Kekkaku Vol. 77, No. 2 : 95-98, 2002

95

BI6EFERL ORI I L

R RUPUIR W iE D in FRFE ST O FFf

F—T - EEEYIBERAE, Mycobacterium avium complex B, Mycobacterium kansasii i, 1GHETE4T

VIURIVAR L

1. FEERIPUER R AE O TG R $1 0 5
KEEZ BT SE T TRk 23

2. A BT 4 212> 720l MAC JiE O G R &
AMEETE (JIIFERNK SR )17 Bk 25 R

3. fili M. avium complex (MAC) JE® 5 £ LI I E 8152 4)
BLOEH LS B 7-HE
JEH G (E S ERT KR R E

4. WitiFk & BUHUER TR AE O 16 B AE— 1A IR 1 REAM % rhls
Iz
AYleR (E SRR AR B RL

5. MAC, M kansasii DAV ORitidEE RIBTEE BIE D 14
SARTEFE (EIZHAEPTI 8 i JL R B R

TRAEKE (ATS, 1997), A (AAFRERES, 1998),
BEE (BTS, 2000) TOH A NS4 2L THREL
720 (I)MAC BREUEICEAL TIE, —a2—~<27 151 FH|
DFHESERTH 5o HIV EGE TOARKEHIZO W
TREEFRED I Ly FANH B, L L, ks
TOFRFFEHICE L TUE—ETIE 2\, ATS TlE#IAE
P OREBAICEIY) ARNBEHDE LTWAA, BTS Tik
HITVEBITIEZ% L, FiGED 5\ I3 [1IE LR
TOFRA%ZEIE L, RIBTIEEHELTMT 2 D 0O0ER
ZTHECOMBEAIEREN TS, IHEHICOWTD,
ATS Tld=a—~27u05 4 FHIOEALZET 2, B
FIEDH T FERERBRTITKT & LTw 575, BTS
T 2EBRELEL B oTwWb, ZOMOEHIE LTI
EB, RFP/RFB, 73/ 7YoL FHRIBEITONE, =
NOPFEHTELWEAIZIE, TH, =2—F /0 v#]
ZELH LD, WTFNOFA FF4 0 TH% g T

ERVEINTVD, HEDHRTH 5 BRTEREDOHE
RELT, ATS TRAEXHEZ AV CORBYEHZ
WrOLRBEFTHHE L TW5D, (2) M kansasii &G HE 12 B

LT, EOHALKI4THRFPOERIERH SN
Twb, L2 L, INH DFFHiICIEZEZRETH Y, ATS &
AFBTIL RFP, EB, INH @ 3 HIBEH 283 L T 558
BTS Tid RFP, EB ® 2 FIfEAFEEDIRE & %2 > T b,
(3) MHFE B HIRGIEDRETIE, VbW AHEZED
MBI L CRELEREDN D D, ATS R HER) DT
e, —F BTS BUREBEOMEHLEIIRL T2,

JEH 3 B #iEE T O Rl MAC fE O 5 B 81 22 2 1741 50 1)
EFRTHIZZBIZ AT L, WGEBEHEFEM L 720 2 OF
B, ()FETHESEU LR ERBELT, S -
L) EIE - AL O —RIEGRL B X O R Ge Rl A
Ll V) BEERED SN, (2) — KBV FE AMS
EXIERICERT AL 0 S, FEEMUR (—XkB X
CTRIBERI D) 1ZFET T TORMIE 4 <, HEh
MOT T TIRET 5, (3)5 FELL EOBERTORFHEH
BlZ#40%, oM, WEiffETEASEDONLDIE
54%TH o7z, (4) REABISHEICTIX, MBEFHZEEH
BRI IRED 5N v, (6) BREEIRFEEDE
IS I > TRROIB S N RIERERIE, ZF0Mmosic
HBLT, 1~ 2FBOPFHEILEENE G, ThE Dk
AP D, GRBBREORESFRICEEST S, /-, 1
BIRSHIEHTHHEE 25,

MBI, HENEBX DL ik FET, i MAC
SiE 159 B DIGFRARDL & FEBI T 18 % Meat L7zo SIS IE
1995425 20014E 3 HE THO S FERTH 5, Pk
DHEH L TOEREA33F), CAM BEAEA 102461, 0
fA324 BT d B A%, CAM PFFEETIZ45%DIER THEE

EBRERTES R RIREE, AL HEE AL SR e

A AR, EN R E &0 B, T591-8555 K
PR R s ARET 1180 (E-mail: Sak-ri@kinchu.hosp.go.jp)
(Received 26 Nov. 2001)



96

b L7z LrL, #D39% CHIFRHIR® bz,
W ROSEL D, AHEIEI29%THo7. —H,
i E oA T, PEEBEEIE30%ICEEY, &5
ICEEED 70% L BET, BRNEAEREIZI12%TH -
720 CAM Bt 1026]7#C, CAM, RFP, EB, SM ® 4
FERABNIZ 4161 0, PEREBEHELERIZ59%, BEE=E
1338%C, BRRMAEDRIIIINTH D, 2D 4 F LI
DRI X B 61 TOPERBMEALEIZ36%, HHFEZR
1241%, BRHTIZ2B%ERY, BEREITA NS

VIS o TR T OWRBEBAED R b BN T Wiz,

ABE, BREERTI990ED 5 O 1 ERISHEER L7z,
ST M T AT L 72 3861 D MAC JE I DV T DG
RSN L7. K% EE HRE ALJ7 & %\ i HRS L5 %
FHRICEEESNRTBY, ZOH T CAM BRI 136,
FEPERBIAT25BITH %o HERFEIEFIIAIE T60%, %
ZT58%THDHH, FiHETIE0%DBIAEBIEREZ <,
HBETIANBBTHLIEND, AIBETRDL CAMHH
HETHNERIETHBVEAFIRDO LNz, 51T,
CAM DF5-87)512 mg/kg L EOBITIEBEREE1EZE-3 %
FHREE25%TH Y, 12mgkg KiiFxGHTOLNL
NA5T%E100%TH B & LB LT, BHERTIH
BRI BEPEN TV, 72, M kansasii FED 2561 T,
20BIASHRE WL % Tk & L TIBE I TWz2s, HER
1R RIZ96% L HmETH ), HHEREED 8% L {FT
Hotro o T, MAC IE L M kansasii FEIZxT L Tl,
EHRFENARTA v ORfRTHMFIEMTHL Z
LR ENT, B, REBEE W 146 TOHREE
1ERIE86%, BHHEHZIZ43%TH 7245, CAMBEHO
B BRHERICIIERPRO O N2 o7,

#AkIE, EEICRSNTE 7 MAC iE & M. kansasii
SELMNOIEERBT BRI OWT, Bl % o Ic g
X 72 E BRI 60 B O [ IR O RT & AT 2 720 1996 20 5
20004E F TO 5 EHDFEGITH %, FEFL, ATS DF

WAL 7% 525 200242 A

WiEEUE TR D W TS HIC L ARYIEE B T5 28 &
L7720 H{EFTRIZ Iseman 5 12 & 5 Jilf MAC FE D73 3HIC
T, BRSSO L EHE LT
BEABETIE, EERFEORBO LT ATS DT A
RS54 THRINTWABERFHEOTD 2HI DL L2 EH
LTWABAIZIE, R E2EE, Thoge%
et LISt DGR & L7z, ML, M abscessus 191,
M. fortuitum 16, M. goldonae 11151, M. chelonae 5 1,
M szulgai 4 B, DR 5 BITH 5 A, HRrAEMEZ
L 7-EBIE, M abscessus 1751, M. fortuitum 9 B, M.
szulgai3 B, ZOM 3B TH Y, M goldonae & M.
chelonae BRI PNT & THWIEREZH L TWirh o7,
Y1861, i 146 TFHERIT 66, EREREOL
WEEGLD 9 BB 575, BRIBVERGKERZ 9 B, B YUBRTR 3 41,
FiEAT % 2 90, Wl MAC JEfR 2 B, € Dt 7 417 AR
FEEDSERD SN D13 236, BIETIEZEE 9 Bl (26l
B, EER23ETH o T RIEELY X 723041
T I8FIA 3.2 A THEEILICE > Twh, $REHS
L BEBEERD 8 BIIL LB CHEEMEIL L T 525, 18
DRI T I 24 B 10610 AAEEAL L 72, $REHSL
DG L LTk, RFP+EB+CAM & % \»i3 RFP+EB+
INH 2805 SN FBI05% o 72,

PEo Xz, EMiEReE LTHb VIRV T
& LT EB OB OYIEHNE & Z DHEIED AT
BN FORERD ST, Wi MACJE, M kansasii JEB
LU FOMORMEIC & 2 K HEIEE RPN 2 51
SEE, ATS BLUOHABERFEZOTA T A~
IR ST VB ZOMOMS L) b FERMED S
wekEzobh7z, LAL, BIRTEZOHMRL, M
kansasii X &, MREBICIEHT A 3ETaRb0L
BEARVIRRICH Y, FEORELRS FICEIZAEMZ
W5 DB DR C BIfF S T 2,



Symposium/The Estimation of Therapeutic Guidelines against NTM

97

The 76th Annual Meeting Symposium

THE ESTIMATION OF THERAPEUTIC GUIDELINES AGAINST
NON-TUBERCULOUS MYCOBACTERIOSIS

Chairpersons: 'Mitsunori SAKATANI and *Fujiya KISHI

Abstract Mizutani estimated three therapeutic guidlines in
US, UK and Japan. (1) MAC infection: In USA, CAM and
AZM are the essential drugs and combination therapy with
EB, RFP/RBT and SM were recommended by ATS in 1997.
In UK, the administration of CAM and AZM are restricted to
the cases of treatment failure or the relapsed cases. In Japan,
though the efficacy of CAM and AZM have been well under-
stood, these drugs are officially not recommended as key
drugs yet, because recommended dosage of such medications
by ATS are not covered by medical health insurance. In Japan
and USA, one year is estimated enough to finish the treatment
with the regimens include CAM or AZM. In UK, two years
are recommended for treatment period. The New-Quinolons
and TH are listed as the other drugs for medications, but all
guidlines stated that these drugs are not so useful. (2) M.
kansasii infection: The all guidlines stated that RFP has an
excellent activity against M. kansasii. The usefulness of INH
is disputable, therefore ATS recommended the regimen with
HRE (INH, EB and RFP). It comes to the same recommenda-
tion in Japan, but BTS recommend the prescription with RFP
and EB. (3) The rapid growers: The anti-tuberculous drugs
are recommended for these species in UK, but the ATS
guidline stated that anti-tuberculous drugs have no effect for
such species.

Harada evaluated the usefulness of the Japanese guideline
of treatment for non-tuberculous mycobacteriosis (NTM),
studying the outcome of treatment and the prognosis of pul-
monary MAC disease for 50 cases of long term follow-up and
33 dead cases in his hospital. The results were as follows: (1)
The dead cases were older and severer on chest X-ray features
at starting of initial treatment, comparing survived cases
which were observed for more than 5 years. In clinical pat-
terns, a tuberculosis-like pattern of primary infection type and
secondary infection type were more frequent in dead cases
than in survived cases. (2) Among dead cases, the cases of
tuberculosis-like pattern died earlier than the cases of diffuse
bronchiectatic pattern, inclining to be in persistent bacilli-
positive condition. (3) In the long survivors more than 5
years, the rate of persistent bacilli-positive cases was 40 %,
but the rate of worsened cases on chest X-ray was 54 %. (4)
In long survivors, bacteriological prognoses are not correla-
tive with the courses of chest X-ray features. (5) The bacterio-
logical prognoses in 1—2 years of primarily treated cases
following the Japanese guidline were better than the progno-
ses of other treated cases. These results showed that the prog-
noses of MAC patients were strongly affected by clinical
features before treatment, and the Japanese guidline is useful

for the treatment of pulmonary MAC disease.

Kobashi analysed the many cases of pulmonary MAC dis-
ease for their treatment courses and prognoses. He studied
159 cases at the several hospitals of Chugoku-Shikoku Re-
search Committee for Mycobacteriosis, in the period from
1995 to 2001. The number of cases treated with anti-
tuberculous drugs only were 33, and CAM was prescribed
with anti-tuberculous drugs for 102 cases. The other cases
were 24. By utilizing the regimen with CAM, sputum conver-
sion rate was 45 %, but 39 % were relapsed. The 29 % of cases
clinically improved, for instance, chest X-ray features showed
some improvements. While, by the treatment with anti-
tuberculous drugs only, sputum conversion rate was 30 %, the
relapse rate was 70 %, and clinical improvement was obtained
only in 17%. Among 102 patients treated with the regimen
containing CAM, 41 cases were administered RFP, EB, SM
and CAM, corresponding to the guidline. The sputum conver-
sion rate and relapse rate for them were 59% and 38% re-
spectively. The clinical improvement was obtained in 37 % of
cases. In the 61 patients treated with regimens containing
other anti-tuberculous drugs and CAM, the conversion rate,
relapse rate and improvement rate were 36 %, 41 % and 25 %
respectively. These results indicated that combined chemo-
therapy with RFP, EB, SM and CAM, which is recommended
in Japanese guidline, was one of the most effective treatment
for the pulmonary MAC disease.

Kuba evaluated 85 NTM patients in his hospital on their
therapeutic outcome from 1990 to 2000. The causative organ-
ism was M. avium complex in 38 patients, M. kansasii in 25,
rapid growers in 14, and others in 8. In 38 patients with M.
avium complex lung disease, 25 (66 %) patients were treated
with conventional regimens that include RFP, INH, EB and/or
SM, and 13 (34%) patients were treated with CAM-
containing regimen with anti-tuberculous drugs. The sputum
conversion rate was slightly higher in patients with CAM con-
taining regimen (60%) compared with regimen contained
anti-tuberculous drugs only (58 %). The relapse rate were 0%
and 47 % respectively in these two groups. From these obser-
vations, the regimen which contained CAM seemed to be
superior to the regimen with anti-tuberculous drugs only.
Besides, regimen with higher dose of CAM (over 12 mg/kg)
seems to be more effective than that with lower dose of CAM
(under 12 mg/kg). Because, the sputum conversion rate and
the rate of relapseless on former regimen were slightly higher
than the rates on later regimen. The 85% of regimens applied
for treatment of 25 cases with M. kansasii disease were with
HRE, showing the 96 % of sputum conversion rate and 8 % of



98

relapse rate. It was suggested that CAM-containing regimen
for MAC disease and HRE regimen for M. kansasii disease,
those are recommended in Japanese guidline, are clinically
useful. The 14 cases with rapid growers were treated with
many kinds of regimen. The sputum conversion rate and
relapseless rate were 86% and 57%. Effects of treatment
were not correlative to the regimens with CAM or without
CAM.

Suzuki studied the clinical courses of hospitalized cases
with NTM other than MAC or M. kansasii. In sputa of 60
cases between 1996 and 2000, 19 strains of M. abscessus, 16
strains of M. fortuitum, 11 strains of M. goldonae, 5 strains of
M. chelonae, 4 strains of M. szulgai and 5 strains of other rare
NTM were identified. The 17 cases with M. abscessus, 9
cases with M. fortuitum, 3 cases with M. szulgai, and 3 cases
with other rare strains were satisfied with diagnostic criteria
of nontuberculous mycobacterial lung disease proposed by
ATS. These 32 cases consisted of 18 men and 14 women, and
mean age of the patients were 66. The underlying disorders
comprised healed tuberculosis in 9 cases, gastrectomy in 3
cases, pulmonary MAC disease in 2 cases, lung cancer in 2
cases and others in 7 cases, but any underlying disorders was
not recognised in 9 cases. The 18 of 30 patients showed spu-
tum conversion by chemotherapy within 3.2 months on an av-
erage. All of 8 patients treated with regimens recommended
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by ATS or Japanese Society for Tuberculosis showed sputum
conversion, while only 10 of 24 patients treated with other
regimens got sufficient results. In the other regimens, pre-
scriptions with RFP and EB plus CAM, or with HRE were
representative.

As mentioned above, many NTM cases were analyzed in
their chemotherapeutic regimens and outcomes. The results
showed that the regimens recommended by ATS or Japanese
Society for Tuberculosis might be superior than the other
regimens. However, even such regimens resulted not so suffi-
ciently as in the treatment for pulmonary tuberculosis. The de-
velopment of new anti-NTM drugs and also the new effective
regimens for the treatment of NTM other than M. kansasii is
strongly expected.
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