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155

tubercie baalli
species
(M profotuberculosis

Smooth tubercle bacilli= NTM

3574

NTM (S#E SmoothaOo=—)

\/

3005 £

PLoS Pathogens 2005
Kekkaku 2010
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M. tuberculosis (##5) M. abscessus

. M. fortuitum M. gordonae
M. kansasii

M. malmoense ) M. terrae _
M. szulgai M. xenopi M. intracellulare M. smegmatis

M. avium

¥

MAC > PCR#&&ATRIETE5%

XEHBORRES. HONBBEICSDHIZIHEI G OHEINDILD T, EEELEZLDTIIEL,

Weiss CH, Glassroth J. Expert Rev Respir Med. 2012; 6(6): 597-612.
Stout JE, et al. Int J Infect Dis. 2016; 45: 123-134.
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abscessus subsp. abscessus
abscessus subsp. bolletii
abscessus subsp. massiliense
abscessus

agri

aichiense

algericum

alsense

alvei

angelicum

anyangense

aquaticum

aquiterrae

arabiense

arcueilense
aromaticivorans
arosiense

arupense

asiaticum

attenuatum

aubagnense

aurum

austroafricanum

avium subsp. avium
avium subsp. paratuberculosis
avium subsp. silvaticum
avium

bacteremicum

basiliense

boenickei

bohemicum

botniense

bourgelatii

branderi

brisbanense

brumae

canariasense

celatum

celeriflavum

chelonae subsp. chelonae
chelonae subsp. gwanakae
chelonae

chitae

chlorophenolicum
chubuense

colombiense
conceptionense
confluentis

conspicuum

cookii

cosmeticum

crocinum

decipiens

diernhoferi

doricum

duvalii

eburneum

elephantis

engbaekii

europaeum

fallax

farcinogenes

flavescens

florentinum
fluoranthenivorans
fortuitum subsp. acetamidolyticum
fortuitum subsp. fortuitum
fortuitum

S o T S T

fragae

franklinii
frederiksbergense
gadium

gastri
genavense
gilvum

goodii
gordonae
grossiae
haemophilum
hassiacum
heckeshornense
heidelbergense
helveticum
helvum
heraklionense
hiberniae
hippocampi
hodleri
holsaticum
houstonense
immunogenum
innocens
insubricum
interjectum
intermedium
intracellulare subsp. chimaera
intracellulare subsp. intracellulare
intracellulare
iranicum
kansasii
komaniense
komossense
koreense
kubicae
kumamotonense
kyogaense
kyorinense
lacus

lehmannii
lentiflavum
leprae
lepraemurium
litorale
llatzerense
longobardum
lutetiense
madagascariense
mageritense
malmesburyense
malmoense
mantenii
marinum
marseillense
minnesotense
monacense
montefiorense
montmartrense
moriokaense
mucogenicum
murale
nebraskense
neglectum
neoaurum
neumannii
neworleansense
nonchromogenicum

S N

noviomagense
novocastrense
obuense
oryzae
palauense
pallens
palustre
paraense
paraffinicum
parafortuitum
paragordonae
parakoreense
parascrofulaceum
paraseoulense
paraterrae
parmense
peregrinum
persicum

phlei
phocaicum
porcinum
poriferae
pseudokansasii
pseudoshottsii
psychrotolerans
pulveris
pyrenivorans
rhodesiae
riyadhense
rufum

rutilum
salmoniphilum
saopaulense
sarraceniae
saskatchewanense
scrofulaceum
sediminis
senegalense
senuense
seoulense
septicum
setense
sherrisii
shigaense
shimoidei
shinjukuense
shottsii

simiae
smegmatis
sphagni
stephanolepidis
stomatepiae
syngnathidarum
szulgai
talmoniae
terrae
thermoresistibile
timonense
tokaiense
triplex

triviale
tuberculosis
tusciae
ulcerans
vaccae
virginiense
vulneris
wolinskyi

NTM(Z 20052 ZF#E Z TLVS

|
LPSN List of prokaryolic names
b with standing in nomenclature
5N New

https://lpsn.dsmz.de/ (2021/3/20)
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@ Mycobacterium avium complex (MAC)

M. avium
M. intracellulare

@ Mycobacterium kansasii

® Mycobacterium abscessus

subsp. massiliense
subsp. abscessus

subsp. bolletii


https://lpsn.dsmz.de/
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14
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Culture-posjtive TB

14.7 (2014)

10.7 (2013)

| Smear-positive TB

6.4 (2013)
NTM

MAC: 13.1/100,000 (88.8%)
N M. kansasii: 0.6/100,000
M. abscessus: 0.5/100,000

1990 1995 2000 2005 2010

Namkoong, Kurashima, et al. Emerg Infect Dis 2016.
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Surveyed Area, Country Study Period TEBER BfRE
North Ontario, Canada 2008 6.81
America Four IHDS, U.S.A. 1994-2006 1.4-6.7
Oregon, U.S.A. 2005-2006 5.6
Medicare beneficiaries, U.S.A. 1997-2007 20-47
New York, U.S.A. 2000-2003 2
British Columbia, Canada 1990-2006 1.6
Denmark 1997-2008 1.08
Sentinel-site surveillance, France 2001-2003 0.73
Central Greece, Greece 2004-2006 0.7
Oceania
Queensland, Australia 2005 3.2
New Zealand 2004 1.17
Japan 2014 14.7
2013 112

=, MBREREOET. EM-t0OBEL, £FEERS)
BEZRATL AR, REEDES

Morimoto. et al. Ann Am Thorac Soc 2017.



| REBET—SRATIC LR ABOEES

MACIZ 58 AM. intracellularen & M. avium -
dominance /

M. intracellulare
dominance

Kyushu-Okinawa Chubu
pregt \ <«— Tohoku

/_ / Chugoku

Kanto

M. abscessus complex M. kansasii

Morimoto. et al. Ann Am Thorac Soc 2017.
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Morimoto. et al. Ann Am Thorac Soc 2014.
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BARIZEITHMNTMIE D2 A £

fmdEfE M B e B2 W (2 B89 H¥E &t — 20084
(BXHERARFE - BFTRBFESE)

A. BRERNEZE (U TOJEBE%Z®HEY)

1. EPEERFT R (HRCTZZE) T. fEEIIERRR. /I \EETEIER 0D TARIER O, IF ISR
AR [REXFEHRESILRFRROVWIND (1BER]) 2RI,
BU. FE1TIRRICLDENBECHDIZEE. COBRDTER,

2. MDRBEFRINCED.
B. fiEF¥EE (BEOXILB. U TOVWINIMr1IEBZBEY)

1. 2B EOELOIERIRIATOIEER .

2. 1B EORESLFR TOEER .

3. B EMERFIZIAMERFRREDOSS(E . MBERVE(CSET SHRMFHIFT R RIS (CHERK. K23
[UESFR. FEEIRRTO1EL EOEERE,

4. HRERPRIENS SRR CHBSNEROS S RAERZHINT 2B LOEEG T EE
FIEREZRACL, BFIRORFEZVELT D,

Bl EDA. BZi@kY,

BAEIRFSIFERENBEEN REE R, ARG FRRBIVE S FMEls. #5%%. 2008; 83(7): 525-526.



B R R A R ZE R B aRAE IS E - B X HL AR
- Fibrocavitary disease type == Nodular bronchiectatic type
FCH! NB#Y

‘ Pneumoconiosis(Z

&t L1=FMACYE

A

w7 &3

. 4

SR . g, B EE

o FEE PLEEOLHE
=T BOKERE L Z LY

i 4 B 7

uz%s I%\tJ]*LS .[n].g% é%@f~z?—

1T R

Fujita J et al. Respir Med. 2004. B &l
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Hot tub lung

18 B B ik 2
Hot tub CI&EFEL I=-MACH B &
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CEXTHLRIE
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Chest. 1997 Mar;111(3):813-6.
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MMACIEREZEUFERAMFBICETIREDHER

Levels of GPL core antibody (U/mil)

am—— *p<0.0001 o
oy B ARD6HERA D MMACHE &

S,
o 5 BIONZEUEHIEBA246 A
10 - L0
6] el 0 ;& P HMACHUAZEIA kit
. |Z &Y T4
ad e FXJE . 84.3%
2 _ ¥R E:100%
0.0 L—22gas ::?!_' PR SETL | | W — " 7T

MAC-PD MAC- Pulmonary  Other lung Healthy

contaminaticn TB disease subjects
Kitada, et al.,

Am J Respir Crit Care Med. 2008
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HRTERLZTERF

) e
Eo SRR & (L E DL S AL
il ESEYAG Y
| QTR e 7oiRE BMI<18.5. &1i.
. | CRP1Img/dILA EMFETEER LR HY

Hayashi M, et al. Am J Respir Crit Care Med Vol 185, pp 575-583, 2012
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CHEST INFECTIONS B AT T,
Does the Time Between Diagnosis and Antibiotic Initiation ﬁg:’
Impact Outcomes in Nontuberculous Mycobacteria-Pulmonary -
Disease (NTM-PD)?

RESULTS

Retrospective cohort analyzing After treatment initiation, <6 months
712;‘"‘“:‘ Wh6° recei'\:edf « 67% converted within 6 months J\
antibiotics for 26 months after : e

« conversion within 6 months _)
diagnosis of NTM-PD

associated with reduced mortality

S N D S (adjHR 0.51; 95% (1, 0.33-0.78)
Timing of antibiotic initiation

was attending dependent, with

some utilizing the “watchful
waiting” approach « Median time to antibiotics 4.8 months

(IQR 1.3-20.8 months)

= « Adopting a waiting period without
antibiotic treatment was not
associated with culture conversion
or death

A watchful waiting period for treatment initiation did not impact the survival of patients with NTM-PD.

However, achieving culture conversion had significant survival benefits.

ImY, et al. CHEST May 2022 | @journal _CHEST | https://doi.org/10.1016/).chest.2021.10.048
Copyright © 2022 American College of Chest Physicians
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NTMEEIZBE:ET AT A

FENTMEE D 52 i

EA : a3 RAE

IR B EE ISR B B i
SWiI<EaT Hast LA BT 2 R
—2008% —20125 &ET
AAfEREEe ™ E*ﬁmﬁ%a&
EENCT LN B AR S8
BAEZRFES BAEZRES
FEFERE MBS R IE JEfERMEM B EIE
WNEREER, MNEREELR,
AATHR B SRR - AATRE SRR
RS, %, fERPM s, .
2008; 83(7): 2012; 87(2):
525-526. 83-86.
BABH1ARS1>

ATS/ERS/ESCMID/IDSA J— v -

-~ —
AHARZ422020
Treatment of Nontuberculous Mycobacterial Pulmonary
Disease: An Official ATS/ERS/ESCMID/IDSA Clinical
Practice Guideline (2020)

KEREFATSL ERS (FUNIFRIFS) .
ESCMID (BRMER R M AEMESR) . KEIREEZRIDSA)

Daley CL, et al. Clin Infect Dis. 2020; 71(4): el-e36.

FIEfE R BRI AR B EE
X B EARBRDIEST BEv=a17II
(2008) (2015)
RS EESTA o
é Hapmrs i Ila
'r aw
i
:
BAERRESR , BAERIRFES 1R.
JEER IR EE : FEERZ MBS RIE
EEER. . 3 2EY=—17).
2008; 83(7): EFEk; 2015.
527-528. . pp.46-58.
X BARE - EERERBEERS
BTSHARS1>22017 —rr———

British Thoracic Society guidelines for the i =T
management of non-tuberculous mycobacterial :
pulmonary disease (NTM-PDX2017) "

EEWEHES (BTS) e

Haworth CS, et al. Thorax. 2017; 72(Suppl 2): ii1-ii64.
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ESNTE-H, BARNAELZEESERITENE EEHG
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—fiemEL CIX R B ZHE, BEIBEMNKLVEFELLVE Ebn
BN, BIMEREZZELI- DA THITOIEEEEZZ L\ DT
HDNEZZITOMNIRAEZRUNRTZLGL, BREDRE

BB CIRTE T %, LLEDEREDOHELE IS E 6, JBAE

SHRICELTEMAEADHEKNEELLY,




Clinical course of pulmonary MAC

Progression

Time course

Many Pts do not progress in many years
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"watchful waiting” may be the preferred course of action.

JEZ2 R - EERPEE - E K Z L LY

Noncavitary NB form

B B 5

551151 #FHERFZEINC-NB MAC

N

58.6% 1T 41.4% FRBE

A

BRI 1E 52.2%

Kwon BS, et al. Respir Med 2019.
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OH Kim et al. JIC 2021.
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FHEHAMNI3.8F T8.7%I(ZZ=q
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!
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i 3 | [ ' P
Frobsa of rlamas & ag-ms Sl
e A i .} i A i
la of row FTREAE ] by & 5 44

2018/8 2020/12 ‘
M. Intracellulare TBE%{E
2= R 2 B D F BRI X F
B E& {51

Han et al. Respir Med 2021.
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Unhvariate analysis

QR (95% CI) Pralue
HAge, years 0.98 (0.95-1.00) 0162
Sex, make D76 0471=7.417) 0380
BML kg/m? 108(096-121)  0.204
History of pulmonarny tubsercubasis 1,09 (0. 74="1.60) [N
Comaorbédities, n (%)
Digates mellitus 1.00{032=3.10) [ ]
COPD 0.66 (0.25-1.73) 0402
Malignancy 1.30 (0 36-4.79) 0 689
Causalive organism, n (%)
M. awivm complex Raference
M. abzcessus complex 1.35 {0.63=2.B1) 0.415
Sputuem smear positivity 43 (0.22-0.85)) 0014
Size of cawity
absence of cavily Rl eerier e
= & cm sired 0.62 (0.28-1.37) 0.4
> 2 &M Sized 038 (0.17=0.E4) o T
Abbreviations: OR, odda ratio; Cl, confidencs intersal; BRI By MAsE

pulmonany disease

T HEF: Ei&n. Rl BMI,

ga

ity

Multivariate anabysis

OR (95% CI) P-walue

0.97 (0.94-1.01) 0112

047 (D.24-093) 0037

0.58 (0.26-133) 0207
03B (D.16=0.86) 0021

hga COPD, chifoadt oS Trnctine

DM, &%)

P RE R

2=/ >2cm

Eifi ::/H (2cmil k)

Rersearch Square DOI: https://doi.org/10.21203/rs.3.rs-124209/v1



LB A ATS/ERS/ECSMID/IDSA HARSA>

@ MNTMEE [FIEETHRR T RNED, ThELETDIET U REHS=HIC
FERRGEHTAREN?

1. NTMIEDZ B EZEICERT HEBITXL T, 45 hﬁailiﬁ#ﬁk-?ﬁlﬁlh“%éfﬁ%lzﬁ
DWTIEEERVEARKIYL o BEIBZTHET & (KM FSHE
Clin Infect DIS 2020 Aug 14;71(4):905-91:

HERIAVEHF

-%IE ESR 7o b

= i Hb  #iAY  EE

"EHHE Al B
BMI

BRI T AV
-E4ER Hwang et al. ERJ 2017
FHEERIZEAESHEADEE Kwon et al. Resp Med 2019
-EEZK Moon et al. Resp Med 2019

Koh et al. Chest 2012
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a. ZE8 iR T B2 43D SR b 22 iR 2 9 451
b. F&HEM- q%ﬁ?ﬁ@ﬁﬁ”rﬂf%fﬁzwiﬂ #MN—RIfmD1.73
ZHBZHER, [REXILRRENSEGES, ZEXEE
M2 UNEHI, Eﬂ*ﬁ'ﬂgﬁﬂﬁﬁ"&%?érﬂ

B. Z R X BEERELTRULNMEH
a. fafl " [E XILREEH T, REDEFE N —AIFHTD1.73
LNTREXILRRENEE, h ODERIERNIFEALEL
SRR ZBERONIZ T4 D AE 51
b. 755% LA E D =5

N B = :#54%. 2014:89(2):61-5.
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FMACHE

MMACE® 8B 1E

I\

-

REB &Etﬁiwﬁmt BRERDNE

ﬁﬁ.w&*

SEEDHIFIERAFPRDBEEZRIFT

—A...
DaEIMRe 12z BERET HEEHLLDOAEK

Boni-AEERBEOR T, BIfEALEIS)RAOATAACAMDIITEILE BT D DEBEEITS

Cowman S, et al. Eur Respir J. 2019; 54(1): pii: 1900250.
B3R, AVIEZ. JFIR2ESv—FIb. 2018; 66(4): 608-615.



FEMACHE
BARIZHITSMMACEE DIZEE L 2L

MMACEERFE L FRIERIXIFIGF AL ER

Jo7oESD Y ITHI—IL IIIAAR A2

600~800mg/E15~20ma/kg)

10migled 800y 8l 71 B1ET=(3552800mgI5 5255 %)

15mg/kd750mg=E T H 71

WEIZIGL T,
ARV TRRAD D FIEHFTRAI DL 2 15mglkg LT (1,000mgE T) ZBE2EF = 1E3EFHE

)

XIMACHEE IS 9 51 A IXENRAFE

BAERRF SIS RES S, ARG F SRR - R FiMEls. #5%%. 2012; 87(2): 83-86.



MMACYEaEZ

AHBKY]

L@ OO/ RRZEMMACEEE TIX, 75V RATRAIUR—ADL DAV KYET7ORORA Y
R—ZADULIOATERETHIEER T T 5 (FHT=HE)
@28 (RHASAE, TRV T h—IL) EYEDEEL3F (IO, T4V Tr—LEED) EAVAREXET S

ZERHANEETE/EERE XILRIEH DL /O A R EMMACIE D B & T, EHHFID
TEINLOHBWNIRALTEIAL O EGEABL DAV ITINZ HNETH D (FHTEHLE)

| @R SR SRR DTS FESHMMACERE TIL. &1 0)7’71:134#“&‘—;(0)]
| LUAVENRT B &Y EEORIRE X T D (R EHE).

Clin Infect Dis. 2020 ;71(4):905-91.

o ER - E SRR E

N

ZERE - AT/ EE KB R IRAE

BEEHRMECAERNA L LERIE)

20204 ‘ PR P TORARAYY (UTYAARADY)
(S N S2OTAL (IS AARAL
ATS/ERS/ECS | 7YARYALUTZIARRAL) 7; S0 o 7 A
MID/IDSA T TAVTR—IL ‘ YIFIELY (UIFTFY
AN UI7IEL (WIFTF) o
JIRY—=RILTINAVRAH BN
TIAIVES (RRLTRRADY) | TIADVES (RRLTRTADY)
\_ E3E BH (73/4" Y2y E4T EE3E) A (73/5" Y2vh T4 (E3E)
RE-EEEICDOVTOEMKREE R IELARL
20124 921) AR A 2600-800mg (15-20mg/ke) £ H
)77 E T 10mg/kg (maximum 600mg) £ H
JSTB/JRS )77 E T 15mg/kg (maximum 750mg) £ H
ARLTRRAL Y or HF AT 15mg/kg (maximum 1000mg) 5E2 or 3 [A]

BB ARFAFAIZ. ZRNOMEE- NROBF/RESHET A ZRNOFEAEHET 30O TEIHYFE LA FRIOBERICH->TLRAXEET SRS,
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’ Survey collected
p=46h  (paticnts)

i Safety amalysis s¢t

a4

EfMlcacy analysis sct

n

271

Cases excluded from safety
analysis set  (n=25)

¢ Case epodt Form uacolocied

Fegrsaratam wsade e cottrat

periad
« Noa bospetal vt I
v Nom sdmnirestcation |

| Cases excluded from efficacy

| analysisset  (n~170)
¢ Onls & siagho spatuam sampiing -
¢ lasalt Crern data (oe analyss T
¢ Iesn(BOens Deatrmenn Gurstion 9
¢ Pashogponie bacnora other an MAC 9

o« CAM doses othey e 300 g ey 0
L=

Number of patients

’

,. I ninli
! b 12 15 24 30

Duration of administration after initial conversion (months)

treatment for less than 15 months might be
insufficient

J Infect Chemother. 2017 May:23(5):293-300.
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Association Between Duration of Aminoglycoside Treatment and
Outcome of Cavitary Mycobacterium avium Complex Lung Disease

|

Tahle 8, Association of Duration of Injectable Aminoglycosides Treatment With Treatment Success

1 An
Treatment Duration (Months) f Adqusted Odds Rato (95% Confodence Intervall
0-14 H 1.0 ireferancel
1.6-2% 18 3.7493 (0 504-28 546
3.0-44 bl | 10,560 {1,480~ BEN 018
1 6-64 18 24 B34 (2 733-220.261 004
G074 14 16,481 (1.651=145.186) e
Te=-30 16 1620 {0.180-12 836 ik

Patients with cavitary MAC-LD treated with

aminoglycosides for 23 months had statistically significantly

higher rates of treatment success than those treated with
aminoglycosides for <3 months. However, treatment for
=3 months was not associated with the development of

recurrence.

Clinical Infectious Diseases® 2018 XX(XX):1-7
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Redevelopment of pulmonary NTM

FIGURE 2 Cumulative rate of
redevelopment of nontuberculous
mycobacterial [NTM] lung disease
after treatment completion of
Mycobacterium aviumn complex lung
disease.
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@ U.S. National Library of Medicine

ClinicalTrials.gov

MAC
v Phase 2a Safety, Tolerability, Pharmacokinetics and Efficacy of SPR720 for the
Treatment
of Patients With MAC Pulmonary Disease
v’ Clofazimine in the Treatment of Pulmonary MAC
v/ A Study of Bedaquiline Administered as Part of a Treatment Regimen With
Clarithromycin and Ethambutol in Adult Patients With Treatment-refractory MAC-
LD
v' RHB-204 for the Treatment of Pulmonary Mycobacterium Avium Complex Disease
v/ Adjuvant Cytokine Therapy to Treat Pulmonary MAC Infection
v'Phase 1 Study of Epetraborole Tablets

MABS

v’ Oral Omadacycline vs. Placebo in Adults With NTM Pulmonary Disease Caused
by MABc v Liposomal Amikacin Inhalation in M.Abscessus Patients

v Inhaled Nitric Oxide for Patients With MABSC
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M. kansasii® & &

F2 Nih o AR EO MR L

INH Smeg/ke 300mg¥FT) H 1
RFP 10 mg/kg (600mg £T)H 41
EB 15mg/kg (750mg £T) H 41

iz E ) LRGP RVOTIORGETLHNEEOREIZEETETS

Kekkaku Vol. 87, No. 2: 83-86, 2012
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M. abscessus® &

Table 2 Treatment outcome of patients with M. abscessus complex lung disease

Treatment duration (median or mean) Sputumn
Combined  conversion
Farenteral surgery  without relapse
Aptiology Antibiotic treatment antibiotics Total n (%) n (%)
M. abscessus complex*
leon et al. (n = 65 AMEK FOX CLM CPX DCX for 4 weeks' 4 weeks 24.4 months 14 {22} 38 (58)
hospitalisation, followed by CLM CPX
DX’
Lyu et al. (n = 41)*% AMK FOX CLM (hospitalisation, n = 24, 7.7 months {12 17.0 months 13 (32) 29 (70}
59% ) or AMEK CLM (out-patient, n = weeks of
17, 41%)" hospitalisation)
Jarand et al. CLM or A28 (979%:) AMEK (71%) IPM B months 52 antibdotic- 231(33) 33 (48)
(n = 69Y*"% {55%;) FOX (30%) CPX (43%) MFX manths
{12%)
M. abscessus
Koh et al. in = 24¥*  AMEK FOX CLM CPX DCX for 4 weeks' 4 weeks 23.1 months P 6 (25)
hospitalisation, followed by CLM CPX
DCX
M. massiliense
Koh et al. {p = 33F AMEK FOX CLM CPX DCX for 4 weeks' 4 weeks 21.6 months P 29 (88)
hospitalisation, followed by CLM CPX
DCX

Koh WJ, Int J Tuberc Lung Dis. 2014 Oct;18(10):1141-8
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M.abscessus@ CAMIT 4% =

1)23SrRNAD i EEFIZZEREENLELS
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M. abscessus subsp abscessus HATM TS
M. abscessus subsp bolletii

M. abscessus subsp massiliense 5214
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Phage Therapy of Mycobacterium Infections:
Compassionate Use of Phages in 20 Patients With
Drug-Resistant Mycobacterial Disease
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Multidisciplinary Management of NTM-LD: The Ato | Track

Multispacialty interaction and eoordination of care
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First level (inner ring) and second level (outer ring) interventions for patients with
nontuberculous mycobacterial (NTM) pulmonary disease.

pulmonary
disease

Paola Faverio et al. ERJ Open Res 2021;7:00574-2020
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RECRUITING PATIENTS

< With NTM Pulmonary Disease Caused By Mycobacterium
Abscessus Complex (MABc)

Did you know most people with
NTM also have Bronchiectasis?
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