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M BElZ BT B lili Mycobacterium abscessus complex
e O R R 9 e

WH B WA A AR Al EEk
B shE b B RE RIE

EE . (55 Wil Mycobacterium abscessus complex J&G4iE (i Mab i) (EUT4EHIIN L T v % #l G PR K
YHiEC, RTBIA TS X ) 3HICH S SN D25, 222 OBRIME 4. (k) 200748
1 A% 52015412 A ¥ T DNA-DNA hybridization % T L 72 8 BIIZ D W THRFBINITHES L 720
95 3 BHEASBERTFERT C multiplex PCR #5312 X 2 #7247 > 720 G B s 61, 2otk 3 6, 11
60.1 7%, HBER AU MEP 2R 2 61, IBIER 2 1, B o8I+ i, BT IR T A X
VOV ZHE + IRHERE, &S S, FRUNRZEMERES 1 Bl Th o720 CTITRIZEH T, FICxMt
3BTIEARGHET - S IR & 8D 720 6 B TE A DB & 17 o 7223, FERASHEHE L 72 3 B
linezolid 55 Z 3B /I L T H AR L — K TZ ORILT L 720 multiplex PCREEIZ X 2 f#HT T, LT 1 6]
% £t 2 BAS M.abscessus subsp. abscessus, 1B125 M.abscessus subsp. massiliense & [R % S, $H1E
ZHIBERFEDZE R L 7zo TGN 220 o 720 UREER) il MabJERHE TIE P RA K 72 Bl 2 [A) € L 72
5, RO LH B L TR 2N A GO EENGBRERLYEZEET 5. SHOEMNERDS
linezolid & & & 7281 L WHEIHAEHIE O WREIE A MG 2 WENH D L H 2 720

X —7 —X BRI DU R, Mycobacterium abscessus subsp. abscessus, Mycobacterium abscessus

/Bl

subsp. massiliense, multiplex PCR, & EZRERI
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b1

il

il JEREAZPEPUBE HE  (Nontuberculous Mycobacteriosis :
NTM) ZEEWEIMEINICH D, ZD 5 B Mycobacterium
avium/intracellulare complex (MAC) %%#J80~90% LA I
L0, —, B & S DN Mycobacterium
abscessus complex (Mab) J&FIE D NTM D#J 3% & i 4E
g1 T3 %2, DNA-DNA hybridization (DDH) #TZ
N E THli Mabiie & SNCW2ZEB, BinTv—27 T
APENTIZ L D, M.abscessus subsp. abscessus, M.abscessus
subsp. massiliense, M.abscessus subsp. bolletii ¢ i Fi |2 i
FEENDZENHL2ERY, TOHIKRMFFEAHRE
SN, BB R IERE AT o T H IR IPUE THRAT
FTAHIENMEE > Twb, 40, EREEESERK
FIIEREE THW &L R EAT o THEBNIZOWT, T/

WRPMWEIA, BBEIZOoOWTRTHNEH 21T -
72

5 &

MBEIZBWT20074E 1 AH 520154612 F TORH
12, HARBERFERY RS WICT A W IWEREEES
W7 2 39 % 3 72 L, DDH i T Hili Mab e & 22 W L 7= 8 #
eXIG e L, EE, MR, R, migArR i vio /s
WRRE R £ Lo, FHIIEE & U THREIAR & i
DWTHRTHIRE 21T > 720 2B, BRI HRS
RAs (BEEatiib) X DB L7ze Wk o 3 JERIIC
OWTIRKHEMERY 77 Ly Aty 7 — KL
multiplex PCR{%E 2 X A @51 ¥ — 27 T v A CHM[FE
T AT o 7290 —HROIER T IRAN R Z MR % F2hi L 720

HORURR RS PR R 27 W s B 0% e AL R
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(1) FERRMFEB

HESEFSWE S A7z 8 B D IRIR I 7 FFBIC D\ T Table 1
RS PR 60.1 7% (39~817%), Y3/ 153 Th -
7oo SERRERE BT ME P ZE M 2 A8 2 5, prednisolone,
methotrexate, infliximab (& % etanercept, adalimumab (2
ZEW) YoMy 7~ F, prednisolone % 5-H O &
M) 7= b =T, ALFHEROENE ) S+ il
W, 2RI 7 A AV F )V ZE + pleuroparenchymal
fibroelastosis (PPFE) & BB, & Wi, HHE/NMZE
JEDS LBITH Y, 5B (63%) \IRZFIEAEREDD -
720 $72, 160 (Case 1) IZ M.kansasii DIEHED D - 720
BAREJER (X, B - BRI S S ), EELEIE 3 BIThH
o720 IRED AWM 71, FM 16, CTHTR E L
T, MR R RS, SUESCILR, R, kL%
BT, B 3B TIIAEET - S IR E (nodular-
bronchiectasis: NBE) % 7872,

HEEL 72 6 IV b BRI 2 R AETH 5
clarithromycin (CAM), imipenem/cilastatin (IPM/CS), ami-
kacin (AMK) Z >, 3 Bl (50%) 13 HER 451k & gL
EARBD, HWPIEED 18~34 7 H (Case 4: 187 H,
Case 6: 347 H, Case 8: 187 H, FI523 4 H) OB
BFRICFRIE R SN b o720 —T7, 3 BIHEIHER 25 Ebe
L, moxifloxacin, minocycline, doxycycline, linezolid % 381l
L doiadt e il 7220%, k& 16~3547 1 CF
¥jos A H)CHIE L7z 2D H 26 (Case 1 & Case7)
FIEHTE T CAM B E 2T b Tz, £ 72, Case
1 & Case 7% Br\>C, NTMHB I % 7213 Jili Mab JiE O f
TE & Wi 8 R0 A I S A BE LSRG S 7z,

(2) MR

RRRDSRAE S LT 72 3 BV TREBEIEZERTY) 7 7
Ly Aty & —|ZHKHE L, multiplex PCR#:C & 5 [[] %
MALZ AT > 724 T A, Table 10 Case 5 & Case 725 M.ab-
scessus subsp. abscessus, Case 8 A% M.abscessus subsp.
massiliense & 5 W S 7z,

Case 713 MEMEAEATYERG 7 2~V F )V 2 fiE & PPFE % 2
PERBIZD S, PIERIEHE LT Tz, Wil Lo
TR S M7z 28002 R I& e L 720l M.abscessus subsp.
abscessus JEGHE L W L, ZAIDFABE B L7z, 7
AN F N A BRI BT R o h, PIEREEZ T
1T & 7203, M.abscessus subsp. abscessus &G\ 200§ %%
FIPEHFE ORI R~ T, HERE 2R L 22 =0
# b AL L 7272%, moxifloxacin %> minocycline, linezolid
% REBRIY 2 HE ST B H BN L 720 BT linezolid 13 T4 5 94
ARG UMK, BHR S & FRO BRIR I A &) & 4 i
L7225, MU/MGEA ORIWERIC X D, 28 L -kt 5

R 9592% #5107 2017410 H

DR EET D > 720 AREB T ILFEM 20 JEH RS2 MM A 2 1T
2 72537, linezolid (3551 & Vi & FIE S hTwiz
(Fig. 1, Table2)o

Case 8 13ili M.abscessus subsp. massiliense JEGIE & [ 7
EN7:. DDHELECTH Wi, £ AIBEH % BLG, Sk
W RO A HE L7203, etk bia 7 <,
BEEIE AR 14 AW (R L% 127 ) THRTL
7= (Fig.2)o

Z =

Jili Mab #iE O JERER 1L, MACHE % &b Bl EE 4
JERYE R S SRR & v o 72 IR 2R B % #9 70% (2
BEET % & &, BiDIAECI S AE ST O BEAE 25 HS &
NTWVBY, AKRETTIE 5B (63%) (ZITWR LR &
2D, PR IEGYE OBEEHR T | Bl A (M.kansasii)
TH o7z Ml MACIED S DR & E 2 5N LERIH
LIZ LIS S Tw 539, HEREITld MAC 23K
SNTIERN B o720 20T AV F OV ZHEIE M.
abscessus complex &% & MBI § 2 @AICH 5 & Wi S
T 510,

BEFTRAZDOWTIE, 22, SRR, R, &
Hi~HRE % &, tkx G2 B o7 (Table 1, Fig. 1,
Fig. 2)o F 7z, W3- HFIXORME - KE LIRS &
b, JRHiR A T & B T LA ST WA 1Y, Harada
513 M.abscessus subsp. massiliense \Z Yt -~X, M.abscessus
subsp. abscessus |2 BT NBEEISHFREIZL W L i L
729 G, kA 3 BBV THE - X O NBER %2
TR 7278, WREREIXFENET X o T

RIEBOMBE E 2B WSOV TIE, BE R THY
51 % DDH TR HEFEE 13T E 729, 16S IRNA,
hsp65, multiplex PCRIZ X % FEM 2 AL DS B & 72 B,
ARIRCTH D MEFHEH A% \» Harada 5 O i Cld, DDH
HTRIM E N2 1026 D ) B, 71% D M.abscessus subsp.
abscessus, 26% 75 M.abscessus subsp. massiliense T&H 729
L% L, multiplex PCR #: 7 & DIEMT % )V —F > TI19H &
CIINEETH B, BRI EToaT = — &I
smooth morphotype (S#!) & rough morphotype (RZ) 2%
Y, REIDITH H3HFiE o MRk % 2558 <, M.abscessus
subsp. abscessus D %) 9 ], M.abscessus subsp. massiliense
DR 1 HZED D E V) WEDRD B, KREFOHRTa
0= —BRASHEETE b DId Case 7 (SH!) 7217 T,
RS 5 OFIMIHEETH - 7285, HEBHFETZHOS
ZLR DR L RRAIER) .

HEHRICBV T, REMFREAERZTA FF4 2T
CAM, IPM/CS, AMK @ 3 #ll & Hr.ls & U 7% 5 0 e
PR S N T B9, FEHERR TIINIRBATIR, JEH)E#

PUZ 3% 9~ % A3, faropenem, sitafloxacin, moxifloxacin,
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Fig.1 (Case 7): Chest X ray (A) showed large cavitary lesions with fibrosis in bilateral upper lobes
before treatment. Chest X ray (B) and CT (C, D) showed that bilateral cavitary lesions got worse and
consolidation revealed in the left lingular segment and lower lobe 27 months later.

Table 2 Drug susceptibility test results in Case 7

Drug MIC (pg/ml) Results Drug MIC (pg/ml) Results
S/T >152/8 R CAM >32 R
LVEX >8 - LZD >32 R
MFLX >8 R CFPM >32 —
CFX 64 1 AMPC/CVA >64/32 —
AMK 16 S CTRX >64 —
MEPM >64 — MINO >16 —
IPM 32 R TOB >16 R
FRPM >64 -

These breakpoints are listed according to the recommendations contained in Clinical and Laboratory

Standards Institute (CLSI) document M24-A2.

Abbreviations:  S/T: sulfamethoxazole trimethoprim, LVEX: levofloxacin, MFLX : moxifloxacin,
CFX: cefoxitin, AMK: amikacin, MEPM : meropenem, IPM: imipenem, FRPM: faropenem,
CAM : clarithromycin, LZD: linezolid, CFPM: cefepime, AMPC/CVA : amoxicillin/clavulanate,
CTRX: ceftriaxone, MINO : minocycline, TOB : tobramycin

R: resistant, I:intermediate, S: susceptible

linezolid 72 &2 5- 2T WwW bW, HEFIZBWTDH,
SR T H AT T HIEBNCHT L, FRERE~OBATH
WIE NS 0FHE 7z FEIC linezolid 12 & 0 — Y
WZIRE T ¥ MO — VSRR T - 7228, BITEH O 7208k
TR EB S & o 720 AMETTIZ 16 (Case 7) ThE
72 SERNRAZ AT % T L 72 HIEGGE L 2 D,
Jili Mab JiE "C 1% 38 A1) B2 VR AT G R & BRIR B2 & D HH I
MRONZWE INBEY, EEIZ1FITIED S0, A

M & FIE & 72 linezolid A3 IR B LS (3 5 D JRA B R
ZROTWIz/2, EZERAEROHEIIIEE L E
T 5 EE R T BRIFIL M.abscessus subsp. abscessus T
30~50% Hif%, M.abscessus subsp. massiliense T 50~90%
Hifg L S5y, SHROFEBIEMIZID, linezolid 7 &
BEOTI IR R EREDPRE S D 2 L 2 ifed
5o

ABENZBWTIE, ZAPIRREZEA LT 6 Bl 3
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Fig.2 (Case 8) : Chest X ray (A) and CT (B and C) showed consolidations in the right middle lobe
and lower lobe before treatment. Chest X ray (D) and CT (E and F) showed that these consolidations

improved after 12 months.

BT liti Mab i D HEATASERIZBEMR L 72o 2D H B 241
(Case 1 & Case 7) ZIAHEANICE S T TIZ, BHEAE
JEHZH L1 AR LR CAM HLA] E&‘(m)ﬁﬂbhfwto ¥
I CAMI P M. abscessus subsp. abscessus 23 7] %€ S L 72
Case 7Tld, CAMPFEMEO L PHE L T2 LSS
Nico F7z, MW ERAEIRAREG E Clo—elM%
FLTHBY, #H#l E‘&%Q‘th‘fﬁbfii)‘%%o g
ffi B Mab i Td» % Case 21F, R 2 2 REBR N0 I 3% 35 4
BAIZEDE nﬂkfrﬂﬂz% L 725 L% L tumor necrosis
factor (TNF) « BHE3E % & T 0 E IHISE O = R ik o
FER, B TS LR S5 2 R eh o T
Z LAY, HEAER MabdE OB ICEE L WS D
BNy —TJ5, WBIHER L HW L7z 3R] (Case 4, Case
6, Case 8) XHITAHFIC CAMAF LI TN TE ST,
Case 4 & Case 612D WCIT I BIC X B 0S4 e
BYHE LI EDRBICEELZEEL LN, FFIC
Case 41378 ¥ /S EEGEHTISHEIE L7225, ) Y8 ED
R 70 PEff & AE ERIE O L ) WEHIL s EH S
720 ZOBMINGIES 2 T TO 1874 H M, Hii Mab i O
MREROTIHHEE LS o,

BBREE W Z & 1T, Case 5D & 9 12 M.abscessus subsp.
abscessus WS SN T O HE 2R S B WIEFI DL T

HIENIESNTBY, HEOREINEDER L L8
ZOHHEZZ LN TNE D),

M.abscessus subsp. abscessus \IZEAIEIUETH 5720
BRSBTS G S 5 3920, A BB Tl
BlZ o7z HERBIO S HIETHNE, Wi X 0 %
VA IR EE 22 B HEIE B (Case 1), LRI & OB
T BRI % RO 7o AE S (Case 2) S EKZ2HR
wH T BHIER (Case 7) TH Y, FEBIITFHFEMAH
HETH o 7z AFBO 20 TIE TR HT(b 529
WX D HERIE IR L Tz L LA o [ A 1
FEHEENTWRW®, GRSV M.abscessus
subsp. massiliense e FN T WL REMED D 5o AW
T b BB THNT TR E 172 M. abscessus subsp. abscessus
JEGUIE CTILEHER S5t L, M.abscessus subsp. massiliense
JRYGE TITIHEHRDB BRI Lze FPRICKRELENH L L
22 5l B TIT b N % DDH % C M.abscessus complex
DRI S NI, SRIBEAELE 2T VoD, B
TOREMRELITH 2 & T, PRI 2 FII ke
FTLUENDHDLEEZ LN,

b S

DDH i THili MabJiE & &2l & 7AEBIIL, R A7 ¥
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TR OGA L RE A A &) R WAL E 2 4TV, 5B
195~ 074 FHAGE S & OFAEIEAEE <
Na%E1ER, BHOTMREZRE T 00 EI LnE
ZR5o

El i3

':u

multiplex PCRIZ X 2 Pl 14 [ 52 & 3670 &K s A %
FhELTL S o7, BBWIER) 77 Ly Aty ¥ —
DU RROMFIRRe A, A TR R L E
R

ARG DOBEFZ, 5456 ] H AP 255 2 A i &
CPHi284FE 4 H, H#) TRELLZDBDTH b,
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Case Report

A RETROSPECTIVE STUDY OF MYCOBACTERIUM ABSCESSUS
COMPLEX PULMONARY DISEASES

Takanori NUMATA, Shunsuke INAKI, Jun KOJIMA, Takeo ISHIKAWA,
Hiromichi HARA, Katsutoshi NAKAYAMA, and Kazuyoshi KUWANO

Abstract [Background] It is very difficult to treat Myco-
bacterium abscessus complex pulmonary disease (Mab-PD),
the incidence of which is on the rise. This strain can be clas-
sified into three subspecies by a gene analysis, but few reports
have described the clinical characteristics.

[Method] To elucidate the characteristics of Mab-PD, we
retrospectively analyzed eight patients with Mab-PD in our
hospital between January 2007 and December 2015. We
examined the patients’ characteristics, computed tomography
(CT) findings, bacteriological examination findings, treatment
and prognosis. To classify subspecies, the clinical specimens
of three patients were analyzed by multiplex polymerase chain
reaction (PCR) at the Department of Mycobacterium Reference
and Research, the Research Institute of Tuberculosis, Japan
Anti-Tuberculosis Association.

[Results] The 8 patients comprised 5 males and 3 females
with a mean age of 60.1 years (range 39—81). These eight
patients suffered from the following underlying diseases: two
cases of chronic obstructive pulmonary diseases, two cases of
connective tissue diseases and one case each of concomitant
malignant lymphoma and lung cancer, concomitant chronic
progressive pulmonary aspergillosis and pleuroparenchymal
fibroelastosis, bronchial asthma, and spino-cerebellar degener-
ation. One patient had been treated for M.kansasii in the past.
Six of the eight patients had received multi-drug therapy,
such as imipenem, clarithromycin, amikacin and others, for
a mean of 19.2 months (range 7—35). Three patients who had

continuously positive smear tests for acid-fast bacilli died
despite treatment. We found two cases of M.abscessus subsp.
abscessus and one case of M.abscessus subsp. massiliense by
a classification analysis with multiplex PCR. Of the two
cases of M.abscessus subsp. abscessus, one with progressive
disease died due to multi-drug resistance. The patient with
M.abscessus subsp. massiliense healed after 12 months of
multi-drug therapy. No patients underwent surgical resection.

[Conclusion] These findings suggest that patients with Mab-
PD need to have their subspecies identified due to their poor
prognosis and the need for multi-modality therapy, such as
multi-drug therapy and surgical resection. More cases should
be accumulated, and new recommended therapies should be
explored.

Key words: Nontuberculous mycobacteriosis, Mycobacte-
rium abscessus subsp. abscessus, Mycobacterium abscessus
subsp. massiliense, Multiplex PCR, Morphotype
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