T




Piéu tri NTM: Quyét dinh khé

Vi sinh: Két cuc ngan han:

- Khang thudc mm) MAC:

- Phdi hop nhiéu thudc - 60% (Kwak, CID 2017)

- Thoi gian diéu tri dai - 71-86% (Jeong, AJRCCM 2016)
Thudc:

- Tac dung phu

T




Piéu tri NTM: Quyét dinh khé

Vi sinh: Két cuc ngan han:

- Khang thudc mm) MAC:

- Phoi hop nhiéu thubc - 60% (Kwak, CID 2017)

- Thoi gian diéu tri dai - 71-86% (Jeong, AJRCCM 2016)
Thudc: \ T&i phat:
- Tac dung phu - 30% - 14 thang (Koh, 2017)

- 50% - 4 nam (Wallace, 2014)

T




Dién tién tw nhién

- Hayashi AJRCCM 2012 (MAC): tao
hang, BMI < 18.5, thiéu mau, CRP > 1.
tang ti l1é tir vong

100 +

- Fleshner/ JTLD 2016: trong 4.9 nam.
Tao hang, tadng ap phdi: tang ti 1& to
vong

S0 4

Per cent survival

= =+« No fibrocavitary disease

- Fibrocavitary disease present

- Hwang ERJ 2017 (MAC): tao hang ~ °  ® &, * =
tang ti I& tr vong

Thé tao hang: Nén dwoc diéu tri
e e
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Treatment of Nontuberculous Mycobacterial Pulmonary
Disease: An Official ATS/ERS/ESCMID/IDSA Clinical
Practice Guideline

Question: Should patients with NTM pulmonary disease be treated with antimicrobial
therapy or followed for evidence of progression (“watchful waiting”)?

Recommendation: in patients who meet diagnostic criteria for NTM-PD, we suggest

initiating treatment rather than watchful waiting. Especially in the context of positive AFB
smears and/or cavitation (conditional recommendation, very low confidence in estimates

of effect).



Quyét dinh diéu tri: ca thé hoa

Favors treatment:

» Poor prognostic markers (cavitation,
low BMI/alb, and elevated

inflammatory markers)
» More virulent and/or more

treatment responsive species (M.
' kansasii)
* Immune suppression

* Major symptoms (severe fatigue and
marked decrease in quality of life)

Favors observation:
* Mild signs and

symptoms
» Higher potential for / ’ \
medication
toxicity/intolerance’
* Organisms less
responsive to treatment
(e.g., M. abscessus)




Age
Increasing risk of intolerance
and adverse events
Comorbidities
Drug intolerances
Consider dose reduction or
thrice-weekly regimens
Consider interactions with
other drugs, e.g. azoles
Patient wishes
Aim of treatment
Aiming for cure or disease
control?

European Respiratory Journal 2019 54: 1900250; DOI: 10.1183/13993003.00250-2019




Disease severity

Age Radiological
Increasing risk of intolerance Fibrocavitary disease
and adverse events Clinical
Comorbidities Weight loss, fever,
Drug intolerances haemoptysis, respiratory
Consider dose reduction or failure
thrice-weekly regimens Biochemical markers
Consider interactions with Microbiological
other drugs, e.g. azoles Smear positivity
Patient wishes
Aim of treatment
Aiming for cure or disease
control?

European Respiratory Journal 2019 54: 1900250; DOI: 10.1183/13993003.00250-2019




Disease severity Disease progression

Age Radiological Radiological
Increasing risk of intolerance Fibrocavitary disease Development of cavitation or
and adverse events Clinical fibrosis, increasing nodules
Comorbidities Weight loss, fever, or tree-in-bud changes
Drug intolerances haemoptysis, respiratory Clinical
Consider dose reduction or failure Worsening symptoms,
thrice-weekly regimens Biochemical markers development of new
Consider interactions with Microbiological symptoms, weight loss
other drugs, e.g. azoles Smear positivity Microbiological
Patient wishes Development of new or
Aim of treatment Increasing smear positivity
Aiming for cure or disease
control?

European Respiratory Journal 2019 54: 1900250; DOI: 10.1183/13993003.00250-2019




Disease severity Disease progression Clinical relevance

Age Radiological Radiological NTM species
Increasing risk of intolerance Fibrocavitary disease Development of cavitation or Some species more
and adverse events Clinical fibrosis, increasing nodules pathogenic than others
Comorbidities Weight loss, fever, or tree-in-bud changes
Drug intolerances haemoptysis, respiratory Clinical
Consider dose reduction or failure Worsening symptoms,
thrice-weekly regimens Biochemical markers development of new
Consider interactions with Microbiological symptoms, weight loss
other drugs, e.g. azoles Smear positivity Microbiological
Patient wishes Development of new or
Aim of treatment Increasing smear positivity
Aiming for cure or disease
control?

European Respiratory Journal 2019 54: 1900250; DOI: 10.1183/13993003.00250-2019
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Clinical relevance

Disease severity Disease progression

Age Radiological Radiological NTM species
Increasing risk of intolerance Fibrocavitary disease Development of cavitation or Some species more
and adverse events Clinical fibrosis, increasing nodules pathogenic than others
Comorbidities Weight loss, fever, or tree-in-bud changes Immunosuppression
Drug intolerances haemoptysis, respiratory Clinical Primary immunodeficiency
Consider dose reduction or failure Worsening symptoms, HIV infection
thrice-weekly regimens Biochemical markers development of new Immunosuppresive therapy
Consider interactions with Microbiological symptoms, weight loss Anti-TNF-c: therapy
other drugs, e.g. azoles Smear positivity Microbiological Corticosteroids
Patient wishes Development of new or Lung transplantation
Aim of treatment Increasing smear positivity Need for M. abscessus
Aiming for cure or disease eradication
control?

European Respiratory Journal 2019 54: 1900250; DOI: 10.1183/13993003.00250-2019




Piéu tri khéng dung thudc

Vat Iy tri ligu
Dinh dwdng
D&n phé quan

MOI truong

Phau thuat




Piéu tri MAC

Organism No. of Drugs Preferred Drug Regimen® Daosing Frequency
M. avium complex
Nodular-bronchiectatic 3 Azithromycan (clanthromyein) 3 times weekly

Rifampicin (rifabutin)

Ethambutol

Cavitary z3 Azithromycin (clanthromycin) Daily {3 times weekly may be used wath
Rifampicin irifabutin) aminoglycesides)
Ethambutol
Amikacin IV {streptomycin)®

Refractory” 24 Azithromweoan (clanthromyein) Daily {3 times weekly may be used with
Rifampicin (rifabutin) aminoglycesides)
Ethambutol

Amikacin kposome inhalation suspension
or amikacin IV {streptomycin)®



Piéu tri M. kansasii

M. kansasii

Nodular-bronchiectatic 3 Azithromyein (clarithromyein) Daily
Rifampicin (rifabutin)

Cavitany Ethambutol

3 Azithromycin (clarithromycin) 3 times weekly
Rifampicin (rifabutin)
' Ethambutol
ReNRCILY 3 Isoniazid Daily

Rifampicin (rifabutin)
Ethambutol



Piéu tri M. xenopi

M. xenopi
23 Azthromyein (clarithromyein) and/or moxifioxacin Daily (3 times weekly may be used with
Rifampicin (rifabutin) aminoglycosides)
Ethambutol

Amikacin®




Piéu tri M. abscessus

Susceptible Susceptible Initial phase = 3 Parenteral {choose 1-2) Daily (3 times weekly may be used for aminoglycosides)
Amikacin
Imipenem (or Cefoxitin)
Tigecycline
Oral (choose 2)
Azithromycin (clarithromycin)®
Clofazimine
Linezolid

Continuation phase = 2 Oral/inhaled (choose 2-3)

Azithromyecin (clarithromycin)®
Clofazimine
Linezolid
Inhaled amikacin



Thoi gian diéu tri
We suggest that patients with macrolide-susceptible MAC

pulmonary disease receive treatment for at least 12 months MAC
L |

after culture conversion (conditional recommendation, very

low certainty in estimates of effect).

We suggest that patients with rifampin susceptible M. kansasii

pulmonary disease be treated for at least 12 months (condi- M. kansasii
tional recommendation, very low certainty in estimates of

effect).

In patients with M. xenopi pulmonary disease, we suggest

that treatment be continued for at least 12 months beyond M. Xenopi

culture conversion (conditional recommendation, very low
certainty in estimates of effect).



Nam, 1960 (62 tudi)

Ma CDS: x >
KET QUA
Ma quy trinh: QTKT.QTXN.VS/SHPT.03
TEN XET NGHIEM KET QUA
NTM (Non tuberculosis mycobacteria) dinh danh LPA Mycobacterium abscessus complex

Chan doan:

Bénh phdi do Mycobacterium abscessus complex. Dan phé quan







KET LUAN
1. NTM xu hwong gia tang
2. Chan doan can phdi hop nhiéu yéu to
3. Chan doan # Diéu tri
4. Can nhac nhiéu yéu to dé dwa dén diéu tri

5. Didu tri kho khan, 1au dai, d& tai phat

T
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