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I. NONTUBERCULOUS MYCOBACTERIOSIS ; THE PRESENT STATUS
AND IN THE FUTURE

1. MECHANISMS OF HOST RESISTANCE TO MYCOBACTERIUM AVIUM
COMPLEX AND MYCOBACTERIUM TUBERCULOSIS INFECTIONS

Haruaki TOMIOKA*, Katsumasa SATO,
Toshiaki SHIMIZU and Tatsuya AKAKI

In order to know profiles of the antimicrobial action of some microbicidal effector
molecules against Mycobacterium avium complex (MAC) and M. tuberculosis (MTB),
profiles of collaborating effects among reactive nitrogen intermediates (RNI), free fatty
acids (FFA), and reactive oxygen intermediates (ROI) were studied. RNI and FFA ex-
erted synergistic effects in killing MAC and MTB, while the combination of ROI (H;O;-me-
diated halogenation system) with FFA conversely caused antagonism. The combination of
RNI with ROI displayed additive effects in killing MTB, whereas the same combination
showed antagonistic effects against MAC. Murine peritoneal macrophages (Mgs) pro-
duced and/or released these three antimicrobial effectors in the order ROI, FFA, and RNI
in response to cellular stimulation induced by their contact with MAC or MTB organ-
isms. These findings indicate that the collaborating effect of RNI with FFA is crucial for
M ¢ —mediated intracellular killing of MAC and MTB. Secondly, we examined the modes
of bacterial growth of MAC and MTB in murine peritoneal M¢s and A-549 type I al-
veolar epithelial cell line. The growth rate of these organisms was much larger in A-549
cells than in M¢s. In addition, the growth rate of high-vilulence MAC (N-260 strain)
was significantly larger than that of low-virulence MAC (N-444 strain), when they were
residing in M¢s or A-549 cells. Although a high-virulence MTB (strain Kurono) also
showed much more rapid growth in M¢s than did low-virulence MTB (strain HyRa),
such a phenomenon was not observed for their intracellular growth in A-549 cells. MTB
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exhibited strong cytotoxic effects against Mgs but not against A-549 cells when resided
in these cells. On the other hand, MAC organisms did not cause cytotoxicity even in
Mé¢s. Although MAC and MTB infections caused significant increase in RNI production
by Més but not by A-549 cells, there was no significant relationship between the degree
of M¢ RNI production by a given mycobacterial organism and its virulence. These find-

ings indicate some important roles of type II alveolar epithelial cells as a target cell for

primary invasion and transient growth of mycobacterial organsisms in the host lungs.

Key words : Mycobacterium avium complex,
Mycobacterium tuberculosis, Antimicrobial
effectors, Macrophages, Type I alveolar
epithelial cells
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Table 1 Combined antimicrobial activities of RNI, FFA, and H,0,-
halogenation system against MTB and MAC organisms

Combination of Combined antimycobacterial effect®
antimicrobial —
effectors a) MTB H37RV MTB H37Ra MAC N-260 MAC N-265
RNI + FFA ++ ++ 4 e
H,0,-halogenation ++ + — _
+ RNI

H;0;-halogenation - - - —
+ FFA

&) RN, acidified NaNO ,-derived RNI; FFA, arachidonic acid ; H,0,-halogenation, H,0,-Fe?"—
dependent halogenation system.

b) 44, synergistic effect; +, additive effect; —, antagonistic effects.
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Fig.1 Production and/or release of ROI (O), FFA (arachidonic acid)(@®),
and RNI (A) by murine peritoneal Mé¢s after stimulation by contact
with MAC (A) or MTB (B) organisms.
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Table 2 Profiles of intracellular growth of MTB and MAC organisms in
murine peritoneal M¢s and A-549 type Il alveolar epithelial cells

Organisms Virulence Growth index® Cytotoxicity RNI production
in mice M¢s A-549 Mées A-b49 Mées A-549
MTB Kurono Strong 22 101 ++ - ++ -
MTB HgRv Strong 21 N.D.?  +++ N.DY +++ N.D.P
MTB HsRa Weak 14 154 ++ - ++ —
MAC N-260 Strong 47 437 - - + -
MAC N-444 Weak 1 76 - - + -

intracellular CFU on day 10

a) Growth index =

. intracellular CFU at 0-time
b) Not determined.
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I. NONTUBERCULOUS MYCOBACTERIOSIS ; THE PRESENT STATUS
AND IN THE FUTURE

3-(1) THE VIEW OF DEVELOPMENT OF NEW DRUGS AGAINST
NONTUBERCULOUS MYCOBACTERIAL INFECTIONS

Shin KAWAHARA" and Hitoshi NAGARE

It is obvious that the number of patients with pulmonary nontuberculous mycobacterial
infections is increasing gradually in Japan. Of these infections, M. avium complex
(MAC) is the most common cause, and is known to be resistant to many antimicrobial
drugs. At present, no standard regimen which is able to control MAC infections com-
pletely is established. For these reasons, the development of new drugs with strong
antimycobacterial activity which are not cross—resistant to conventional antimy-
cobacterial drugs is urgently desired.

Thus, we studied in vitro activities of various drugs which are expected to be a new
promising drug against nontuberculous mycobacterial infections, and reviewed clinical im-
pact of these drugs.

1) New quinolones

New quinolones including ofloxacin, ciprofloxacin, levofloxacin and sparfloxacin
(SPFX), are considered to be active against M. tuberculosis, M. kansasii, M. fortuitum,
but are inactive against MAC, M. chelonae, M. abscessus, M. scrofulaceum.

Both AM-1155 and Du—6859a, newer quinolones, seemed to be comparable to or more
active than SPFX which is considered to be most active now.

2) New macrolides
Clarithromycin (CAM) has in vitro activities against various nontuberculous
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mycobacteria including MAC, and also has proven to have clinical potential not only for
disseminated MAC infections in AIDS but also for pulmonary MAC infections. Therefore,
CAM seems to be a candidate for one of the key drugs in the treatment of MAC infec-
tions.
3) Rifamycins

Rifabutin (RBT) and rifapentine exhibited more potent in vitro and in vivo antimy-
cobacterial activities than rifampicin. RBT has already demonstrated clinical effect
against intractable tuberculosis and MAC infections. Thus, RBT is recommended for the
prophylaxis of M. tuberculosis and MAC infections in AIDS patients in US. KRM-1648
displayed much more potent in vitro and in vivo activities than rifampicin against both
M. tuberculosis and MAC. It is needed an effort to confirm its therapeutic efficacies.
Now clinical phase study is going on in US.
4) Phenazines

Clofazimine (CFZ), an effective antileprosy drug, is known to be active in wvitro
against various mycobacteria including MAC, and often used as a component of combina-
tion chemotherapy for disseminated MAC infections in AIDS patients in US. Recently,
CFZ new analogs have been developed, and it is necessary to evaluate its activities

against nontuberculous mycobacteria.

Key words : New drugs, Nontuberculous
mycobacterial infections, New quinolones,

New macrolides, Rifamycins, Phenazines
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Table 1 Comparative in vitro Antimycobacterial Activities of Ofloxacin
(OFLX), Ciprofloxacin (CPFX) and Sparfloxacin (SPFX)
Number MICy ( #g/ml)
Species of
strains OFLX CPFX SPFX
M. tuberculosis 156 0.78 0.39 0.2
M. avium 15 >50 50 6.25
M. intracellulare 15 >50 >50 12.5
M. kansasii 25 1.56 3.13 0.39
M. fortuitum 15 0.78 0.2 0.39
M. chelonae 15 50 6.25 25
M. abscessus 15 >50 >50 >50

Table 2 Comparative in vitro Antimycobacterial Activities of Ofloxacin
(OFLX), AM-1155 and Du-6859%

) Number MICq (#g/ml)
Species of
strains OFLX AM-1155 Du-6859a
M. avium 16 25 6.25 25
M. intracellulare 16 100 25 25
M. kansasii 20 3.13 0.78 0.78
M. fortuitum 20 1.56 0.2 =0.1
M. chelonae 16 12.5 1.56 =0.1
M. abscessus 19 >100 100 25

Table 3 Comparative in vitro Antimycobacterial Activities of Clarithromycin
(CAM), Roxithromycin (RXM) and Erythromycin (EM)

. Number MICyq (2g/ml)
Species of

strains CAM RXM EM
M. tuberculosis 15 100 >100 >100
M. avium 15 12.5 100 >100
M. intracellulare 15 6.25 100 >100
M. kansasii 15 <0.39 1.56 12.5
M. fortuitum 15 6.25 50 >100
M. chelonae 15 6.25 100 >100
M. abscessus 15 12.5 >100 >100

WEoTRESIZEN in vitro MATEREZE L TE
), SHOBEHERPHIRFEEIN TV 5,
2) Za—=<rus4 FRE

Z DR DEHX] DO HTIX clarithromycin (CAM),
roxithromycin (RXM), azithromycin (AZM) ®
SKIAHBEEEGREE L L COWRERIIOVWTIRET S h
Twh, Table3IZ/RTITEL, ZOHTIEI CAM D
in vitro UEESEFROENLTB Y, BEREIIHLT
FZZLWwbon, MAC, M. kansasii, M. marinum,

M. scrofulaceum 7% ¥ 123 L I BN BT 2 PUHE
HEHLTRE 98, ZOBRRIFIZOVTIHE,

Dautzenberg 5 ¥ 25K AIDS B& BT 2 & F1EH
I MAC BHHE 125t 3 % Placebo—controlled study
2k ) CAM OFRHEEFEH L TR, w29 D#H
ED R ENT WD, il MAC EHIE 20§ 2 BRI R
UKD O HHIHREGRIZL > TRECEL S, bh
bhoB# Y Tid CAM 400~600mg/H ® Hld 5 \»
T HEBIR 5 COREHELEIT14.3%, EEBETITHL
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Table 4 Comparative in vitro Antimycobacterial Activities of Rifampicin

(RFP) and KRM-1648

_ Number MICso (#g/ml) MICy (#g/ml)
Species of
strains RFP KRM-1648 RFP KRM-1648
M. tuberculosis 23 0.78 =0.0125 0.78 =0.0125
M. avium 16 25 0.05 100 0.1
M. intracellulare 16 12.5 0.025 50 0.05
M. kansasii 20 0.39 =0.0125 0.39 <0.0125
M. fortuitum 20 >100 6.25 >100 >100
M. chelonae 15 >100 100 >100 >100
M. abscessus 19 >100 >100 >100 >100
Table b In vitro Antimycobacterial Activities of Clofazimine
) Number MIC (#g/ml)
Species of
strains Range 50% 90%
M. tuberculosis 23 0.39 ~ 0.78 0.78 0.78
M. avium 16 1.56 1.56 1.56
M. intracellulare 16 0.2 ~ 1.56 0.39 0.78
M. kansasii 20 0.025~ 0.39 0.1 0.2
M. fortuitum 20 0.78 ~ 6.25 3.13 3.13
M. chelonae 15 1.56 ~ 6.25 3.13 3.13
M. abscessus 19 3.13 ~12.5 6.25 6.25

NS RRILFAE Y TORHBMERIZ26.1% TH - 72
#%, Dautzenberg 5 % 13500~2000mg/ A 512 & b
RIGFRBNZBTT3.9%, BEEIHHII BV T68.2% & \»
I EDLOTEVWEHREREL T, LELEDD,
EWAE R EA M 2 Z R L 7250 BR,
FRDEBIKG R, 5 HER AN - BRI
RICEDWTE L DR PLETH S,
3) VT AT RE

rifabutin (RFB), rifapentine, KRM-16487% &%
FEOERIPHAFEINTVE, ZOHFT, RFB KA,
MAC OWFHIZKH LTS RFP X WL 22BN in
vitro PUEITEMZ A LTV s B~ 1) | 4 CIZERREBRD
KENZBWTITbh, BEMFHES 5\ id MAC B
FEVCR L CRIFRGERBEIHE SN TEBY, KETIE
AIDS BEIZB B HEIESB L U MAC BELE O FAE
FREEL LTARRSBELNTWS 0D | KIF TR
N7 KRM-1648i3 B EHBE W IS LT RFP £ D i35
PZENTZ in vitro % B NT in vivoWEME Y F T
% (Table4)®~20) Z S TICHWEENTEY, B
REFEMEAS AN TS, BAEKEIZB VT phase
study PR E N TV 5,
4) 7xF T UFRE

clofazimine NVt VIRERE L L TIALLHH S
NTWBEHTH HA, LIBT3 LS O PR 1250
LCTHENT: in vitro TETEMREZFETH T LMo N
Tw3 (Table5) 2 , KETIE AIDS BEIZBIT S
SR MAC EEIE 20 5 2 H) 6F ek o Bt A
D1 DIMEST SN TWE D B, Jili e (A5
BEERNBDOVTRRIEEEN LG I RS 726 %\,
T/, AFNOEFI5 L HEMOBRLEIHEL Sh
T, &IEICHRY, KED new analog 2SHFE I
THY D=5 JeE R A 2 PUE G o BEt
WEEND,

Ef f:
in vitro URTEEZ BRET§ 5 10H 72 0 R 2 TRt
TaWE LAFE -G at, N1 DVEGKRSE,
KH AR RN S, BARRERNSE, RIEREKSK
&t UV AFZAL - WSS, 77 AV
BUEMR A, @R ETERSEHE, v T4 X
7 7 —HRRELEMICEH LTS,

X Ly
1) W, TLRRM, SR, b RREREICS
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I. NONTUBERCULOUS MYCOBACTERIOSIS ; THE PRESENT STATUS
AND IN THE FUTURE

3-(2) LONG-TERM PROGNOSIS OF MYCOBACTERIUM AVIUM COMPLEX DISEASE
Eriko SHIGETO®

This paper shows long—term course of 71 patients with Mycobacterium avium complex
(MAC) disease treated in National Hiroshima Hospital between 1977 and 1991 and were
observed for more than 5 years or died between 6 months and years from the onset. In
the patients who were not treated with chemotherapeutic agent or treated with less than
3 drugs, about 60 per cent deteriorated and few obtained persistent negativity of bacte-
ria. In patients treated with at least 3 drugs out of isoniazid, rifampicin, ethambutol,
ethionamide, cycloserine, clarithromycin and new-quinolones for more than 12 months,
59.2 per cent deteriorated, while 29.6 per cent obtained negative conversion of bacteria by
initial chemotherapy. However only 18.5 per cent remained negative during long term
observation. In patients treated with at least 3 drugs including one aminoglycoside such
as streptomycin for more than 12 months, 64.7 per cent obtained negative conversion and
35.5 per cent remained negative bacteriologically, while 23.5 per cent deteriorated. In
twelve patients who were operated, only one patient deteriorated.

The long-—term prognosis of MAC disease under the chemotherapy mainly by anti-
tuberculous agents up to this time was still poor compared to that by short—term obser-
vation. Anticipated new regimens for MAC should be multidrug, to prevent secondary
drug resistance.

Key words : Mycobactertum avium complex ¥—"7—2X : Mycobacterium avium complex
disease, Long-term prognosis, Chemotherapy iE, BHITH%, LR

BRI Y #ERYE % From the National Hiroshima Hospital, 513 Jike,
HEHZDT Saijo-cho, Higashihiroshima, Hiroshima 739 - 0041
SV I N = Japan.

T739-0041 A BRI FK513 (Received 15 Dec. 1997)
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I EHEGE 3 AL LY, —a—F m A,
clarithromycin ®9 50 2K L& BB EGR124 B L
EfERH, @SR,

AR AR

1R RAORMBBERFOIRE QRER T HREK
E1FEDERMA) 2R, {WERL, FE2H8UTD
{L#ETIZ 6 77 B UL EOWBEHALFIL DT, T, £DFX
TCHIFESA LN, EROBERIIENLLTVD, &
O3 FIPL LR T, 29.6% AV HRRTEIL L 225K IS
WML ET572DI3185%TH Y, HHEAIZH9.2%
FEAL L7z, TG A & O ALHREETId64.7% THR AL
BIES NI FRO S h o 7205, 35.5% 3B HiGE
L, B Li323.5% Td o 7o SEHERETIL 8 HIATH &
ItEHmLTBY, FREIFCHHo72, B, clarithro-
mycin XS EFENRF 5 FOHT, MOEHIZL D
HEETISHEHBABIN TN ZORTH o7,

B CHhET UL, RS A A D 3 HI DL LA
DFHE I, —7, Zoho{UFETIE, EEfTbR
oA LR, 06 ElRFIIELL T,
EHEHTE2BIOARETEMNGE Lz/20, TOHE
23SV 3D A DA, MACETIIER 2 ERH S
Nz, BEEOBREIERELL, 205 I3
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E5IZ, XVEMRICEREEZEZTOLEN DS,
TSRO L TEDH DD, EFRORERS KELERT
HHIEIPRINTZ,
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I. NONTUBERCULOUS MYCOBACTERIOSIS ; THE PRESENT STATUS
AND IN THE FUTURE

4 . INFECTION WITH HUMAN IMMUNODEFICIENCY VIRUS (HIV)

AND NONTUBERCULOUS

MYCOBACTERIOSIS

Seizi MIZUTANT®

Disseminated Mycobacterium avium-intracellulare complex (DMAC) infection is a com-
mon complication of AIDS. The cumulative incidence is 40% in patient surviving 2 years
after diagnosis of AIDS. AIDS patients with DMAC reduced life expectancy compared

with those without. Antimycobacterial therapy

with Clarithromycin (CAM) can signifi-

cantly reduce bacteremia and improve symptoms, quality of life, and survival of patients
with DMAC. Prophylactic therapy with Rifabutin, CAM and Azithromycin is effective
and Synergic effect can be expected as Rifabutin and Azithromycin are administerd to-
gether. But it is serious problem to get resistance to CAM when prophylactic therapy
with CAM failed because we lose one of the most effective medicines against DMAC. It
is recommended to start prophylactic therapy when CD4 Lymphocyte count falls below 50—
75/ 11 in patients who had oppotunistic infection.

In Japan, 32 cases of AIDS with NTM are reported. All of them are male and mean
count of CD4+1lymphocyte was 11/u1. Twenty three out of 32 were MAC and 6 were M.

kansasii. Cases of NTM bacteremia were 9

(69.2%) and cases of those without

bacteremia were 4 (30.8%). Three out of 4 were cases of M. kansasii.

Key words : AIDS, Nontuberculous myco- *¥—-J—X : 24X, FHEEENEBE, 759X
bacteriosis, Clarithromycin, Prophylaxis u<wAvr, Fhi-
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HIV BHSEDEEERME L vz end
OB THRTH LI L L HbYE, BEMNCAHHE
DOV TOREREN R EN o7, LELIKESD
HIV BHEGREORSICON, KEICHMRER/ K
BHEOEH/GIENFREEATHDO L LTHBEI N
WFEshsd L Hilkolz,

FEREAEMPIBE B AE (X AIDS & Btk 2 FE LN 10~
0% TEPETHESNYD, AIDS BEVFEHAELET S
3, SBZOBENE HICEMNT 5 LIS TR5,
F DRIERE A CD4+Lymphocyte 253 L 728 K H
CERTHILEMEL, PRARETELELTHLNT
Wh, ZDLI BRI ENS, IR EHERRIED AR,
AIDS OF#FUET B DIEATRENZ B, K
Tid, BERTO HIV EEE & IR BIE D&
BHEDEBAWHOLLIIL, FIBTHHEICHEML>oH
% HIV EHE T ORI RN KO —B & L7z

Vi,
1. B4 HERE

F 1 RPEEE LR T, ZOPTIEM. malmoense?,
M. flavescens, M. genavense® HHERBE N v b
DTHbBH, M. malmoenselx A = — 7~ ® Molmo
ICHIRL, COBBTIIRLTCHZBETIEI R V. M.
genavense (A4 AD Geneva (2 H % L 19904 (24 %
THESI N, ZOHMEIZAAL ATD AIDS BED12.
4% SR TW A (1990—92), BREOHFTRL S\
b DIE M. avium complex (MAC) TH Y, HiZ M.
avium (M.a) PREH% HEHDIN—-BBEETH 5,
R\T M. kansasii 7% <, € O M0 B O 5B 138
BHTHHBVY,

LA L, EEREL5 & B SEBIIAEICSHLL
TEY, Ui ChUTIEERMREE L THEBEI AT
WS BRYEE L LTRSS hTws, ZoOi
i, 4% S5 IZHMNT 2 WEEND ) EEILETH
%o BEONTM & OREEIIEDLHIT1.3% & Sh,
ZDHH M.a k M. kansasii DHEEVEL13% E S
TW3 9, ZDk® AIDS Tik, o NTM & DRA&
RGEIC b FLE S L ETH 5,

2. &% 5

HIV BgED S AIDS &2 0, Mgt hEs E4 L
TAHRIFEREORETRIET 5 HMRBIIETH 5, &
# CD4+Lymphocyte 7SEE & 17 a5 o fa 4
LEN, THHFERLLED (#3% CD4+ Lympho-
cyte 28100/ul LF) 242 EBEDBRAFHT & 3 h

OB ETBE BT

F1 BYHEE (BEOHLW)
M. avium complex (MAC), M. kansasii,
M. xenopi, M. gordonae, M. haemophilum,
M. ulcerans. M. simiae, M. malmoense,
M. fortuitum, M. chelonae, M. genavense,
M. flavescens, M.scrofulaceum, M.celatum,
M.conspicuum, M.marinum

TWwiz, i AIDS AP T A/EHETIELTL D
CD4+Lymphocyte D#ICBIE RS FERELTHB D, FE
RETIRRRIE OB A3 2 D55 FME & SHEABET 5 3
DEBbNS, HHIeZ LiE, AIDS DLVKETH
IR SRR DG DA W L TH Y, KEET, &
AFEZEILE (28K &3 2 iTHea%
HBORTRET LI L THE, 202D, L b
FERVHZIOER L 455580% LLE DIEFIASIEH T Y EHEAS
VETHD, $-WBLETH RIS LHE4TH, Bl
5, BEMmE, ) Y HEKRES EOFTR T ) FEHH
KTHb, 2D, BEOKZHLY FTIZHIEERE % 5
ZTHILEBEHTRLEV, NTM D) b b Sw
M.a 12 X 238 NTM % &8 L 72 AIDS & &6 D
vy AIDS TOTFHO LI % ISR T4, HICAH B
TARELZFHERLTBY, MEFBINLWIATH
5

3. B E K

EAFIFEPHILE TH B 7280, BEIERIS . T,
THI, B, EKERD, ) ooSHIER, B, FFHE, M

with DMAC without p
Horsburgh 1991 5.6+1.1 (mo) 10.8+1.3 <0.0001
(survival)
Chaisson 1992 60% 40% <0.0001
(death rate)
1.0
& 0.9
£ 0.8
T oo
A 06
g 05
£ 04
) 0.3
& 02
0.1
0.0 .
2 4 6 8 10 12 14 16 18 20
Month

DMACEXFHREARETHD YES!
(Horsburgh : Am Rev Respir Dis. 1991;144. X Y 5|H)
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&, EERETHD,
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F MR THET A2 L Th b, Bl L Ll
AEDELEREF v b0 ) BEEIE Y, HEIIEE
EEE TS, FFEEBHOREIFAIOBESTHY,
BRZ B OBREIZEAT L CHREERTHERH 5, BED
BHBRECHEREBEEOSE, BEME NTM E % 52
THEoNT LR D, FETREZ LI, MEFHORE
Mo e EMEREETLT LS BREEEICEZ 5 2w
ZLThHL, IO, BEIHEIELTBIR)Z L
BLETH 5,

5. /A 3

FEA DBEFEHPRE SN TVEA, HEETROIEARL
BN BEHHANL Clarithromycin (CAM) THH, R\
T Ethambutol (EB) &woTkwv, CAM & 1
FEICHE L CHBN, v~ 07y —VHTEWREY 2
5 EHNTRETH S, EB i3 NTM OMFLE TR E
BEHEYLET L E L D2 CAM Ot EIb % #il 4 %
RN IR TWE Y, b2k CEHF T Rifa-
butin T# Y, Amikacin % & Aminoglycoside #T
57,

19964, Ei CAM, EB, Rifabutin @ 3&BEHREL,
CAM #%#& % 2 v RFP, EB, CPFX, Clofazimine %
V72 4 F 6 BRI T ORI S BFFEO &I H
EN®, T LD LRI 3 HHIETE9%, 4 FHRE
TI29% DBEMALETH ), FAFHEFHBTATY
8.6 AXMB 2N AL HBZEDD BBEIPHEINTED,
CAM % &LHEOFHENEHA I N TV 5,

U bomEs2HET 5L, BREETET EIL 3B TH
BT AZENEBHEEZ NS, LA L Rifabutin
BAFTIIFEAMAFRETH Y, Z0/0 RFP & A
THIEERD, bHAA Aminoglycoside Hl D HFH
3295 5 DO TIERWAS, AIDS KH CIIEEOKRER
AIHE S BATRD O 72 O WTESHI RV AYE D 2 &
FENTIE 2SRV, 7B Amikacin I L TH&ED
KNI IS DWW ETHLDLH Y, @KL
L2-EHOMHEZ#HDL Db H B, L LTS, HF
BMLTCAM &£ EB2#BETH5b0E LT US.
Public Health Service Task Force on Prophy-
laxis and Therapy for MAC (1992) DEHFENESR
DYy, K2OTELBELTWEY,

6. &Y M.a FED T

T TIZ AIDS DIRETIZEBE IEE Ot AIDS #l %
BE5ENTEY, SoLics s I8, »oEHMR
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F2 WHREBEE
(DMAC)

% U.S.Public Health Service Task Force on

Prophylaxis and Therapy for MAC
(1992)
1:$RTOEFEHRIZIE Azithromycin F 721

CAM OWIN 2 BL_ETH D,
2: EB X Second Drug.
3: 2o LTUTOEADS 1 F7213 2 F 2 ER

T 5,

Clofazimine, Rifabutin, RFP,CPFX, AMKo,
4:INH, PZA 3B TH 5,

®3 TFHER
Rifabutin 300mg daily 55%
CAM 69
Azithromycin (weekly) 59
Rifabutin + Azithromycin 85
Rifabutin + CAM 69

NTM # & RAT 5 Z LIZBES TRV, 4K R
FFBT A LR ETHY, AMEICHL T TS
DEZVERENDL L) oTz, FF19924 I KE
FDA X Rifabutin ®# A% 87 L7z, % D% Pierce
PRI R & EFEFEICE LT CAM BE 0F FME % it
HLTWA O X\WT Havlir & it Rifabutin/Azi-
thromycin O H#H %\ LITEOPHBRICO EMRETL,
TOBEABESERLTVL I LR, TLHEA T
Azithromycin %% Rifabutin & DB Tw 5 Z & &K
ELTWE W, /2 CAM OFEIZE L T Chaisson
513—H1000mg, 2000mg, 4000mg @ 3 B THEAR
L, CoRTHERBRRETE L CERE, BEfERE
%13 — H4000mg D EETIE#40% DREF THRAARE I v
1B EHELTVA, 20D FEEEH T co’
PALRICEEZ TR, SOICRAEFRIIDEELRDD
Nigdrolz 1,

UEDRERETLEOTHADLE, KIDTELTH 5,
FHEIRIIEHITIE CAM2S69% L D BHFTH Y,
BERBEE DA Azithromycin & Rifabutin 2585% &
BIFCTH B, L2 L CAM & Rifabutin (2 134 FlE
RAPRBOOLNE N, KERMBIZ T ICEKL 226
THY, INLDFTIE CAM 1228—58% Tiif 41k 4°
WEENTWE, 2O Azithromyein 121211% Diiif
ALy S hTwb A%, Rifabutin, Azithromy-
cin+Rifabutin @G Ci P LzHRE SN Tz
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R4 THRSHEBRH
1-a. Opportunistic Disease (+)
CD4 Lymphocyte<75/u¢1
A panel of the Public Health Service
and the Infectious Diseases Society
of America (1994)
1-b. Opportunistic Disease (—)
CD4 Lymphocyte<50/#1
2.  Combination Prophylaxis
CD4 Lymphocyte<10/#1
(within 1 year:40% M. avium)

v, CAM itEOBE, BHIICH LA T 2368 % —# 5%k
ITLLEBNEKRTH S,

CD4+Lymphocyte & d B\ 7= FRhF G R 0 77 A
FIALVIERADTELSEZON S, 1ER I Y FRIBLE
RRE & DIERCRESI NS LDI2%Y, B =AMk ERE
AFRERLTTIZH BHA1LT75/0 LUT (ATS (1997)
50/l LUF) CFBiERML, HMREEHSEITL
TWRWHATIIBBHEAZ50/0l DTET5, LA L
CD4+Lymphocyte #510/pl LTI % o 72 Tl fE
BlD40% A | FELINICHBRTENE M.a JEX RIET H & &N,
PEH TR G- 2 AT 50

7. AIDS AEE L DHERE

PLAIDS # L4 DOFEANL, HFRCTOBEFTEY &
U CHMLMEBRIH S, T, AIDSEETO
NTM FEDEBRIAES TE RV, RE5IWIRTLIRER
%R H Y, #iZ RFP & HIV Protease FLEH| O
EHEE I/I0ET S EFHPHLTB YRR
%o TWAIIETHD, £0M CAM iE AZT ORI
%[H¥E L, Rifabutin d FEDOIEHIH 2, TD72
NS OFEFIMEMER IR LT/ GRTA K
T4 UDBBETHY, BIEKEELROIIREFERLR

OB OETIE %25

<6 #HHEM MAC OfERRKETF

Increased Risk ;

1. Low CD4+Lymphocyte, Anemia

2. Time since the diagnosis of AIDS

3. Interruption of Zidovudine

4. PC pneumonia during follow up
Z At

Swimming in an indoor pool

History of BFS

Regular consumption of raw or partially

cooked fish/shellfish

Treatment with G—CSF

Hard cheese

NTM 1in either stool or sputum
Decreased Risk ;

1. Occupational exposure to soil and water

2. History of Tk

TWwab,
8. HBIEH M.a ENBREAF (%6)

oz KT 5 b DL LT CD4+Lymphocyte 25K
CARmMAH A L, AIDS OB L RHAITETNS D
@, Zidovudine DEHFILICES72d D, BFEI
Pneumocystis Carinii li&DOBEEDH % b D 7% £5°
HIFbhBRED R D, ZOM, BFFEEL LTokE
O, F- AR EEE, FILEEEDONTM %
ERET & THENDHLH, BEOFMHIIAHTH 2,
—75, BRRekE DBfIIH D O DOMERDOHECHSE
BREBOBEIIEREFLBR T L 0EZL L H ) HK

B’
9. AFRTOHHEF 13 ~ 30
£, 8IRT L) IZRBIVHEINT VWD, EBIZ

&5 MoOFEHF L OHEIEH
HIV prote inhibitor Rifabutin CAM

PLERH i)
HIV prote inhibitor
Rifabutin 4
RFP 40
CAM

il i
i 4

3
&

Rifabutin. RFP : P-450% &% L CEAMEFRE X T,
RFP>Rifabutin : CAM fR#t 2 RH#E T %,

Fluconazole

: P-450% 3l L CliiFRE T LR S5,

EB. SM. CPFX :CAM iRz ZtEs,
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g7 HIV E#E NTM EORIEPHEI-1
n=232
1: &6 B
2 4ERE 21—46m% FREE 3445
3 EYHHE (n=32)

MAC 23 (71.9%)
M. kansasit 6 (18.8%)
M. marinum 1 ( 3.1%)

N 2(6.2%)
4 : CD4+Lymphocyte (n=32)

0~53/mm? ¥3¥ 11/mm?®
5: g — b (n=32)

PRl 19 (59.4%)
JiikiiE: S| 11 (34.4%)
B 2 (6.3%)

bolBVLDLHEBEEND D, KIETHO AIDS Ot
AHAIE O EHEICH S A, BRETRARIATYZY
FEBI D %\, S SNARBDFEROIATH5TH 505K
EEETHY), WEEERYEREFRALED L)L
25, UToBETH 72,

EBBENETH Y FERHIZ21IE D HA6RRI AT LB E
1334 4R TH o 72 BRYHEIX MAC HEDE L HT72%
TH DA, KREOHEICHE L 2%HE MAC OLFH
LrVwELEZD, TOMOHETIE M. k 5% < 19
% TdH o720 CD4+Lymphocyte DFHH x4t o
ERBELL /] LARMETH o 720 RITORIV— Mtk
BB A b 4 € 59.4%, R\ CIHLEEHA % /i LTS
L72bDA84.4% & Eh o T2 REITIZ & HHBIER H &K
%T69.2% THh o 72%%, —FHTHiEAH%<30.8%THho
oo COHEABFIHNMEk THY, AIDSTH
M.k SEZR AT ESE AL\ & § 5 Levine b D
W LRABETH o, MIER L BRAT R IIRERORE & 1T R
BOFREYETHIDONEL, 61.5%EEMETH 50
M.k fEZ BV 72108 Tl TR LBRIZIEE THh o
2o FHTIZTTIIH6.3% ML L TWBD, EE
CAM #RBIOBEEP BV L T HREIHR SIS,

BB To AIDS & NTM ESF ICHBEN: M. avium
EDERIZOX, ZOHEME R, SHAFMTD
AIDS o¥ghne & b ICHMRBEEREE L TET I IAE
ONBEOIHEEICLREDDLEZOND,

FTREFUINEORELELEEZONS, REL
b RAE L7234A1E CAM, EB el &3 % BF FALER
EREETILERD, ZOBE, HUAIDSHE LD
MEER O, BWERORM, $ROEEE% &g
ENTEBY, ZOHHTOHBOERISYEIN TS,
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&8 HIV & NTM EDERIREHEBI-2

n=32
1: %% (n=13)
gz 9 (69.2%)
Hifs SR AT 4 (30.8%)

M. kansasii 3. MAC 1
2: BIER XP (n=13)
R (+) 8 (61.5%)
el 2 Bl 2 AUHFITRA 2
B 1 REEIE 1

R (=) 5 (38.5%)
3:F#% (n=32)
A 18 (56.3%)
(235 13 (40.6%)
BH 1(3.1%)
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