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In Japan, the relative ratio of the cases of nontuberculous mycobacteriosis to those of
tuberculosis is increasing mainly by the decreasing of the latter, and the clinical importance
of nontuberculous mycobacteriosis is also increasing as the increasing of the aged generation
and the compromized cases by induction of anticancer drugs or immunosuppressive drugs.

Mycobacterium avium—intracellulare (M.avium) is still most important nontuberculous
mycobacteria, for its difficulty of the medical treatment and for the ratio of the cases in
all nontuberculous mycobacteriosis remained still more than 70%, though cases with M.
kansassit infection is increasing rapidly.

Dr. SAKURAI reported that, the susceptibility test with 1% Ogawa—Medium is not
suitable for M. avium, and stressed the need of introduction of the new convenient and
internationally compatible medium. He showed that M. avium had susceptibility to some
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degree to CS, KM, EB, TH, MINO, DMCTC, CMX, CER, CPM or CTX with Dubos—Tween—
albumin—Medium, and also showed the efficacy of the combination treatment with KM ¢
EB « RFP, or the combination of 3~5 drugs among KM, EB, RFP, TH, or CS by animal
experiments with mice.

Drs. MATSUDA and KITA defined “primary—type” as cases without abnormal chest
X-ray findings and “secondary—type” as cases with abnormal chest X-ray findings ;
“retreatment” as cases started second treatment with some interval after initial treatment
or the cases started intensive therapy after continous treatment with a single drug ;
“negative conversion of the bacillus” as cases whose bacilli converted to negative within
3 months after treatment and continued negative more than 6 months, or as cases with one
positive culture of less than 10 colonies during negative sputum for more than 12 months.
They reported that general condition of patients had no effects to the negative conversion of
the bacilli, while abnormal chest X—ray findings had some effects. They also reported that
the rate of negative—conversion is 71% in the initial treatment, 46% in the retreatment, 86%
in the primary—type, and 63% in secondary—type. and recommended three durgs combination
of KM, EB and RFP or SM, EB and RFP as effective regimens.

Drs. KURASHIMA and SHIMOIDE concluded that M. avium infection is an intractable
disease from the analysis of the courses of 152 cases treated more than 6 months with same
drugs. They recommended early treatment with 4 to 5 durgs combination including CS, EB
and aminoglycosid within minimal or moderately advanced stage, and also recommended
early consideration for surgical resection if suptum did not convert to negative after 6
months of medical treatment.

Dr. KOGA reported high rate of negative conversion of bacilli and low rate of
bacteriological relapses after surgical treatment without help of susceptible drug, and
recommended early introduction of surgical treatment. He stressed that surgical treatment
could reduce duration of treatment, and could prevent bacteriological and radiographic
relapses.

Dr. KOYAMA analysed the results of surgical treatment of M. avium infection from
Tuberculosis Research Committee, RYOKEN, for 9 years and concluded that the rate of
success was 87.7% and the unsuccessful cases were confined to the advanced cases beyond the
proper indication. He also recommended early introduction of surgical treatment.

Dr. SATO analysed 136 cases followed up for more than 1 year, and reported that the
rate of death was 10%, and the main cause of death was repiratory failure from worthing
of emphysem, enlargement of bulla, complication with pneumothorax or infections. She
also reported that the rate of negative convertion of the bacilli in secondary type were 40%,
but she observed several cases of relapse, and stressed the need of the analysis of the
factors relating to the relapse.

Dr. NAKANO observed 17 death in 74 cases, and found high rate mortality in aged
and readmitted cases. He observed pneumonia due to M. avium in 5 out of 8 autopyed
cases, in spite of the variety of clinical pictures until death.

In conclusion, 3 to 5 durgs combination therapy is recommended, and more than 70%
of negative conversion could be expected in the previously untreated primary—type. In
secondary—type, the rate of negative conversion is low and early introduction of surgical
treatments is recommended.
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. IRRRCME & FEER M. avium—intracellulare JEGYFE 2 F.LMT LT

2. M.avium—M. intracellulare E D NFHERE
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3. M. avium—intracellulare EGE D NI HE

BEET (EEHEIR) « THARE GIIMEER)
4. M. avium—intracellulare FEGE D AR

HHEY (EFERELUR)

(BRI E) M. avium—intracellulare BYLE D AFHERE
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5. M. avium—intracellulare EGE DT

PeibR Gt T B RS OTR )

BRIFE) M. avium—intracellulare &4L% D-Fi%

thE H (ERPER)

EOWETR, BRIEORDICLD, HRERGED
o ERPABERE O LR LT TV, £
7o, AN D dn b B s gk F 0B AT £ 5
compromised host DN & IEE RPTEEEAE O BRI
ZELTW3,

FEEMRBEILED 5> 5, M. avium—intracellulare
UUT M. avium) fiERIREBEORE S RO, oo M.
kansassii FEDEINC Z D, FIXFHISHIN P PEKE -
fons, AR E L CHEAPEOIEERTIREIED 70 %% 4
BB EITLY, BHBETIIKARE L TROBEERIEE
RIRRRIE T H b,

FHKE, £IHTO 1 %/NIEEHI M. avium ©
HEHNBSZ VM I AR Y T, 8 h o EBR LB A fE 7S
R OIS HMIETH B T & %5 L, Dubos Tween
albumin 5% B W 72l < id, CS, KM. EB, TH
&' RFP, iz MINO, DMCTC, CMX, CER,
CPM, CTX % &0 —fHiEYE & H 2 EE OR%E
KL, TNSOHHRRE FRsERLELTV S, K
29 2K BHPERD S, M. avium iE DIEFIC
EKM+EB*RFP /i3 KM +*EB*RFP+«TH*CS
D 3FE VL S KIPEHBEENBESTH B L DT,

WA« B2 KiE, —XEG X 58 THEE OIS
REOR VLD, TR IhNS S b0, FHiREIZY
[EliaRER —E DI £ R <, BORBEEBGT
50, WIEE#ER% OB X 5 REGHER S B ORI I
BIEEITS C &, WiEHb & 3EEEGR 3 7 LN
WL 6 7 ARGt 52, /1310 3 0=—
PIFoBEE A 1 1ld > TH 12 4 A UL LR SRR
5 EER L fcth, 2N ERIZERMLICEERT W,
HEMEALRIIPIEAHET 71 %, FiRET 46 %, —RE
T86%, IRET63%, RS TIE KM+ EB-

RFP £/:13 SM « EB *« RFP © 3 At ESR W&
W L7

A5 - TR, 6 7 BLILEE—OM % 7o 152
BID S 5, M. avium iESIRAREBREBETH S &
fEam L7co MiK13, minimal %7213 moderately ad-
vanced D 5 HiZ, HOYIEIEED 5> Bic CS+ EB -
aminoglycosid 2 &€ 4 Fl~ 5 FIPFHIGEZ G T 2
T EEHBL, o6 AUEBEREM S Frig, Fific
AEHEEERGT T RETH 5 L DN/,

HEKE M. avium EDAREEICOWT, ARHE
ik - TR 2 AT &, BHEREAI DL, va
— TOBELALIETEX 30T, EDICFHIcETI s X
THbEL, IELLIEREZ S~NE, PERBMAH <
Thd, GHERDTERHAROBIFTH S EHEL
726

/NN, BRI T OBoED 9 HRD M. avium
REDOARREOREREZ BT, KIIKELTHT, K
FRINB B % B 2 o EIEG T B DT, WS HHIC
FHCEI B NE &L,

FerkRid, 14 BRI L 136 floii % 5
Frl, ECHREHI0%THY, FEROER D RSUE
REMDWEKR, 75K HASH, BAERCL-T
RS NIFERARIC L B T EE2PFSMIT LI, —4,
TIRBT H 40 % BEAERMLL, XERATROLEL
BEAERUID, HHBHRE(L, H3BHRLET
2R %<, BlcfiEd 2 EZRONTHAEE LW &
EHlio

B G 74 BIRFETENE 17 Bl TRRTH I &, A
BeBlicz {, BRCICE2RBIREFETH 54, HiHKk 8 #
5 BT M. avium T & B ERD ERELT
W3,



578

bk, Ky v RV LZBLT, M. aviumED S5
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ZHROET B 3 ~5FIBEHICE D 70 BOEEHALRH
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1. EEFIRSMEEEERA M. avium—intracellulare BEEFEE RN LT

b YNE S S A S T E R

£9, in vitro IKBI BHEFRZHICOVWTELET 5,
B, $EHIE TR 1 %N EZEREICHV S
N, BEOHBRKIGHERGEE OLKRHN2E2L LT, in
vitro D kAR & IRENR O D BiFSHHBAMEIC X b, iR
BN ROWREICKREBEE 2RI LTETVE, LIL
M. avium—intracellulare fit DA, BE B A X
R &Lt 1 %N & 2REHRETIE, FEETN
TOYHEHIRICK LIMEE R T OVEE TH 5, K11
1982 4 5 1986 - % T D 4 HRJICiE S Et 86 ko
M. avium—intracellulare ® 1 % /\NI3EHT D2
BRESETH 50 EEPHURSKIE OB DOMHEEAREIC X
BIHET, CS T 69 % & MBI BIF 1S 2 % 7R 4 2%,
Z D E > O FEH T IR AR TR I3RS TR T,
EVM (26 %) & TH (25 %) Xt LT TL Eh ok
EZWERTOHTH B, AERMHEERTEKEMA

e #H E 5

5L CSEEVMMNBLULEEERICED, ROT
KM83%, TH69%, SM57% &, »15 0 Rz EF
T 5, HITKM&ESM, EVM#EET I/ 7Y avFE
HBVERT YA FRFUEMETZ OMANIZEAE & 785,
MBI TELSE, CS, EVM £7213 KM, TH
D 3HOEHSLRHBVWIRREKEZHFTE 20
EVM, TH, CSOfiH#| iz <, £ L T control
study BB EN TV WIRIETH 5, 1 %/NIEHTO
R MMRARES ARSI & K (BT 5 2 L 2R
T3 &, PEEEICBIL T3, THEEREEE S B C
LIBETHEHOEL S bHFEEOFEHEAFMET 2 &
DTEXDAREME S EZ D0 5, MHHEESEEE 2 SiRE I
LA oz x 1 O FBRITRYT, SM, INH, EB
LR ZW RO FAEMAONED, ThETDH 30
~40 %It & EFE B, LIk, B icEicxtd 28T

#£1 M. avium—intracellulare MHEEAE (86BEFK) (1 %/NIIEEHD
% #l sM | NH | RFP| EB | ™H | KM | EvM| cs | pas
B (ug/mi) 20 1 50 5 25 100 | 100 | 40 1
T 4 2 2 11 17 13 18| a7 4
K5 & fit b 35 18] 22 8] 30| 44| 46| 20 19
N 29| 48| a4 39| 21 11 4 1 45
moz ok | 5.0%] 294 20%] 16,29 25.0%] 19.1%] 26.5%] 69.1] 599
@%i&&%%ﬁﬁr&tt%[m.w[ 26.9%| 35 3% 42.6%‘ 60.1%| 83.8%| 94.1%| 98.5%| 33.8%
%l SM | INH | EB | TH | PAS
e Cug/mD 200 5 | 10 50 10
B2 # 25 19| 29 19 4
X7 & fit 37 | 35| o1 ©| 2
s & Wit 6 |l 1 7| 3
® 2 M R |36.8% 27.9%| 42.6%] 27.9%| 5.9%
R & R AT R 91.2%\ 79.4%\ 82.4%‘ 89.7%| 42.6%
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0.1 0.2 0.39 0.781.56 3.13 6.25 125 25 50 100 (ug/ml)

PAS ——m—

INH ——
DAT—
VM ——
SM ——
EVM e—
TH —
CS ——o
EB ——
KM ——
) R —
BLM ——
MMC ——

BAY b5097 ==
B663 ——

B 1 Susceptibilities of M. avium— intracellulare to Antituberculous and other drugs

—The MICs for 80% of the strains tested by Dubos Tween albumin medium—

0.1 0.2 0.390.781.563.136.2512.5 25 50 100 (xg/ml) 0.1 0.2 0.39 0.78 1.563.136.2512.5 25 50 100 (xg/ml)
LVM —— MCI-PC ——
RSM =—— SBPC =
A MK —— PIPC —
PRM—— PC- G
DK = ABPC ——
AKM ——e CFS—
KM — LMO X—
GM — CFX —
TOB— CMZ —
VM — CTM—
CPRM —— CEZ —
EVM — CET—
FOM — Cpz—
LCM —— CZ X
LM —— CTX ——
MINO —— CPM—
DMCTC— CER—
CMX —
DPS —
Siz —
SMX —
T MP —— 3 Susceptibilities of M. avium—intracellulare
S-T — to cephem and other antibiotics

e . . —The MICs for 80% of the strains tested by Dubos Tween
B2 Susceptibilities of M. avium-—intracellulare albumin medium—

to Aminoglycosides, Peptides, Sulfonamides
and other drugs
—The MICs for 80% of the strains tested by Dubos Tween TWIEWEEZ BN, IRICEHIOBEHOLIETH 55,
albumin medium— ﬁ%&%t:ﬁﬁ@"%ﬁﬂb , IRR 1 %/J\Jufgfm/)i’ in vivo D
B A s A afREtE S W SIS h B, L LA,
—MAEEOAREICHT AR Y —= v S REELER
D BZERE ICHER T 5], M. avium—intracellu- 5 #, Kirchner i &£ #], Dubos Tween albumin
lare TETIE, BZMEREMHFNAREICH E DL - AR D B D R D MEENS A L TE TV B,



580

0.1 0.2 039 0.78 1.56 3.13 6.25 12.5 25 50

O OBe2s #1158

100 (ug/ml)

KM-<INH+*EB
RFP+*KM+EB
RFP+«VM-«TH
RFP-CS<INH
RFP-EB-INH

ST*KM
ST*RFP
ST*RFP*KM

KM+TH«CS
SM+INH+EB
SMe<PAS *INH

®5 Susceptibilities of M. avium—intracellulare to some combined drugs
—~The MICs for 80% of the strains tested by Dubos Tween albumin medium-—

E S IBEEROCHENRE B IH, 27 ) —=v
7°& L% 9 Dubos Tween albumin AR % {6
l,~%ﬁ%ﬁ%§bfﬁb®%m®&ﬁ%ﬁoféto

CRPEERIEEATOE LTED 80 BOEKDORE
%METéiﬁﬁE@@@%%mttcRFPﬂ@m@
BOB#EERL, 1 %/NIEEHOBEE ZRESH %0
CS, KM, EB, TH % &3 BEIFREHEERL TV 5,
K2B7I/70)av R, RFYAK, 407 7HE
DEfEER LI, KM, GM, TOBBEDT I/ 7Y
a2 ¥ K, MINO, DMCTC iz b BULEEME SN
TWw5,

RIZ cephem ROTIEIEEZRF L 7co CMX, CER,
CPM, CTX iKBRIfFRElEE™TVS (X3),

WICZHIBEHOMETH 545, K4 CEkL, XK
&1 %/ T OhUfEKE (RIREMEREED 1/2 O
BE) FHETOREBEE R 37 —(tLTRLTWV S,
HATI3CS & TH KBREOFREMGHI LA SN S0, B
MFTRTic oV THEGHIE S W ERIER SN -
120 BFE 3HKAAE T, SM-PAS-INH DI 31Ed
NTOMEE THHBRSEA LN, F5FREGET
bRIFLEEEETWS, K5 Tlid Dubos Tween
albumin AT D 3 FHLEE ORETEEEEZ R U T,
oW ERFP 288 3 FITEIFREKEERL TV
B, [EREBFHIRRAONE X TH %,

PLE in vitro TO KK ZHE LD, in
vitro T D EAHE % IEHEICHEIR I K9 2 B O RRET 13,
SHOBERFETH 5, 3 F I F 2RI B ATRES
BT, o EBIIC b T OREE B T & 3 5
TEZDMEDND 5,

& T, invitro DEZHREOBED S, BWRIIEEZ
HLEZICEELT, RIEEREERE bV 5 N & EREIIE
FUEIC B T SIRBNRORERMLED D EBbN 2,

FE b, ZHONENTIRET, M OEEENRMRE I
Fiis/NE, BB, <= o R ERRBVEGIE DIERR & A 72,
ddY @< 2 &M\, NI transparent colony @
FRE A TR T R BEvE (= v 287k 31 F 093 T #0)?
AHOVT, Z0RERERY B, BABRLEVTh
k- ThH, BHEETHDEFVERICKII L TV 5,
31 F 093 T pkoHiE I Ic x4 5 B2 D 1 %/
TORETH 55 CS D 40y TEZMELH D, KM D
1007y TARERM LA, BHEOREKE OMHERLED
5¥IET % LthoIHNT 3ERmE L2 5Y, £2 (O
B2, &) 12 31F 093 T kA ddY = ¥ 2 IR
Xt & & OKIEE ORER AT R AKRRE L 7o,
FITEEERE (H37TRv) & M. kansasii & % LD
7R LTWBA, 31F093 T HRESw Y 2icAh LN
MR 2L, BRGL% 6 B TIRRAFEERA D, 11:80E
TRUZAMBEERENE LB, EEEORETH
505 &5 necrosis 12 23 TOBETRIRSN
W ote

31F 093 T #kTid, RER HEHE, WMAD3>DKG
BEOWTNTHIBHEOEITIHREZIERTE 54, &«
RRNERTRIREL AR THD, TOILRBIDE
FUMBADRE M. avium—intracellulare i D 5 RERF A
WKEOERBEFTVTH D ENREEIN S,

Wic T D= ZEGE 7V A L TR A OFEFIDTE
FRFEER A FENE L fo il 2 R4

FPDEFMCE T BIGFEFGBRHOBETH 523,
PiEE D 3% (KM« EB e« RFP) & 5 &IpH i
(KM +EB+*RFP+TH«CS) %ffi->7T, #IRELE
%, 2BBRU4BE%E 3EHICIEREGREEEZ
Bt 21T -7 2OBEICEEE, WIFNOEATSH
TBESNROHENAIRET, FIVOFERMEIEH s N,
LI INSERIBEHD T O E F VT OIERL) RS T
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HEhicLEZTVWA,

TIN5 DG E F vk RO 1 PG O MG & A
B OHER 2 M I ISR T,

#1%BY (KM ; EB; RFP ; KM+EB ; KM+
EB+« RFP) Tld, RFPICRIEEREDRRBAD OGN
¥, EB IR T BEOHBEGRERD 5, LHrL KM
I3 18 0 BIT ISR %2 R», KM-EB-RFP @
SHIBFH TR ISR R OB A SN B, TDIE
322D 3LF093 T ¥iAS KM I 2T W &K
ERBERIEZEBONED, K1 TAONILKLDITM.
avium—intracellulare 86 #Rth KM i /&5ZE b L <
REELTMEZ R TR 84 B EMIB VBRI L LD
FLbZOEBEEOBRMEE T TIRIEWEEDLN S,

52 EBY 1k, MARGREF VKT B KM, GM,
TOB, SISOD4FEDT I/ /) 3 v FORENRE A
726D T, GM, TOB, SISO#KEDT I/ FYavyF
T KM LEBEOEESNRB SO, TOZLiFTh
573/ 7Y av Ry M. avium—intracellulare &4k
IEQAMEMER I I EPMchEHHEEER T~
KM EBEZ LN D,

$3EER (ST ;: CMX ; MINO) DEfETIE, MINO
& CMX KEBEOBRBEMRENSED S, LrL ST
R ERENIRIIA S NT, RO TE AR T

CBREOMRAEEDEDATH >, TH5DOHEAL,
ZHIDEARRD 1 HEHEEE LTI S 5 0 Ogh RS HRE
TEB0bLNE W,

%4 FEERTI13 LM 427 (Rifabutin) OBEAE%E R L 7o
RFP LB BEORBROAED SN, Lrb
HHEBEREREIZA SNV, TN in vitro DEFE

581

AEZ DL EZORFICIIE S OREENSH 555, RFP &
DREMMENTEL TN S LM 427 35 H%IRET O R
Mo rEH|D—> EEbN T,

%5 ERY TR, ZHFHANRERT LI KM%
& 3HIH» 5 5 HlomEsETIE, KM-EB-RFP &
KM-TH-CS & B RO ERT &M, KM
~EB-RFP i CEX % 7213 MINO %/ 7z 4 HIf Al
K12, Hic KM-EB-RFP &ERBVWEITH S, &
72 KM—EB—RFP-CS-INH o 5 #|fHsfrzid 3 #lpf
I HANTBESI RSO EBNAHIZ NS 5,

%6 E£E T, KM-RFP-ST XU KM-CMX—
MINO @ 3 HIpF MK 2 MET Lcns, I E»roPFH
MR LU DA SN T,

Pb=v 2B 2IRBEREL LD D, &4 DER
FTIE D DRI B 1%, IR TH 2, Ly
L, B2 DEBZRTKMMBLFEENTVWEIELD
KM 2 HBE KR L 72, 6 DA TIRIRLAED
I, MNAEKICBWT, BB OMEREICTT 5
IBRRAR O A FEEIEMO SV FhOEBRFRTH KM
T1&13DRICBBTEND, TOHRTREH L
B4 5&, GM, TOB, SISO, AMK#KZ&EDT I/ 7
Y3y KA BIFEEEERT. SM, CMX, LM
427, MINO 75 & 45 & huic iR W TR R oMl & 7R
T 3HFIBEH TR KM 2 S HLOBENPBVWEL ST
b5,

K73, BEEZ TORELE Y = ~HIcE LB TAT,
KcoRahsd ki, HEEHOBEMROFMBIII,
REMT 3B DB EERX B, Hib, O TlddD 508
T HVIREIR 2R 9 F—MINO, ST, CMX,

The ratio

KM
GM
TOB
SISO
AMK
SM
CMX
LM 427
MINO

RFP ]

KM * RFP * EB
KM+ RFP « S-T
KM * CMX * MINO
LM427 - B663

MINO * LM
Sulfadimethoxin

®6 —<wozicBFBiEESE
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% w62k HmUS

M. intracellulare 31 F093T :ddY &

109 ¢

107f

106}

infection

105}

104f

culturable units per lung

103}

102}

-

=7

weeks

Murine Experimental Chemotherapy

(schematic representations)

RFP, LM 427—, HHPAERRZ BYLBEIE O BRI
BEEEHEHD—KM, GM, SISO, TOB—,
BE & O NARKAERDSE 2 b0—KM 28
& 3FR U 5 KM —TH %,

LIk in vitro, invivo DRkfER LD TH B L, B
HOBRMTIR, 73/ 7Y 3y FOEFNEE 1HELH
R A DL U e 2 HI0F TN b IR IR & J0iFF
TEB36DEEDLNE, L LIOSDOBRESRI, M
WARHOMHEIC L EF 0, HORMBEICTEE > TV,
Lad, BHORBEERTE, Bl BY
HEEHOEIMERAED SN b, 5% & 0 RIBHEHR
DORIFBLER BN 5B,

X ik

1) A, HES  Mycobacterium avium—
intracellulare IZ %t 3 2 Yk O HA R 0 /N1

FEc X ARG, A%, 61 341, 1986.

A S Mycobacterium avium—intracel-
lulare complex ® < v 29 2HEMH (1)—
mouse virulent strain (= R/ OBRHE—,
FE5K%, 59 :13, 1984.

Kuze, F. :
Chronic Mycobacterium avium—intracellula-
re Infection of Mice. Am Rev Resp Dis, 129 :
453, 1984.

K HAZ B : Mycobacterium avium—intracel-
lulare SEIR R ROBET, (1) BEHTERD SHE
57y RIRWE T, FEK, 61: 333, 1986.

Fe HA2 Bt : Mycobacterium avium—intracel-
lulare FEIR BN ROBET, (2) =7 RIRABEGLE 7
WIZXtd % aminoglycoside DIEEIIE, #Ek,
62 : 369, 1987.

2)

3)

Experimental Chemotherapy in

4

5)
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2. M. avium~—M. intracellulare FEDREHEE

ERU el LS SS 7 TR A

T C®IC

COEER, M. kansasii JFEEDEFERBEME, 0
MhoOEEOHF B HEITEL D, M. avium — M. intra-
cellulare it (LI'F M. i. fE) @, FEERHBMEE U
T AME) 2 ToRNEREOLRIZ, ERETddh
EHET 50 B2 & > TWBY, HIRICIEETLES
HENL AMIETH 5, 408, M. i. iE O{LEEEDE
BENR WS RIS, = OEEHRE &by L <l
TOBREIT- 12,

FCEBRELF > b O RERETH 5 & —BIIICE
BTV B LI, AMIEOEBER R, FEICRG
LTWBEEZ SN BERFNCOHHEL TiETRIEE S
BW, he%d, 2ENEROBFELEBINEROE
MICHHIT 5, 2BNERE LT, BUEE, RS
PR, JEE Tk, EEYE @GIBRE Ve v Hod
H, DUBKIOMEH, ALBHIZE) BEhEZ SN, B
THERE LT, MfERkE, WESFhmg, B K
SHLGRAE, BiSUE, MifE, oz onz, Kic—
RELE ZIRBIOEHRICHAL TRBNEBEREED S X515
Xk e Rin i 203, BUE, FEREMMEA-HORIEE T
, FRLHENBERNOFHRTHEBIRDOEN S F DIV
EDHMT, —kA, TREOEHFICEL T, Bk
RMTREANERIEI TEZBRETH B, TNEH
THNB &, WA S, —REAE BRI RE L - b o,
fifEt OBEBS Vb D E L, kB A X EigT, I
EHOREEAT 200 (FifEKOBELS 2 bD) &
L, A5, ZREIZ i EREE (&O0HE) &nz
DREEETHHDEIAL, THOIR, &5IHER
ABEAE T b0%EMA ., RAlZIhAEEEL, —
R % X SR THEOI RSB E2ET b0 & L,

iz AMRE D BEBRE M L O E#H IR L T4 % THHEE
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%9 Official Statement of Am. Thor. Society
(1982)

“Surgical resection has been advocated for
localized disease.

Concomitant use of multiple drugs before
and following surgery is recommended.”
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A decade or so has passed since the introduction of short course chemotherapy of
tuberculosis in Japan. Through the extensive clinical studies, a standard method of
treatment has been established with the period of 9 to 12 months with drugs including RFP
and INH. This method of treatment has been proven to give a very low relapse rate. It is
quite obvious that establishment of such a short—course chemotherapy is mostly due to the
introduction of RFP in the treatment of tuberculosis, which is able to kill the tubercle
bacilli even in an inactive metabolic state.

Clinical experiences, however, indicate that a small but definite number of cases of
relapse do develope after the completion of short—course chemotherapy.

In this symposium, Dr. Mochizuki studied factors contributed to the emergence of
relapse. He discussed several factors as the causes of relapse such as severity of the disease
and quantity of the bacilli at the beginning of the treatment, the period of the negative
conversion of the bacilli and the characteristics of cavitary lesions at the completion
of the treatment. His study indicates that none of these factors contributed much to the
development of relapse. He suggested that one of the most causative factors may be
whether the patient’s life cycle is a healthy or not after the completion of regular
chemotherapy.

Dr. Kawai discussed on the short course chemotherapy of retreatment cases. His

* From the Osaka prefectural Habikino Hospital, Habikino City, Osaka 583, Japan.
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detailed analysis revealed that another short—course chemotherapy is applicable for the
relapsed cases in which the bacilli are sensitive to RFP and INH or no bacilli are detected
from the sputum.

Dr. Wada spoke on the significance of SPCN in the chemotherapy of tuberculosis.
SPCN means smear positive and culture negative bacilli. SPCN phenomenon observed
during the treatment of newly—diagnosed tuberculosis, has no significance except for the
cases complicated by diabetes mellitus. She insisted that SPCN phenomena observed during
the treatment of retreatment cases should be followed carefully, especially, in such cases as
has long history of chemotherapy with various regimens, cases in which the bacilli are
resistant to RFP and INH and in cases with cavitary lesions of sclerotic wall. In these
retreatment cases, according to her observation, SPCN often indicated a poor prognosis.

Dr. Tsuyuguchi discussed the chemotherapy of tuberculosis from the immunological
point of view. He showed an impaired cellmediated immunity in drug—resistant refractory
tuberculosis as well as in diabetes mellitus—complicated tuberculosis. In the treatment of
tuberculosis in immunocompromized host, he suggested, some immunological manipulations
such as IL2 administration should be considered in combination with ordinary chemotherapy.

Through the discussion on the short—course chemotherapy in this symposium, some
points have become clear and some points have remained unsolved.

What was made clear is as follows :

1. The relapse rate after completion of short course chemotherapy is 0.5 to 1.0% per year.
2.9 to 12 months chemotherapy with INH and RFP is possible even for the retreatment
cases of tuberculosis if tubercle bacilli are sensitive to these drugs.

+ 3. SPCN phenomenon of bacilli observed during the chemotherapy for newly diagnosed
tuberculosis has no clinical significance except for the cases of tuberculosis complicated
with diabetus mellitus.

4. An impaired cellmediated immunity is associated with some cases complicated with
diabetus mellitus and drug resistant tuberculosis.

It remained unsolved what are the factors responsible for the relapse after the
completion of chemotherapy.

Future problems to be solved in the chemotherapy of tuberculosis in our country are
summarized as follows :

1. Determination of proper regimen and proper treatment period for the cases in which INH
and RFP are not effective.

2. Further characterization of the relapsed cases in regard to the sensitivity of bacilli at
the time of relapse.

3. How to manage the refractory cases which develope even after proper chemotherapy.

4. Immunological study of tuberculosis and its clinical application for the treatment of
refractory tuberculosis.

5. Information and propagation of “standard” method of chemotherapy of tuberculosis
throughout the country.

In concluding this symposium I would like to make a proposal that short course
chemotherapy of 9 to 12 months period should be called as the standard method of
chemotherapy for tuberculosis in Japan.

L. HEiiRER O HRA OMEY
HHET (ERILERE)
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BT EITHAD, TDH & IIHEET O R s
BT, ERBERNbLOENET &I, BB,
MENFETH 2EMECELTE, T v BkE< s
07y —VEFKRET S, HlAMERESERSREIZIC
BoThY, MEFARZ—BIT, ORI
FRELTOWRWEER B,

& T, Mitchison® i3k DILFREIC & 3 HEKE O
WBARDLIICEZTWS, HIb, B b3k
SO H BEIIKREICHED L, B, HEE LB
LTWL, —F, »3EHNcitEod 2RI ELD,
TR EDPTHEDEEL, ORI, fhod
NTOBKNEZMDOH 5EIT SXTEV, - T,
HHEETI, COMBEEDOAMBIERD, HETHID D,
H BHHNTHEA > W B A R AL S 5, WbW 3

K % & O i

# O

B O Bk F115

» -t (p<0.01),

4) FIENEEOFHERE, 1R R B
IR SIS0, BERRANEI T, FEABFIL D FHE
BRIIED» - 72 (p<0.05),

5) FIREETI, WWERREZY K (p<0.05) &
OEREREBMEF (p<0.05) IcFHREMAZL D 5
N,

6) INH MR <&, BRI L CHEERER S
» ot (p<0.001),

RFP Mt bR IC SRR EE» - 72 (p<0. 0D,

5 N b
ROK

— ) 12 AN OB (transient drug resistance)
Th b, EROEEEICBVTIE, CORHE VI
FTRPL IV T —TEBZ0D, ZTOTFRIGEEELRITT
EEZONB, TORHICBWT, BEDREEELIE
HIEHOTVENE I PHBEETRENLS I D, EhIC
FAETARMEES T ICHEELIRCDREVWI BT, FE
DREREIC L DR L T L £ 213, bRk L7
T AD, TO, BEEOHREBRESHNIFNET L
TV b, H3VEREHEREAE L S HRNE WIES
Iid, ZoOEEODYINE L T, EEOMIEE W %

LTLEIDTRIBOVES DD,

ZITHAZ, invitro TOHEY N2 Y v PPD
Rl &k 3, ) v BRECRIGORERA, A OR
Br 2T KT, MiatkEEEIc > W TRETE D
Zto BEBE 2SN, —D D7 V— 7 I3EF Db
FREEIT-> I b b oF, RN & 5 0 #igt
LB (BEERD) &, 5 —20 7/ v—7RBREKRLT
bW, 20K RS IEHESRREEZLED, 5
RISERVS IR S W BIER GIEHER) Th b, TOM
Jv—7HicBVT, FicimiatEfmiaicBL <, @5
DDENSH LN W E D % ERET L 7,

#£13, =05 2BIcBF S invitro T PPD Il
T B Y v SRGIERIEE, TH-F 3 Y v OB
IABTHE Lt FERTH 5 AT O BERES] T 1,
B o D RKIGDE FA SN 5, 0 PPD #lE#ic k3
) v SEREELRIROE T, SpeiifisEs v cn
BROWhEIDERBLDIZ, T ) Y SROY 7TEy O
LT#EAIZE AP, HHRIERI T, T4BHD NV —
T #ifEid, PPDRIBIc L& LARDL, Hic T8
o4 7Ly — THEOEAZERAL, -7, &
ﬁ%%ﬁﬁ®%%&éhéT4ﬂ8&®@Tﬁ&%h
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&£ PPDXRU~A Yz VEIEICX S in vitro V v/ 3ERELRUG

3H-TdR incorporated (cpm x 10 73)
PPD ConA PHA PWM
B [ A
BB MEH (n=23) | 20.0 % 10.8 4.4+ 7.0 24.3+ 8.5 4.4+ 9.4
W8 RE G (n=23) | 30.5 + 10.5% 16.7+ 5.9 27.0+ 8.8 35.3+ 7.3
< ® A(n=32)| 226+ 9.1 4.7+ 4.7 28.8 + 8.3 27.0+ 9.9°

PBL (1x108/ ml) were cultured in vitro for 3 days with Con A (10#g/ml) or

PHA (1zg/ml), or 6 days with PPD (10#g /ml) or PWM (2.5xg /ml).
a P <0.01 compared to advanced tuberculosis, P<0.05 compared to healthy controls.
b P<0.02 compared to advanced tuberculosis, P<0.002 compared to newly diagnosed

tuberculosis.

foo FREEERI®, v~ o) VRGO #E KL D D

) v oNERTIR, TOT4/T8HIEPPD T LEARS 3
DOMH LN, ¥ 7Ly — THEOWEE LT, %
DRMEIC[gGD Fe vt 74— (FcR) #b6 DT &M
HoNTWED, TOFcR™T Az, HiBER
ICBWTIE, PPD i X v BN 3 0hia shi?,
s, SEHIMEOHIRIERIC & > TI1E, FEEICHEREY
KRG L, SEmEIrcE< 4+ 7ry 4+ —T Y v58
BEL, Tl iciatEfBERtsmflsnTns 72
5, EVWHTEMEZONS,

COHIREFBIC A DN ERIEDET DA H =X 8%
T Lc & T A, TOHIRED Y vo¥5kTi}, PPD
FIBIT £ % in vitro TD IL— 2 EAEDIK F A SN t,
I VAHF NN v AKX BIERRNSHETE, BEA
ElkE, BV IL- 2 0EAENA LN, TOETIRPPD
R ERNEEZ SN, —F, IL-2LvET Y —
(Tac HUE) 1, BHEAICL 5NB EPPEV, Fif
ISHERAERIC 351 5 LRk, PPDRIIC XD, K<H
Bindonit, HIb, SSEF T, PPDRIBICK 3
IL—- 2 DEEDDBZWLHIT, T Y v ERDNZE
(ERIEDBMETFLTVWB T EMNEZ NS,

DI o#gEm» 5MREZ SN B &3, TOHIKIE
IZ A 5N B PPD ERIGHES, T OMMFIEEERICHALR,
5IL-2%2%MT 52 &k, KFLARIGOEIE
MHEONBVWEEI M, EWVWHTETHAD, Nids
DRMEBROEAETH 2%, Ao IL- 2 ZRARKS
XoHE5sNhi, b OBIRFHEA»ZIES (TGP
3) TH5b, IL- 2 3FEOEEAR W, HE3 HEIC
mite, RickondkHic, BiBERTIE, IL-2
EAEPOMA B Eicky, PPD B & 3554
FALRIGD EF B AH 50, FEHERICH T % PPD fili
DLV ETREIEST 3 DREEE N, HRHEFIRET
i, IL-2%2F/mMLThd, FONERIEOLEFIZAS
N h -t
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BOSICKIE S I L— 2 IRIND 488

PlE in vitro DB EBOBETH 5, Fanz
OWRBEEET 5 & A3, EHMEOERFBZKIC BV
T, BEBEORBREA LMD Z T LIk, OB
B, VbW RHREREEL L TOBEBDLLNEVIESS
MEVWDITETH B, BARBINSIVRT v — o T 70 45—
(TF) it &5, A O—IEBIER %2R L 1o
TF & IL- 2 @, AMKHEROMET, WbY3
immunomodulator & LT, T U ¥/ ~EREEEDTEMAL
2T AYEE L CHIONTVWS, BEIZELEDT Y
b e — L DREESHERE Z & 0F L IR TS 5,
TF %38 1 BlOE&T 6 BRICH 2 D HIANTEH TR
L1co ZDFER, BSEIICC 5N, KIBIMY v ¥8Ro
PPD icxtd % in vitro TORIGIE, KEICHEHRS 50
WHoNT, YNy ) YERT R M, TF OREH]
BT H - 7285, BE®RREHLT 20M8H 501,
FEIRIIIC & 2R DRGNS E DRIRBAED SN, ki
B{E, Vavesr v IL- 2 2HY, EXfEEgo
REBREDRABICEF Lood 5, 1272, O, b
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D transient drug resistance ® B %, Wiz gl
©LED Y B0, EEOHRMRE W, H - T
W3 EEZLE, BRFOAMNLD, ERECAONS
O IR K REVE I TFREIN B & 5 7IER]
KBWTE, TOEREORIBICH - T, H»ob
immunomodulator 253 5 H BV OH b LKA
W,

RO LR EOEBICOWTELTA DL &, EIRT
X2 FEHIDRE LN TOB T E, RFP b B35
IRIEF DEHFE S D 2 A HEVEILE, FHIRE O Haib o
RREICER S NIORIE, EEN QR HIREE fo o,
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