VOL. 39 NO. 6

CHEMOTHERAPY

¥IBEAAKR¥MEYEHATXHBE

SRR 281286, 7TH
S IKBRSS5 FRF L

S BRI BAF B S o 1 e S 1 B S BR AR )

# 5 B R (1)
BICER 3 2 EE

FFR#ER
BRRFRFFEFRE

Hazen & (1951 £F) &3, N— S = 7HIMBD +Eh
548 L 72 Streptomyces noursei > & DILEEIEMY)
H fungicidin (BEDF+ A X FF ) ELTHEELE
B, IVTRATO—VAENSTFETAHEBROR
YIthotz, TINTATFO— L IZEBEHBORER I
RETHAEBATu—AVEKATHY, BEBWMRIC
BilsavATu—nN RIS, B (FLLTH
WiEgt) ORHMARTE L TEESBELXE T 5, ik
BRE LY EERATIMHEET, BREAITIIFRENE
EREWS ZEHHE (dual effect) #FT 3/854 4 v
Fav—8 - LTERAT 3, LW->T, HEMA
HEBOIN T AT o—VIZBHH 50 IZE L BIR
Ko % L IEBERENEL 2, RIBEOFE LT
RV RWENHD, TLTATO—LEDBRY
HEERICE 2 AT o—- VEEEES2 b6 ¥, —
B, BBELTRT V=%, FAHNANX— RS
Y, ThdidnTnb VT XTFu—LVESHEOM
EMETH 2,

RV RIEME (7> K7 VY2 B, +42%
Fr, ERV YY) i3, BAEORY 5 L KB
BEHOFKM S L OFE #1 2 eABEHEME (am-
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SOYMBEIZINUBEBRHHDIFITLEAE RV, 2#
5L LTid5FU i BCNU-McCCNU-MMC % 7=
ZADM 3B I NI B ZOHRIZ 4 ~31%TH
%, 3FIREDOHERPPHENE L FAM 342bb
FU - ADM « MMC iZ2DWT i3 36.3~51%, FAP ¥
bt FU-ADM-CDDP Tt 32% D¥EMBH D, &
& iz Etoposide #1112 2 EAPZ X h T w3,
IO &S LB RIC T 2FEREIE S5 FU BEH
k> Tw3H, FUIKDWTIZEHETIZ aualog
L LTFT, HCFU, UFT #5X < Hw:oh 3,
HIEHR ISR D e WERSER L I L
EOEHEIZLYD, LHhOAREFMOBICEFE 2L
T3 DI FMHE AL ERE S B K- A&
BEICLIEEa N5, ZOHELEE, HE5HRY
REDBRKELRARRELZ>TwD, ZhosDdhFh
bDWEDERREDEEBEILESTRI W, HIHT
adjurant chemotherapy % %Ma& DEEIFIFEIC L D 1T
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up DftBEE LT NIHOBBRDO L L IcHE 2B L
2o BEOEIIH LITHh U SR T TICHEHEE b IDA
LT $RIRTEFAATITODO TV 3, Bt
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BHot:Dbs, FOERNBFEMOLES, LABREFHO
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FLERESRBNICITONS L O KR D BREIRSE
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Z30FUEMZ 72 b D AHBHIEERYIBRFIC B
TH&ET 2 L 8ERIIBWLT 20%DELH D,
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WWIRWTHE 4 OHBEE L Sbh, adjurant chemo-
therapy & L CIdEICHBFRNVRAERERBH LS
TEY, RXTRBCCHEFRTHY, HBETR
PSK - OK 432 - CWS FOH XM L E N T & 7z, EDS
E T HhiE#F LR % adjurant chemotherapy i group
study & U TERINCH VDX, 1974 EFOBEEHE
MBRRK - BAKHETH S, Ihiz MFEEMZ
THIERER & LT OK 432 %7213 PSK %A1 & 0
ROz bDOThHHH, & EREFRERERORBRIE
CEDBMRIBET VLRV, RuTiTbh i [BEFR
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85 0%, FT 8 XU PSK £k 1 R E5 L 1205,
FT - PSK iEHAO A 8B L ) ENEHRBES
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TEHH, EEMNCREL T F0%RIz2~3»AL
DEENT, HEEES L0 LR RS T A AL
HEEBOND I L 2HoT, 2 DBEED S REHE
AUIEIRRRIC R E T R 2L E 2, ThErfae ¥
FEF b BRI RS L TlE 2 2R Ay 3 fuEt
FRABE R ERICET LT DL I BEIDPS
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KRBBEOHME LD TO M a—NERA T X108,
tno0d,hs, CQEPSK FT & PSK:5FU &
PSK D3 EORAREDMER 277, CQ & PSK
$CQOAEHEELIbD, FT £ PSK & ¢ %
FTOARALHEBLIZLOEAFAO 10 EH DMK IZ
PSK ORI G # AN b DD HIZ & D L vl
B Tw3, 5FU & PSK &+ i3 MMC 6
mg/m? DB A%, 5FU 150 mg/day 438, PSK 3g/
day 48, B5t8BEE 17— kL, 107 — L %4k
BLEEL 7, MEFNIS5FU O&» 2 MR ICR S
%, 5HEHE DB T3 disease free survival 12 PSK
BEARCEYNT, 2B, BEENR SN
3, —HI DL S ICRIEREF 2 ALERGER & U
BET DL >TIREDOHEEY, REIEF»RIE L
RAZERHEETLLELND B,

ERFEHIREDLEREOMBEED 1 OTH 2
B, THUCBEL TEBIRAE AR L TR Th
hd, 73613 7 A TEHA % gelatine spange 12
RHAE ¥ THEAT S Hik, microcopsule 123 UiA
ATEIET 2 H8R EBESE CRACITONERE L
HIF T3, |2 1963 EEBH I [FFER % HAH
L, HEBIRER T2 L LD RLICEEL
B, OB T i EEHSER AL, DI
HEABEECNT 2R IIR AR VL, RFFOE
FEROWFIC L 0 EENEICHALESRL 2L
tboEEZOR, IDLIIKBHERIHESND
adverse effect L FEIENL 5,

L BEENSHERIBRZMELRET 2 LOEE
BB S 58, MEMSN TV BRRHAREIL
REL BT 2L, OB HRLAVIHE, OBERS
#HERVIHE, OBWHRTELZAVLHE, @
nvivo X BHEEEL 4DICHDIBIENTES,
ELSAHELBITHI TV 5 DI SDI &, isotope % F
W3, colony forming assay £ & Uf in vivo DF
BELTIRSRCETH %,

SDI test i3 1964 FEcFARK S N TUAKRBER B ¢ &
Rtz YEF &R L LT NMO, MMC Eo#ifa#
BEFIL 0 F L & e > 720 TERIERI 1 BT
RATH - 1208, RBEHAHBHB L £ 72 tutr-
azolium g & LT TTC & » $ils MTT ss&Rahn
b, HESIC LD 3 AMER 2B S ¥ 5 SDI
REn %R SN, & 52 KE T Mosmann 28 4 iF
automatic IZ§iIEE 4 212 LT MTT assay & L T#
&L 7%, B2 NIH Ti3 anti cancer drug screening
program —8¢ & L C Carmichael, Alley, Scudiero
F LD BLICHRLED SN TV 5, 96 X0 mult-

iwell plate 4 T 4~5 MBIO KK O B2 Y % — B
WHE T 295, ELISER reader (2 £ D 58 TR
WCHBIC T RT O EBHAND Z DT E 2,

Tetra zolium I3 & HD b DHE L LT X 1205,
T XTT #8 Scudiero = L W L K R E h 1o,
NTT Z4LE1&E MTT X D I&IEHE L HHELERI T H
%5 PMS 22 EE % LW THWE, XTT+PMS i1
MTT (b URBEDEG <, DEMINET b RITHEHE A3 5
{725 &SI RELIY L 24 BERfL O N4 5 25,
MTT OB&E I3 4~5 K T7 7 b =T 5, L 1
535 TMTT O3 1% 4 Bk ICHE ST 20 rf L,
XTT 2 Huviid 1/10 OMRE T 20 Befi o ¥E »3
ATREIC 7% B,

K2 xBICH 2HER & [B¥hicL CRIfER o %
WER] LEZTWABEWER%2THIT 2 2 £ bR
Kl #IRT 2 ELTCEbO TEETY, HHARCBIILH
DG & % FEH 2 RSB DI BRI 2RO A
ZOTHEENOLELERT X E LE 2, [HEH index
» 5[ index 25| WA BUE % BIEH 2 EA DI L
L, Zh# effective value L4717 77,

BEORZURBREVHAREINTLEY, ThbH0
HExRL& T 5 &, FEMAIREME I 38> Tk SDI %,
SRCEMENTE D, BEM - MEM T1x SDI a8
<, —HSRCEILin vivo DAEE L TOBEE
BLTWw3, F-MEEHSORE X colony form-
ing assay A IZ T RTBEEEZII T35, Weise-
uitial 13X EDBEFREIC 81 5 BHERZHRARIC L
LYERER LERBIE L OBME %K 2,000 Flic DT
EDFEHTBY, ZOFEE L T predictive accu-
racy 3 positive (2 ¥ L T 63%, negative iZ ¥ L T
92% & LTWw3, EEEBID in vivo DRKIE %R in vitro
TFHT 2 eI IFEAOEBIER - ANARH - hA
SHEEL ORBBHS I EIFYRTRIALEZS
TH5, BIROERMPSZTLE 3 wh i b HET
b predictive accuracy (X 60~70%TH b, ExhcEK
2 BREICHIE T B i3 d e b ORBEW A H 5 53, —
7} negative accuracy 1X 90% 2T EbHTHW I
EnSEZ L, BERMERER IR BRI OB IR
NERETLILOLEEZON, ZOERBEINIO
ZATH 5,

IFERE R FRIE R Tk 16 & L T2 E
15 oFfic#Eic > 2 — %281, ThEhotery—
DFFBREZRDOB IO b LIER 2 ERL, SEFOME
Bz SDL k% 1T 3 5 & 3 bR E O RS 2 et
LTwan, ZORRMARFENS,
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LB AN TVARHD 1 DTHLH, HEHEED
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LDEET B,
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SR B\ T b EAIT RSN D RN
bHr, BEMENEE L RIEL SBMEFEDORK L
B> Bacteroides fragilis (33|t 1SS HEHF
{, BHMHETH LI LNEERLMELZ>TY
3, WSME OEFTHESH T 2 R ErY
s, FREEOHE L IZIRERC 1) BRATE
Bk, 2) ERWERAOZEL, 3) EROBREBEDK
b, 4) MHEOLE, BZEOBREA»SHRBED SN
Tw3, BEISHEOEAMECERBCBEL T’
% DR H D, BT B. fragilis DEAITMERER
BOWRIZI0ERF IV A Y — b LT, LA IE
& LT B. fragilis # v TERIMMEAE 2B L T
%o

< 1 B. fragilis © MLs M O#E 285 0212
T57H, MLs DEDAA LY RY — LT 54
BHEEMRET L, MLs OHD A A IZZEA D BRAK M K
#L T, EM<JM<RKM DJEICHA L 7225, EHFID
B o OFHEE X EM>]JM>RKM DJE i #4
L 720 MLs i BRI %7~ 3 Fusobacterium varium
& E coli \&BIF 5B MLs DEL D A & i3 B. fragilis 12
HERFLLIBI LT, ThbbEFDORY AL
EERBEZHELCHEET BB DS N, L
L, VKRV =524 2 MLs D¥EHEIE B. fragilis,
F. varium, E. coli ORI TEZIZEH SN, L
72935 T, B. fragilis \Z $\>T MLs 13 O BEA M 12
HWELTWMDAZN, ZORDAAGEDDESEEE
D MLs kX9 2 BWERMEORE T H 2 et »3R
=Y (AL

B. fragilis 13 % DI1F &£ A ¥ OB kDS §-lactamase
PELL, —#Ci3 CEPs, PCs izt Td 2 5 Ce-
phamycins, Carbapenems {2 (3/EZMHTH 2 Z &5
Ri&isnTws, LaL, & Cephamycins iz 1t
T 5MEEKRLEIMDIERICH 5, B. fragilis D 8-
lactam A3t L T ¥ 2 MM #6#H% (3 B-lactamase 12 &
20, HL{OWBICLDBEOLIIENTE R, L
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L, Carbapenems i 53 % B. fragilis Dt £k 6
W% s T D, IPM D B. fragilis 5
o B-lactamase i&, —MICE <A S5ND B. fragilis
oEETHM IS PCG, CERDIE®I, CZX,
LMOX, CFX, CMZ, IPM ELRAMT B, Zh
5 DSHRIEN 3R D MIC i & B SAHBIL, EAIT
Pe#s B-lactamase (CHIR T D LR E LTz, KB
#iEM LCVA, SBT X% & n¥, —7,
pCMB, EDTA 3% DWECIEFEL CTBERESEZH
EF 2B, DL, BEEEAD-SHEBLUS
BoOBESAFHEEN, #FNEMIEELHEEL
EDTA o & 2H# 3 £ D 100%, I/S)V b T
$40%EE L 7o £/, BAIBREILELT HF
AbRLl. ChoDI bhoABELELRYEKT
% Metalo B-lactamase TH 2 Z LI E b, &
DEEDOD TR ITI#I33,000, ZESI34.7TH-
720

Bz i3, 1983 4, B. fragilis ORI EREOD
W2z 8w, B fragilis  CLDM ftEvs, B4k
DB T B. thetaiotaomicron \taE T 2 BE > R
Lize ZDEEIR, TCHttE & @ co-transfer 2 & 9
B o7, 1979 £ CLDM 4tk # 855 ¥ % plasmid
4+ bHbbpBF4, pBFTMIODORRE D& & » 5,
Hxiz, BOETHE S 1 CLDM ittt D B. fra-
gilis DG ZEFEE & plasmid D347 % KB L 7223,
CLDM ittt #8553 % £ Bbh 3 plasmid DFERZ
TELkhol, L, BBETHEEENS CLDM
D B. fragilis i3, K TOHERED S TEESI NI
CLDM it # B 5 4 % plasmid t 2 % 5 CLDM i
T R # % probe & L T colony hybridization % 1T
SIBE, TDFLACOKHEERRT I Ebyo
720 %7z, plasmid OREAFROZ WEESROBBIC LS
CLDM G E R R 08 plasmid DEE T 3 EERR
INVEBBTHEE LI EEREL, FOHRDIOD
BROWRIIERCEA, BB TR E. coli 2 &
RS 7 AEERETRERE SR T RLH LV
MEERBLHL I LBBHOhLER > TS, T2,
%13 B. fragilis © CFX fittE ® AMPC & B fftf b
BEROBRCEET 2 L2#ME L. AMPCH
it O B. fragilis O it ¥ 1% % 13, #9 40 kilobases
@ plasmid PR L Tz, Z 4L, plasmid H3BEE
LTw3 LBbh 3 B fragilis ® B-lactam it EE
DBEYIOBETH B, & 512, HAE, Bl IPMi
YD B. fragilis 15, Z Dt EETE5 I L2RR
L 72o B. fragilis \Z 83 5 IPM it GED#HKE 13
7280,
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SRt 2R TS L 2 BREYEMSML T &/ 2
LOYBETHS, BiC, 77 LRMEEICIIERLH
EhEETZY, 77 LABHRECHL TRERD b
DB LS DICHIE I 2 B=MRt 7 = 4%
REESEBOBKDBICFBTEL5CE>THhS
i3, BERERa7 77 —¥BET N YRE R CHEK
RO SBEEICBENE LR >TER, Th
SREMOEHEEHETHD, —EORS NLIRBRPIEDE
RECRVBZI T CAShT W0, —RE
CRBFEEL SO, BRME»rSHMINLTOHED
fEranToighofz, LrlL, 3704 XF
A NOWINCEEY, ZheDy 5 ABMRE ICER
U Z S5 h 5 BRIE OS5I ER S L -
253,

D& RBRICOA DA, BREKRMED & EHEIC
HEENDY, BEHE L TOEESVLE—DOTHT
377 A\BHEREEZIRD LT, Zho DBEKRMER
KoWwT, BRHMEBO Y VRV A M &Y, OBEKHK
PoDNEEBONMAE, BLUZOFTEBICER
BrEzonzb00EE, @QIhs0oBEICEAL 7
BPEL T2 70 DZWENE, BLUZISDEROD
BRET B L RO, OERERKBORHL
FHOBIRL L IOV T, FRFNORBEB L UEZ
HEBRT LI,

AR T2, % 7/IIBERRIA¥ O gL fun
E (BIE) w2377 5 —¥RET K VEREI
BLT, &7, BiBkAYDEEFAEIC TR ERE
B} 3 Viridans streptococci DEEKAIEZE IC D W
TREL T nl,

AREE T3, BEBHIMIAZEORIGEICHERE
PRRICEERIIBRIT 22 T2 &, IRBRFEOR
BrEEC IRBRBRIVEICBIT 2 7 7 LABEREOMD
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DIZDWTHTLWIEZn /e,

Rk, RIS IR KIS o I BR B
D IR RSER £ TV DRI & D A ORI
BT 2 ZTERAE D bt T,

NAOHM IZBEEIC L > THRBRI B85, K>
R L, EREOELKLEE L TORENEHBETH
2 1: 7 7 LSRR I & B RRBYE D IR DIEH, £h
SOBMOMNEE L EEREL WOV T, Fh¥
NHMOMEEs SHMBL T b THD, C
NHBAEOBRICY L THY BRI TIFRIZEE LT
HNDEUTH 3,

(1) W& (BumnfiE)
a7 77 —¥ET N EREOREY

i N
IR RIRERELZ W F

HEEOEBEBEROES L REETEFE OB
v, RIMEOHBERED S bifica7 77 —¥RBHETF
7ERE (LLFCNS) L ->Tw3, 22 TS
@, CNS BIMAEDL R & UIiC £ DERIERIC
DL THEL T,

3 PINEEKICB T 28009 FROMBREELD O
CNSOBEEIZ12~20%TH D, HUBEENLE
fEixZED o, 20D b EHETBEOREIIET
#718.9% T, OB E & L Tid S. aureus, E. fae-
calis, E. coli %2 ¥ 3% >, % 7z CNS »3# = 1
TREGNIX, FF10.8% T, SR D F92.3 0
EBEVWLDThHo7c, BAFIF L LTRIBEE RS T
— T VSRR TR 10 FERTIC 41 FTE 269 BRb3
Bt 3 h, CNS g Candida J& D 20%i R \> T 15.2%
FEHOLWOIBBETHY, AT T NVRERPKEBITS
CNS OME5 2Bt 2 TH > 72,

&Iz CNS oW fERIE OEREMEIC DT, HlF v
b 3 & AV TImER M CNS 64 B % [E5E L 7o R %
&+ 2k, SEBEAKCEHEAY —HL oBRIZMKE
(53.1%) LEFTHo7. ZITID 64 BRETLRES
DB L 72 microplate hybridization % CREE 1 5
&, S epidermidis 15 48.4% T H D, LA T S. capitis
25%, S. caprae 9.4%, S. simulans 4.7%, S. homi-
nis 4.7%, S. haemolvticus 1.6% DIAT, FEEREEH
4 ThHoT, KELERERHKT 2L, APR ¥
v 7 & SP-18 3H#IC 64% D—HFET, A7 447
T L1389.1%TH > 72,

KiZCNS ORERM AN T 52BN T, MIFMHITH
O CNS BEROBE 21T o 720 £ THERE S FIOKEN
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BlOEEIFEREFH~D L, CNSE4FITHUET
Hot:ts, TOBHIT10'~ 10%cfu/ml LA LE
bo¥, AbtB#EEHEM VBT, £ 2
TRERS V7 4 7 24 £ % BOTAEMBIREREE,
ER SR BLER, hFhOMEsME % b

THE, KMHEHTIR6HA (25%) HHEBUETS ho-

minis, S. capitis ENINMI N1, —H, KiHEEHIL
24 (8.3%) »nEHTH- /o, CNSIEFBESI L
ot kRt rBdRtcBLLD, BEARK
NVERELTOYERERRAKTH 72, £25TIN
5D 2EOERTIE, HIZHEKL L IIFKRD L K b
LEDDBENTEY, HFREIERSV VDN
R M ADBEOTREM D RE S N, TDZ L IFERD
R R Ty, iR M VBEFIEEEICR R b
LD BHEBE L, 2 E coli, S. aureus,
Paeruginosa Fix 80% LA LEMNE R M VBETHE I L
WAL T, CNS, B. cerus 13%%235%, 17% BRI
Bl s bilfisni,

ZITULORBERE 22 LT, 1986 FEH 5
1990 £ D k% CNS B3 1 1 86 # % EE A L L ER K
HIRRET #1T o 72o CNS OBERMIC DWW TIIZHELE
ERELABCHEL, EIRUNEROHER, #»
7T =7 Vi5R, EESRE, M CNSRBEEHD, %
L CHUMGERER 28 L T CNS AR b VB OB S
&L, E-BUMAEFER+ K ML TH CNS Bs
B X 0I5 E R BUMESERE L U 7o, TS REE I3RS
FRHY, bLLGEMELEREDRFTBOSE L
L, IholiAxRRMETIEE LT,

Z DR, MR 31.4%, WUIMELSEEE 19.8% D
i 51.2% TCNS iR MEH Y LEZ 6N, ZLTE
RETBARE 31.4%, EREFE 1T 4% TH > 72, CNS
DHEBEEZTVEL6HITAHS & 4 BRI ETR
<, BEMCEREEOEZRIRES N Eho7, £712H
R iR AT & CNS BB BUIE T 18.5%, £
BTH1TA%EBL, BAMFOBE VHETH -
120

Iho 4 HEOBKROR#HEE DL L, 495
REFIZFERHAT2REME D 12RUEEL, R
REHED 13.3% LMEED 90% & D HEEICED - 72,
—7, BIEFIIESEEOEGHEN25.9%LED
&<, ChE b¥ 1481.U./ml L BBV L kb,
EEREBTRBITHERL T, 72, #T—F 19
BEY R6UEBETH> I, RIEME I FEHKE
38.7°C, WBC 10,010/mm? & %<, #ic CRP 128y
12.1mg/ml L O EETH > 12, Lo L CNS B
EFRB1BOAT, BERDD 2 IR H 60% D IEF

THESRTVLLZEEERLTYH, EOFHRIIBOE
HITIE o 72,

LLF o> CNS BRIMLIE O i {6 % S. aureus, HE D
BIgE & LT 2 &, S, aureus \$FEIFEMH 47 38
L, muRENETL, HEEEEEBOSHE
p52.3% ¢ HRRBEROMBNEEINL, —7,
CNS 12 DIC B8 7.4%, L3 7% L F B
IR R OS50 > 12,

BE MBS CNS 608X 5 15K 0
MIC,, # b #% + 5 £ RFP, TFLX, IPM/CS,
MINO, CZONMRIFHEN "L, K\WT
OFLX, NTL, VCM, CEZ,CTX T#& b, DMPPC4
ug/mlLLEDVH®W S MRSE 1332% TH > 7z,

BLE, mEE4sra CNS oLtz 6 FICHRKNES
WOWTHE L2, SHEOBEELTIERATALE
HRER CIBRM OREe, MBEROERERLIC &
LEAMOFME L LB EEDbNS,

(2) AR (MR EEE)
Viridans streptococci OREME DEET

BHEE - LK &
SEHAF B AR

TTROMENEER & ST & /- viridans  stre-
ptococci B T HMAFREFREREE L TEHS
LT B “Streptococcus milleri” group (S. anginosus,
S. intermedius, S. constellatus) (LA T SMG & #)
DIFIRIFBLE I BT 2 RFENIERICOVLT OB %
To 7,

1) @EER AIZBF 5 viridans streptococci ? O
RERN D EEE 2Bt L 72, [BIE L Vitek systems
GPI card 2>, EEHE#E T 10°%cfu/ml LA 58
ENLLDODAEREL Iz, 20 REBERAE% 20 F
DR, WIHA S W T, WTFhn b S omitis, S
sanguis I SESAE B S, SMG iz -7 B
Hahiah otz 20~80 5% D H &t 120 Fl B2 H
ICD2WTiE, SMGR2ETILI%DBIEET, S
intermedius & S. constellatus 23513 & A ¥ TH - 120

2) MUOHEEZ 67T HIED S b, B HRERE
DITHAD 97 BriK & D SMG D5 BESEKE 2 3t L 120
SMG (3#)25% T, BB~ S I BB
rrLiz,

3) SMG i & 2 BEYER DB £ 1T 5 720

Bl 1 FRICRESHEE~SEIL D EH N, &
RETHOBMERERIMAE, KA S5 SMG i3 30 fE
Bltr & B S Tz, 23 BIOSTEHE & IREE A < WD S
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T, oMK, ME, BOK, FTEHE» S 3N
1o ERTIE, EKGEKY9, MR9, FoOMmMHERAN
BEE 3, B3, BHRkK 2, BME2, MM K
|, ETEE Ll Thot, LHL, HHEFHIPL, Abt-4#
*0%, EREBOFRE SR L OB S 2B I3
TRATH - 12,

s « BLARAE DRSS B 13— AR HIF MHSTRBH & &
nTwaics, RIS IR L 24514 D58
RRHI, DMK 16 BIch 4 B, BiLIRIE T3 24 B
th 8 i viridans streptococci 235 Mt X 41, T
b SMG 3% < Dt s N/ hs, BUSSEE I il
AL LG IRE 2 2SR

4) FIHDO30FDD LD 10 Mz DOWT, RHEERE
kg TIMEPUAMERE L 7o, iR E L T SMG
IEEORL Y VB LV DERBETOESLT
Ay, BERAIY Fo— L 186 & LB L 72a8, T
YhO—VEIRERI256 fELAT T, BEBHRINRT
SREUEDEERRL, BHoLICHERICENASN
12o

SMGIZE 2RREE6FicDWT, HiIFEEL TOR
HEX DO SMG, QL DEEK 5> SMG3HE DR S,
®S. sanguis Bk, @®S. mitis ¥k % B\ CTH&M = HIE
L7228, 58 TO@D SMG i3 2 Hikfin®@ &
D4fEULEDOEETL, QL@TRAERH -T2

MEFHMMORRD B 2 72 3FITI1E, BEERZEAE—
RLHBERLT,

5 EE~VARXAOTIRAEREERICL 2MRE
B %17\, viridans streptococci DIREME DB % 1T
o7zs S. mitis, S. sanguis T3 E - 72  BEERIRK %
BZ&Y, SMG T 10%cfu/ml 5D KBRS TEH
Bz, Mm%, BRESITLOD, BIEHMML

RPudol, ONEERTME D Peptostre

blococcus anaerobius & DRAREFETIZEHS HITH
RUERRL T2,

6) o4 3avERECLY, S pneumoniae
0%, S sanguis 20 Bk, S. mitis 21 %k, SMG 46 £
(S. anginosus 11, S. constellatus 17, S. intermedius
18) x4 3 8 #%&| (PCG, ABPC, CEZ, CMZ,
CZON, EM, CLDM, MINO) @ MIC f&f % #IE L
Lo SMG 3% < DAt LBRREERRL 1283, t
71 L0FTRPREWVWMICHETH - 2, PCG,
ABPC, CEZ T3, SMG i& S. prneumoniae £ 9 b %
PR, S sanguis, S. mitis £ D{EWV MICE%2TRL
ko ¥7: SMG 3 BRI T ICE0 ke <, BKS B
BROMBRERAL A 5 MRk & 0 % TR %7 L 72,

U EDB#E» & viridans streptococci 2 & 3 fifi 4

(BALIRAE) % BWi3 5 HHELE 2 LU ICR L 72,

MR TR L. M & D 10°%cfu/ml LA LA &
b, 2. IFhERICE 2 GPCORNTRMA SN, C
LAY T 2 O MR S g v, 3. BRMYE
DB BHHFIBEAC L DML B, BEMAT, K
DIFEABM - I nTR SN TH D, 1) Anti-
body-coated bacteria (ACB) [t o8 B4ER i 55 A
53,2 RIEOKRSMGUIRT 2HETH 2,
3) MEHAMD LRBA SN B,

EFOMOBETIE 1 1. FEAFRBGC X DR
and (K519, JEmMEEIbLZ V). 2. BX
BFEWSl, JEX7 7 A S—TORETIE, FHKCE
RANTRERDLZENHFE LV,

Wam ol feXk, OBANEER L S hicviridans
streptococci #¢iz “S. milleri” group %, FERZERLL
BT, Bk, FLIE, BEMOBEBBELELEOD
—D2ThH5b,

2. KSR SN IHEDM K (FHLIBREE)
B AFEKE LW T 2 HEORE LSRR L 1.

(3) 4 #®
FERE DEE R E &

all A
HHBATIKFESE 1 445

HE : ARMRBRIC B 2 RIEMKREE 2 7 7 25t
KL LTHEE RS> TW A DX, ABRESITIIE
KETHY, AREFTIZ27/5—% (=) 7FY
KWz dd, BERERRL 7 2 2FI0OSH iy
MR £ R L, BICHEBREECS RS TH 5,
SEIZBEREICOWT, FOEKMEZIC OV TR
EMZI:OTHRET 5,

FeE 11988, 1406 1990, 7 F TIZHE ARER T
BEBEEZHEL 72 116 Flic DV T, ZOSBERN 2 &£
L, ZORRUOERE, ERIEZM, HRRE F
T EWXDOWTREAL 2. WEMICEL Tk, ¥l
%, FuF7-YEEMEREL, 1, BHRZHE
Iz o743 v FRECE > TITo 7

BRI BRECHENOH X 7 £ 28, i
FBIMRL 7 2 LFIOBRICE D, BERESBSAREH
shtERNC B o T2,

2. BBERE 1168k, E. faecalis 324k LB b %
{, DWTE. faecium 21#k, E.avium 1248, E.
durans 3EEDIETH > 720

3. ARHEET R A S D DERIRIICBRRYEER % 1%
S IGHRE SN T3BITHD, TON, MBRBRE
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FEHI50 B (68.5%) %<, BT b MTHKIMAEARER
ENIBIEHLBoNT, FOMOBRAEEL LTI
AHERR 9 B, MK 7HZETHD, E avium I
L AMUMEN 3FIR SNz, T ORICBRERDZL
WA B BT, Bt L Y OSBRI S
¢, ROWTRVIBIR LR > T, $7:, HEE
BELTIE, ABBCIFHERES &% LT 5HE
BEMKBNLETTIN (69%) £HFEHEHDTY
fro BRUEBCRBRESISHERLEL, 26
LT 368 (31%) TH -1z, Hh7e & DBHIERTHN
FERBRCRETIHEENEVEE LS N, Ly
L, EEBRERREC L > TFETRE &> Ak
ool

4. BBERE S BER %, BIRME & A S TRES
L7208, BMRRGIHEHE LD, £OWN, BRI
BRERE R L2 DIIX50%ETH > 12, —FH, &
WERBRPEDOH 5% D52 A6 DDORBRBYERERL TV
oo ERFICOMSNIERE L LTI, P. aeruginosa
BELEH L, RWTE. coli, Enterobacter, Klebsiella
RETTLAEMBRENS L, 2ERELTR2%ELHD
T, ZHIXMLTT 7 LBHERE X 16.9%, %
SMEEIE8.5% TH -7z,

5. BREOREM L LT, g-BmA, Yo77—
YEERZ 2R LY, SEIOEHOPTIIERICZ
no EHHEAL R ER IR o T,

6. BERERYYE X E L L TN EEMEE CHkK
THENEMEREEZ STV, RRBREICLTE
HELTWE L VRENRBREOTREELEZ SN, H
BRI L 2FEOSEABRETFHBLETHS EE X
Sitz, E. faecalis \ox3¥ 3 HEHRIEL TR, v
NRAW, BERCFL I L EBERT LIS,
70— AFTIUTREOREE TIC 1 HUE, B
ZS5AULELBE LEBRSLETH - 1,

T HEFRZMHEE LT, E faecalis icxt L T ik
ABPC, VCM &, &vwT PIPC, IPM, OFLX 7
EMNBEFTH > 7203, 84 Bk 2 £Riz ABPC it #k %
BTz, £z, MINOTIR1/3VBBIFREZHTH
ST WTNDEKL -7 7~ —EYELERFHD R
holz,

8 BEKERIE DB B VT, MEEHEHRE
RPN ROBICER R 255085 12,

9 MBEAERBRIEIC 51T 2BREOEE LEOME S
ELT, AL 2RATELLLEEZ o3 MIC
(MBC) o EHBR SN,

E8 I SEOK T HBEREORFEM L TR
nHORHEL»r o2, ZTOHRBENMNEELTUTO

L EahMEDTTHI, (1) BEERDZVLHE,
EEEETHLT 5, (2) BRERDOD 5HE,; (M
BRI L HRREN—B L 2 LHENE L, B
MBI THERT s 2v) O8RS ABPC, PIPC
£ LTHRET B, BIELHEP, BRPROL
DIBS RO BEEOFEE LERL THLT 3 (P
aeruginosa, WEIMEHE R ), QHEBBERBR, BEBSE
BORBEMELEZ SN BB, Thi B4R
5BIRT 5, L L, BeBEiEEsEEr & ERE
BOEBEHI T, BEXECHLTLEYEEHR
(ABPC, PIPC, VCM, IPM % ¥) ¢ HtRS5 T3,
nE, BEECHER R ABPC, PIPC 2 X113, fhoH
MOELETZ -7 757X ko> TIELLEN,
HEIBET LTV A AJHEE D H 5 D THEBRSLET
H5b,

(4) WERBEL (REEBRHE)
75 LABHERE OBKMER

REERA - FHEE
BB RFIKREE

REBRREOFRABREL LT/ 7 LBREEBETD
N, 77 LABURESIBENLEERIPRL, 20
REMEZEIE 2w EELZONTE, LL, &
E75 LAEEBRBIZIEOCTENERTLOD, /7
LBSMEEREIC I3 F I ETE N O S R WITERIOE
SRR O, REBBEHECBLTL 77 4E
HEEREE DO BEEE OB ER s Tw5, Lol,
FORBEHBEBE IOV TREXZTHLALEL, §
[], REGBRIE % EREEB D% Bt RESEAE &
ERERBE2E T 2 RMEREBEAECKIIL, £hE
NZBIT 377 LBHREOBEKRER 285 L 12

1. BT RBSRERAE

HMMERMEEIIE IR RN LEBRTH 2 L FANS
MUBRR B TR 21T- 72,

77 LRBYERREE O BB RAHIC BV THEIC LD
AR OB U IHERI T IRBER DR ER (EFL+
HE) 1187.5% (THI/8H)) icRBH S h, —HME
ROSEEHAL L %2 2> o 1-FEFI T IR R D& FE 13 50%
Q4B LIEL, 77 rsREBEOBE (FhT
1.93.5%, 50%) & IEIZFE CMEECH - 7z,

ERkC, HHEC L D MEROBMLL HERTOE
HEROMBERKIZ 100% 15t L, @R ML E
Do ITHERI T, ERTERH 4 Hlch 2 FIRED LR
e AEDZEXD, HEZFHBVHOD, 77
LBHHRE S BB T IR, FOLEEKHIL
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CFU/mIEALEH D, 1 HEFZ 10 L E DMK % £ -
TWBERITIE, 77 LBMERE L A o 0 OFREIK
BER Lo T RZEREBNLEVLLDE UbiL
720

2. M IRBERRAAE
BMMRBRRIEIC VT H multi clinical  well
controlled study DB ERA VTR L 72, o i5, #
7 — 7 NV BAE B R0 Al YL BRI S RRHE 1B 4 L 72,
MEROEMELL B ORRO&#ER (ERL+
W& &, KBBE 085.3% (180 #1/2114) kL
77 LB X 73.1% G7TH/T8H) LR {E:
VODREFTH S, —FH, MEBERSTETH > BE
OBROBERIZY 7 LAMMEKRE, ABRE bW
16.7% (A BI/6 8 EFEFEICEHNZ L, 7L
HERES BB THERORR E £ 12 10°CFU/ml UL E
OEBTHMENTBE T 5 2ABMERE RS &
EZ6N50DT, BEBMICIERTLILENHLLDL
Bbni,

77 LEMRE L 7 7 ABTEERE L OBBEREH)
KBWT, 77 LBHEREL 7 7 LABHRESE biC
HELLEATIRBROKEZEERIZI 5% (78 #1/108
Bl) LBIFTHDZHS, 77 LBHURELREL -BE
121333.3% (1BI/38)) &7 5 LBRHBESEREL
IBED 28.6% (481/14 B) & ERRICBRO%E T
B, /7 0BUEBEE 7 7 ABMREOTE H ML
LIBBEEENAONSE I L LY, V7 LBREREL
77 LABHERE L OBBEREF BT A REH Y
Lol wHIZER@INILT, PR b7 T 0BT
REODEEVBRORE T TwseEz6h, 7
TLBHEREIC LHEARZ ML AE T AHMEREH
WTHRETAZENEE LV EEZ SN,

3. BREFD Y 7 LBUERREIC L 2758 (BREC
& B HsemREt)

EHES (28 F1) BV TIZBVE LB RHER &
HREIR %, THER C1F) KBLWTRAT—T N
REDPREREHIRL, FNFROFREICL > THES
NIROERIEERITo oo 055, NRIGRESELIE
DEBSNR VLD E LTz,

B RRIR CHIER D A o N EFIZHRRD» S b
fMBERy A S, EEIZ7 N 7ERE L BRE»E 16
Thote, BBEERIR & PR & b ICHERETH
ShDIF 16 BT, BH D 10 HITIIEMERIR TR
HThoricbrdrbe FHERCIHMEREED
T.o U L, 108 8 B (80%) & 4 B #5123 10°
CFU/mILLTThH Y, BBV CEHHKIEER
TEBRRELEZ SN, LL, FRK SEHE

ROMEXN D NP E LTIEY 7 AWK SV C &
D0, 7T SIRPEBRE & O MBRIEHBIIC IV TR
M EOEREENHE LW EEZORL,
HF—F VR ERIEERS & b HEEMITE T H - 1E
Bl 3BT, b BMETHo ERIZIFITH-
feo BT —T VR TEAMEW b b b FHIIRTLL
HBRE SNERNIE 9B, 128bHD, 11EkE
THT 7 LBHERETH-7:0, FDI 6D 1HII
10‘CFU/ml, 18z 10°CFU/m] oMK %2 # o, =
D2EEL 77 AMUERETH > 720 LI T, LF
WKBW TR AT ML, R, B/ o708
MERBEOBA LD S e MR L D 7 — T VRO
WggLuweEzoni,

(5) # 8

Enterococcus spp. OIREM~ 7 X EE
HIBFEANIRBIZEL € 7V TORREY

ESUES Y3
57 B3 K IR 2 BT £+ R e S e B R B 3

BIRENERE W 513 B Enterococcus spp. D&
BROVOVEDTH S, HERNBREICB TS
Enterococcus spp. DRIFHIBRFICHENREL S 2
7ot 2, Onderdonk 5 D F v ds b 5, & & 13,
Enterococcus @ 10°cfu # 8T 7 v PEEEICEEL
TH, BYOBGELS L UVBEEROVEI LA kLo
EEHE L, UL, o 0B W1z Enterococcus O
BELVRLVTOREFERENA TR0, ELi,
Bacteroides fragilis DREREPNIRBERRAE 2 2T T 5 D
WHWwk~Y 2D TNV %2 BT, Enterococcus
spp. DRFEMC DL THERST 2L 72,

Enterococcus faecalis ATCC 29212, K-1 8k (FRB&
HX#), B,C.D# (WRHRHBXRE) B L UE. fae
cium S-1, 2¥kB LV E. avium S-3, 4 kE 717,
B. thetaiotaomicron, B. fragilis NCTC 10581 & X H8
AW, =7 ABENREE 7V OERIZLIT O &
ST o 1, w7 AU, C57BL/6J, 5~6 W, [#
(BFx 7L 7) 2RV, SYFTCRABLES Y b O
BN EAEM D 5 Onderdonk & O F & T Autoclaved
cecal content (LAF ACC) % FHEL /-, MEWEEKES
WEDEZLZHOT, PYCHICHFHK B L,
ZEDACCLEALILDOEHEE®REL, £20D0.1
ml %, =7 ABENCEBEL:, SHEIC L & O
L, BEBERKEE 2R L 7. E faecalis ATCC
29212 1%, B. thetaiotaomicron ¥ DR-SERE TR
BB ERL Iz,
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L U E. faecalis K 1 £ 1.6x 10°fu #1 82 8
i3, 5 HEOBEHIRICIEENI 4% D 58O IRBIZK %
FlEEI LT, ZOfEHEIZ, Onderdonk & DAL
WERL ST, E faecalis #ERENICERL B L
B. fragilis 2 REPNC R L 7254 £ OBRBEFER OK
BB L UBEEEORBNAFZ SO0 THRE L
LI %, 5 HETHMEKE & I13ZEKLRETR %
R LT B fragilisic k> THEREN BB L E
Saecalis 12 & > TR & 12 B O HEFRS 1313 1 R Bk
DR E R LT, LU B. fragilis /T3, FMEK
SHE T»rZ Y OBREMEM™ %R L 7205, E
Saecalis RT3, BEXRSHETYH £ OHEMIZFH <
BUehlz. F12, E faecalis R T B. fragilis 1%
BIVBHSLICBEOHEBAARERLT, $4bb E
Jaecalis M~ 7 A T, FFICEREEOBE»ED
5 tz. E. faecalis K-1 LA D E. faecalis % F >
T EEBETH, EOEENBRERRIERSRED &
Nnrze E. faecalis i & > TR ENBEOKE & X
E. faecium % E. avium 12 & > TR S L MIBRE O
KEX L DB MITKE L, E faecalis DIRBET K EE
13, E. faecium, E. avium ODFN L DBHSHICENT
HrLEbNI,

LEDZE» &, E faecalis D 1x107°cfu/ml #
ACCt e bz~ ABBENICEET S L, SHEWK
BEERBFEOONDE I ENESH LR T, E
Saecalis DIBRBERRIZ L, BRECIIERSHL L
PURME S N, 72, E. faecalis DIBIEFREE L, E.
avium, E. faecium £ D 5EOZ EDBES ko 1,

PR L (1) RKETPCTHREICEITS
BRER D B MR D R AR MD

Blenz il
DRUG SUSCEPTIBILITY FOR
CLINICAL ISOLATES IN SOUTHEAST
ASIAN COUNTRIES

Rinzo Soejima
Division of Respiratory Diseases, Department
of Medicince, Kawasaki Medical School
Joichi Kumazawa
Department of Urology, Faculty of Medicine,
Kyushu University

The infectious disease is a result of an impaired
relationship between human and microorganism.
Although many kinds of antimicrobial agents have

heen developed and available, the incidence of
infectious diseases has not decreased and intrac-
table infectious diseascs caused by resistant organ-
ism have increased. Recently the pattern of infec-
tious diseases has changed. Especially, as a factor
of microorganism, the incidence of isolation and its
drug susceptibility have markedly changed. The
first step for the treatment of infectious diseases is
to obtain the immediate and correct information of
causative organism.

Since we can go abroad easily today, it is neces-
sary to have the information about infectious dis-
eases form neighbouring countries. But it is difficult
to obtain these informations and official announce-
ment from WHO or each government are not so
sufficient to utilize.

In this meeting, the President, Professor Ueno
has organized the symposium “Drug Susceptibility
for Clinical Isolates in Southeast Asian Countries”
and invited clinical bacteriologists from Hong
Kong, Taiwan, Philippines, Indonesia and Korea.
We are sure that this is a very timely and significant
symposium.

From each speaker, present status of drug
usages, changes of clinical isolates and formation
of resistance in each country will be reported, and
so information about the present status of infectious
diseases and drug susceptibility in Southeast Asia
will be obtained in detail.

The President, Professor Ueno has given us an
opportunity not only to have up-to-date informa-
tion from Southeast Asian countries but also to
establish the information network among each
country concerning the incidence of clinical isolates
and drug susceptibility. We believe, establishing
these information network is one of the purpose of
this symposium. In cooperation with each
symposist, we are going to do our best to realize
these purpose.
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(1) ANTIBIOTIC SUSCEPTIBILITY
OF CLINICAL ISOLATES
IN HONG KONG

Pak Yin Chau
Department of Microbiology, University of
Hong Kong, Hong Kong

Queen Mary Hospital is a university-affilated
general hospital with 1,800 beds, which serves a
population of about one million in the Hong Kong
island. The prevalence and distribution of bacterial
pathogens in various clinical specimens and their
antibiotic susceptibility in 1989 in this hospital are
summarized as follows:

1. Bacterial pathogens from blood: Gram-nega-
tive aerobes, Gram-positive aerobes, anaerobes
and yeasts (mainly Candida) constituted 68.9%.
23.8%, 3.9%, and 3.4%, respectively, of the blood
isolates. The five most frequently isolated bacteria

were E. coli (24.2%), S. aureus (12.0%), Klebsiel-

la (10.4%), Salmonella (4.4%) and Enterobacter
(3.8%) . Compared to the previous 2 years, there
was a decrease in the isolation frequency of E. coli
and Klebsiella and an increase in the isolation of S.
aureus. The rates of drug resistance in Gram-nega-
tive enterobacteria isolated from blood were sum-
marized as follows.

Escherichia  Klebsiella Enterobacter ~ Proteus

rates of resistance to various antimicrobials of some
most {requent urine isolates were summarized in the

following.
Escherichia  Klebsiella  Fnterobacter  Protes
Antibiotics coli species  species  mirabilis
(2,470 strains) (910) (215) (180)
Ampicillin 61 99 94 27
Cephalexin 4 13 86 4
Cefuroxime 1 8 44 2
Gentamicin 23 24 38 8
Co-trimoxazole 36 34 38 17
Nalidixic acid 4 8 9 3

3. Bacterial pathogens from the respiratory
tract.

A. Bacterial throat: Str.
pyogenes was the most frequently isolated path-
ogen. All isolates of Str. pyogenes remained sensi-
tive to penicillin, but 219, and 5% of the isolates
were found resistant to erythromycin and co-

pathogens from

trimoxazole respectively.

B. Bacterial pathogens from sputum: Although
Gram-negative bacteria were often isolated in pre-
dominant growth in sputum, the results were often
difficult to interpret. The frequencies of isolations
of H. influenzae, Str. pneumoniae and B. catarrhalis,
the three recognized pathogens, were at a ratio of 8:
2.4:1. Drug resistance rates in these three path-

Antibiotics coli species species  mirabilis .
) X ogens were summarized as follows:
308 strains)  (134) (48) (26)
Ampicillin 48 81 58 60 % of resistance
Cephalothi 12 15 68 11.5
phatotun H. influenzae  S. pneumoniae  B. catarrhalis
Cefamandole 4 10 21 0
Gentamicin 17 10 8 19 Ampicillin 19 0 96
Netilmicin 5 2 4 8 Erythromycin 1.6 5 0
Co-trimoxazole 26 13 10 35 Co-trimoxazole 1.2 7 0
Chloramphenicol 8.5 0.5 0
Cefamandole 0.4 0 0

2. Bacterial pathogens from urine: About 80%
of the pathogens isolated from urine were Gram-
negative bacteria. E. coli (38.4%), Klebsiella
(14.3%) , and Proteus (9.4%) added together con-
stituted 62.1% of the total urine isolations. The
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(2) CHANGING PATTERNS OF
BACTERIAL INFECTIONS AND
ANTIMICROBIAL THERAPY
IN TAIWAN, R.O.C.

Wei-Chuan Hsieh
Department of Internal Medicine, College of
Medicine,

National Taiwan University,
Taipei, Taiwan, R.O.C.

Prior to the 1950 s, most infections in Taiwan
were attributed to Gram-positive bacteria. The
advent of various antimicrobials partially solved
this problem, but Gram-negative bacilli have as-
sumed an increasing importance. In 1989, 52.8%,
of clinical isolates at the National Taiwan Univer-
(NTUH)
40.4% were Gram-positive and 6.8% were anaer-
obic bacteria. Among them, coagulase-negative

sity Hospital were Gram-negative,

staphylococci was the most frequently isolated or-
gaism (12.5%)
uginosa (10.0%) . Furthermore, from 1981 to 1989,
64.6% of pathogens causing nosocomial infection at
NTUH were Gram-negative, 25.1% were Gram-
positive and 10.3% were anaerobes. The main

microorganisms were P. aeruginosa (13.5%), Es-

cherichia coli (11.1%), Enterococcus spp. (8.4%),
(7.5%),

(6.5%). Thus, at present time, Gram-negative

Klebsiella spp. and Enterobacter spp.
rods are the main pathogens, especially causal
organisms of opportunistic infections in the com-
promised hosts, Many of them are multiple resis-
tant, it presents a problem for the antimicrobial
therapy.

The excessive use of antimicrobial agents has
been found to be common in various parts of the
world. In Taiwan, antimicrobial agents are the
most commonly used class of drugs. The asle of
antimicrobials in 1989 was US$122.0 millions or
15.6% of total pharmaceuticals. Among them, pro-
portions of major antimicrobials consumed were as
following: cephems 45.7%, penicillins 18.5%,
aminoglycosides 10.0%, macrolides 9.2%, tetracy-
clines 5.9%, chloramphenicols 2.7%, co-trimox-
azole 1.8% and others 6.1%. In the past 10 years,

followed by Pseudomonas aer-

at NTUH, annual consumption of all antimi-
crobials has increased. Among them cephems was
the most remarkable one. It has increased 279%,
followed by quinolones 210% and aminoglycosides
156%. Penicillins, co-trimoxazole, tetracylines,
macrolides and chloramphenicols have remained
unchanged. The consumed quantity of cephems has
increased rapidly. In 1984 it replaced penicillins as
the most commonly used antimicrobials.

Changing patterns of important clinical isolates,
antimicrobial susceptibilities, yearly consumption
of antimicrobial agents in Taiwan and pathogens of
nosocomial infection at NTUH will be presented
and factors influencing the patterns of antimicrobial
usage will be discussed.

(3) BACTERIAL RESISTANCE
IN INDONESIA

Usman Chatib Warsa, A. Rahim Pane,
Suharno Js. and R. Utji

Department of Microbiolgy, Medical Faculty,
University of Indonesia, Jakarta,Indonesia

Infection is prevalent in Indonesia mainly because
of the tropical climate. Gastroenteritis & respira-
tory infection are still high in incidence, and car-
diac vascular diseases and cancer has been increas-
ing in the last decade. The antibiotic most frequent-
ly used in community & hospital are beta-lactam
derivate, penicillin, chloramphenicol, tetracycline
& sulfa. In the University Hospital in Jakarta and
other large hospitals, the new antibiotic as 3rd
generation cephalosporin, aminoglycoside &
quinolone are probably more in use.

Drug resistance pattern of Streptococcus pyogenes
& Pneumococcus does not different much in the last
10 years, they are still very sensitive to penicillin G
and moderate resistance to macrolide & chloram-
phenicol.

Epidemiology study of Staphylococcus aureus sho-
wed that the percentage of resistance against sul-
fanilamide was 100%, penicillin 95%, tetracycline
54% & chloramphenicol 30%. The incidence of
MRSA was 5% in General Hospital in Jakarta. 60%
of N. gonorrhoeae are producing enzyme peni-
cillinase and N. gonorrhoeae are very sensitive to
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fluoroquinolone.

Streptococcus viridans & E. coli are predominant
cause of urinary tract infection but other Gram-
negative microorganisms such as Psewdomonas aer-
uginosa & Klebsiella sp. are more frequently found
in nosocomial infection & multi-resistance strains
to the new antibiotics were also found.

Study on anaerobic bacteria revealed that the
cefmet-
azole, amoxicillin-pottasium clavulanate & sulbe-

antibacterial activity of metronidazole,

nicillin are still very active against Bacteroides
fragilis, Clostridium sp., Peptostreptococcus sp. &
Veillonella sp.

Pulmonary tuberculosis still a major problem

showed resistance pattern of Mycobacterium tuber-

culosts as follow: rifampicin 1%, isoniazide 1%,
streptomycin 2% and ethambutol 1%.

To control the deveiopment of resistance of hospi-
tal bacteria against antibiotic, the University hospi-
tal is active in formulating antibiotic guideline.

(4) DRUG RESISTANT BACTERIA
AND USAGE OF ANTIBACT-
ERIAL AGENTS
IN KOREA

Yunsop Chong and Kyung Won Lee*
Department of Clinical Pathology, Yonsei University
College of Medicine, Seoul, Korea and Yonsei
University Wonju College of Medicine*
Wonju, Korea

The date at Severance Hospital, Seoul, showed

that from blood cultures the proportion of Salmone!l-

la typhi decreased from 43.8% in the 1970 st0 2.3%
in 1989. Consequently, Escherichia coli became the
most frequently isolated species, 16.2% in 1989.

Enterobacter sp., Acinetobacter anitratus and Pseu-

domonas aeruginosa became more frequently iso-
lated species and in 1989 the rates were 10.8%,
11.7% and 7.0%, respectively. Bacteroides fragilis
remained to be around 1%. Isolation of Haemo-
philus influenzae was rare.

From urine specimens, E. coli was the most fre-
quently isolated organism, but the rate decreased
from 45.9% in 1971 to 34.4% in 1989. Marked
increase of Enterococcus sp. was noted from 6.5%
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in 1971 to 19.5% in 1989.

Yield of Shigella sp. from stool specimens de-
creased from 67.6%, of total enteric pathogen in
1970's to 14.0% in 1989. Relative increase of Sal-
monella sp.to 63.2% in 1989 and absolute decrease
of S. typhi was noted.

Species of organism isolated from purulent speci-
mens in 1989 were P. aeruginosa 17.9%, S. aureus
12.0%., E. coli 8.2%, Bacteroides sp. 6.8% and
Peptostreptococcus 4.7%, .

Our sputum culture results are difficult to inter-
prete, because some specimens are for colonization
study. In 1989, the most frequently isolated was P
aeruginosa, 32.1% . Other organisms were Klebsiel-
la sp. 9.7%, Enterobacter sp. 8.1%, S. marcescens
7.3%, S. aureus 13.3%, S. pneumoniae 3.3% and
H. influenzae 5.5% .

Resistance to antibacterial agents is considered
more frequent in Korea. Thirty percent of S.
pneumoniae isolates showed reduced susceptibility
to penicillin G, but beta-lactamase producing strain
was not found. Methicillin-resistant S. aureus had
been increasing to the rate of 469 in 1989.

Ampicillin-resistant H. influenzae increased from
14.0% in 1983—85 to 21.9% in 1888—89, but beta-
lactamase producer remained around 9% . Beta
lactamase producing Neisseria gonorrhoeae gradu-
ally increased to 45%.

Enterobacteriaccae species isolated in 1989 showed
that MICy, of ampicillin against E. colt was >128
ug/ml. MICy of cefazolin, cefamandole and cefot-
azime were against E. coli 8, 16 and 0.12 ug/ml,
against K. pneumoniae 64, 128 and 2 ug/ml and
against S. marcescens >128, >128 and 64 ug/ml,
respectively. MICqos against P. aeruginosa were
piperacillin >256 ug/ml, ceftazidime 16 ug/ml and
amikacin 64 ug/ml. Eighty-one percent of B.
fragilis were susceptible to clindamycin.

Usage of antibacterial agents was estimated by
the production data. In 1989, 518.8 tons of anti-
bacterial agents were produced, excluding anti-
tuberculosis agents. Of these 449 were penicillins,
17% tetracyclines, 11% chloramphenicol, 8% ce-
phalosporins, 7% macrolides, 5% aminoglyco-
sides, 3.2% lincomycins, 1.7% quinolones, and
0.1% metronidazole.
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It is concluded that recently the isolation of com-
municable disease agents, such as S. fyphi and
Shigella sp., have been decreasing markedly and
that our isolates include various nosocomial path-
ogens which are often resistant to many of the
commonly used antibacterial agents.

(5) CLINICAL UTILIZATION OF THE
QUINOLONES : ITS IMPACT ON
THE RESISTANCE PATTERNS

OF COMMONLY ISOLATED
PATHOGENS

Garvez, M.D,, Francisco, R.S., Co,
S.L. and Tupasi, T.E.
Tropical Disease Foundation, Inc.,
Makati Medical Center,

Makati, Metro Manila, Philippines

4,264 clinical isolates obtained from various
sources within a 30-month period were studied at
quarterly intervals for the prevalence of resistance
to the fluoroquinolones (ciprofloxacin and
ofloxacin) . The resistance data was correlated with
the amount of unit doses dispensed by the Pharmacy
Services during the study period.

13.3% of the isolates were Pseudomonas aer-
uginosa; 19.7% Enterobacter sp.;19.3% Escherichia
coli; 15.9% Klebsiella sp., Only the prevalence of
resistance of P. aeruginosa to ciprofloxacin and
ofloxacin varied significantly in the 10 quarterly
periods studied (p<1.0Xx107°) . There was no signi-
ficant difference in the rates of resistance of P.
aeruginosa to piperacillin, ceftazidime and ami-
kacin.

Compared to ofloxacin, ceftazidime, piperacillin
and amikacin, ciprofloxacin accounted for the high-
est number of doses dispensed (15.3%) and this
was significantly greater than any of the other
antimicrobials utilized. The utilization of cipro-
floxacin in 10 quarters varied significantly (p<
1.0x107%) . There was a correlated increase in the
prevalence of resistance of P.aeruginosa in the
following quarter where the utilization of cipro-
floxacin was demonstrated to be increased. This
correlation, however, was not statistically signi-
ficant. There was a one-way cross resistance be-

tween ciprofloxacin and ofloxacin so that despite
the lower frequency of ofloxacin utilization there
was an observed parallel increase in the prevalence
of ofloxacin cross-resistance during the study pe-
riod. This study clearly demonstrates the value of
rational antimicrobial utilization in the treatment of
infections and the need to limit the use of antimi-
crobials as a means of preventing the emergence of
antimicrobial resistance.

To determine the serotype frequency distribution
of ofloxacin-resistant Pseudomonas aeruginosa, 77
clinical isolates obtained within a one-year period
were studied using monoclonal antibodies (Meiji
Seika Kaisha, Ltd.) based on the Homma typing
scheme; 44 (57%) were typable into 8 serotypes
majority of which were type E. Forty-three percent
of the isolates were non-typable and were stratified
into 10 types according to their resistance pattern to
amikacin (AM), aztreonam (AZT), ceftazidime

(CAZ), ceftriaxone (CRO), gentamicin (GM),
netilmicin (NET), ofloxacin (OFX), ciprofloxa-
cin (CIP), and tobramycin (NN). Thus, there

were 18 strains of ofloxacin-resistant P. aeruginosa.
Majority of the isolates were recovered from 4
areas of the hospital namely, the Charity Ward 17
(22%), OPD 13 (17%), 7th floor 11 (14%), ICU
11 (14%) . Half of the type E isolates were from the
7th floor and ICU, representing 46% of P. aer-
uginosa isolated from these floors suggesting a
possible clustering in these areas possibly due to
breaks in aseptic techniques. However, the other
types did not show any clustering in any geographi-
cal area which suggest a widespread distribution of
resistant strains of P. aeruginosa in the hospital.

(6) THE PROBLEMS ON THE
BACTERIAL RESISTANCE
IN JAPAN, 1990

Yoshihito Niki, M.D.* and
Rinzo Soejima, M.D. **
Department of Public Health Care Medicine*,
and Division of Respiratory Diseases,
Department of Medicine** Kawasaki
Medical School, Kurashiki, Japan

From early 1970’s, we have been developing a
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huge number of new antibacterial agents, and now
we have more than 130 agents available for clinical
use. The first “Gold rash” was observed on
developing injectable cephalosporins, so called the
2nd or the 3 rd generation cephalosporins.

Prior to the 1970’s, major pathogens of infections
complication in immunocompromised patients were
gram negatives, such as Klebsiclla, E. coli and P.
aeruginosa. Against except
pseudomonas, new cephalosporins have been really

these organisms,

effective.

Antimicrobial activities of these new cephalospor-
ins against major gramnegative isolates from respi-
ratory infections have not been changed
significantly .

And late 1980’s we got ceftazidime & imipenem as
powerful weapons against P. acruginosa.

A remarkable progression have also been found in
development of new oral antimicrobial agents.

New quinolones were another reliable weapons
for control pseudomonas infections in the outpatient
department, and they have established new princi-
ple of treatments especially in the chronic respira-
tory infection.

We already have 6 new quinolones on the market
and 5 or more delivatives are now under the clinical
evaluation.

But in our country also, the excessive use of these
new antimicrobial agents has been found to be
common and brought about many problems.

Annual changes of incidence of bacterial isolation
from blood showed remarkable decrease of gram
negative enterobacteriaceae species and in contrast
marked increase on isolation of gram positive bacte-
ria after early 1980’s, it was just same point, new

cephalosporins came to be available for clinical use.

In respiratory tract infections, there is the data of
annual retrospective survey on susceptibility of
bacteria from respiratory infections from 17
research institution across the country, and sum-
marized by Dr. Ikemoto, Juntendo University.

In pneumonia, he reported the change of the
isolation pattern has not been significant, but, after
1986, S. aureus keeping the highest incidence and it
was 23.5% at 1989.

Among chronic respiratory tract infections, S.
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anrceus has been increasing gradually and the inci-
dence of isolation of H. influenzae has been decreas:
ing in contrast. This drop of /1. influcnzae consid-
ered to be the effects of new quinolones and new
cephalosporins.

The population ol £ lactamase positive S. aurcits
have been reached more than 65% in these 3 years,
and also high incidences of g-lactamasc production
were reported in P aeruginosa, Branhamella and E.
coli.

B-lactamase positive H. infliuenzae remains aro-
und 15% in Japan.

But except P . aeruginosa, most of infections due
to these B-lactamase producing organisms are un-
der control now, by using various B-lactamase
resistant agents including B-lactamase inhibitor.

And from late 1980’s, we have been faced on the
straggling of methicillin resistant S. awureus; MRSA .
Almost all reports from various medical field of
various parts of Japan showed remarkable increase
of incidence of MRSA after 1986 or 1987, and they
are reached above 50% at 1989. But MRSA is more
common problem in inpatients of larger hospitals,
as a nosocomial infection. And the isolation fre-
quency of MRSA is not high in community acquired
infections.

Because, injectable formula of Vancomycin is not
available yet in Japan, the treatment of the infec-
tion due to MRSA is often defhicult. MICs of various
antibiotics against MRSA varies from report to
report, except Vancomycin or Rifampicin.

Most of drugs which have some activity against
MRSA are not strong enough to control them by
solo-therapy. So the majority of investigators rec-
ommend a combination use of some of these drugs.

New quinolones were also highly effective against
MRSA, immediately after they came on a market,
but Ikemoto showed rapid reduction of their suscep-
tibility in his nation wide collection after 1987.

In any case, we need injectable Vancomycin for
better control of MRSA infection.

The second problem in recent Japan, is changes
of susceptibility of new quinolones against some
pathogens. As I described already, MICs of new
quinolones against S. aureus, including MRSA,
have been declined. We can see the other rapid drop
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of susceptibility of new quinolones against P. aer-
uginosa in the data of Dr. lkemoto.

At 1983, the MIC,, of Ofloxacin was superior to
any other anti-pseudomonal agents. It was (.39
ug/ml. But from the next year, it has been declin-
ing year by year and it is 8.0 xg/ml at 1989. And
after 1985 some strains showed very high MICs
more than 100 ug/ml.

These problems are not only applied in ofloxacin
but in all other standard new quinolones,
norfloxacin, enoxacin and ciprofloxacin.

Dr. Deguchi of Tokyo Clinical Research Center
compared MICs of these 4 standard new quinolones
between 1985 and 1988 against various clinical iso-
lates. And he found all 4 standard new quinolones
showed clear drop in their MICs against S. aureus
and P. aeruginosa, Some more gram negative lods,
such as C. freundii, S. marcescence and E. coli have
been also increasing resistance.

We have been considered these rapid falls of
activities of new quinolones reflects the nation wide
overuse of the drugs. So it is very important for all
medical staffs to have clear criterion of indications
of new quinolones and another antimicrobial agents
to prevent their extermination.

We have many more problems in bacterial resis-
tance in our country.

For example, recent increase of penicillin insensi-
tive pneumococcus. In the 1989, 5.4% of S. pneu-
montae isolated from respiratory infection need
higher Penicillin-G concentration than 0.5 zg/ml to
inhibit their growth.

Fortunately we do not have complete resistant
pneumococcus yet, but some other investigators
reported higher frequency of these intermediate
resistant strains.

We also need to discuss about the problems of
multi-drug resistant P. aeruginosa, the problems
about anerobes and so on.
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IEf
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Chemiluminescence & % FLIMI IR L TH 70,

BRIXET, BEKOER I L T rhG-CSF R#
Ralc, EOISMIE2, B o ME4, ATL2,
BHATRERE 1T, TOFR, BROMEDOL S
», thG-CSF O 5%, HMREPHFPERE DM
BREHoNT, FIT, BLIZFPERICH T 2 rhG-
CSF 0@ % % Chemiluminescence #:% B\ T3 L
7o BFRERIZ M A & A F /%y 7 1119 & 1077 THLEY
T2 & DB, HEPES-Saline {8 @ % C¥t
BLTERAL, ARK T L L T Zymosan % f
v, LR HET SH71C Luminol 2 & X & 2
oAz, rhG-CSF i 30 9 @ incubation % {7
», BIEBBRTEY A 2 AHOUER TD-4000
Lumiphotometer % fiv>7:, BE L 7-&5R 1 peak %
TORS LRHTHML, Zh2iFhERBEDiEEL
L7z,

MRBE X, HiRDO rhG-CSF 25 L 1-EHY ~
NREOBRFZFIC DV THRIL 72, thG-CSF 21t # s
D2HBEEL VS L, HIERLFEHEERH, rhG-CSF
®5H7 L 24 BFE R, 1 AMEBCIT-o e TOKR,
IFPEREEAC 1E, 1BRIHICIIH 1.5 fBOMNH»ED &
hiz, thG-CSF ##& 5 L 7 fER % HET 5,

fEFIL 54 RO BY, FFIIER, BE*%Z2L,
EHEEAERD o, FRICTIHEFS X ) L NE
L2M S NYBRICABR L ko 1o, ABEEY, BEOREBEIC
15cm OFMBEOER #fEI L, WEME T, &M
BB, IDHB ER L Tw i, ABE#%, THP-
adriamycin, VP-16, vindesine 7z ¥ i TIE#E % 1T >
1258, AMER»BFHICHED L, HIERDOILS Eo5hH D
BB, BENEROBEASERE T 2 0, rhG-
CSF # 15 ug A5 L 7-, 5%, BMmMERHKDI
LENDHBR SN, DUBROIMEREC L 5 HMRHED
BYbvb¥rT, BEERLKEL .

EF 2 5mDEM, BRI FEHL Y 2H5HBER
EEMFEELDH D, Ubt%ZZ UKKRIMIRAE 2EE D
nTwi, FR2E3 A L VBEMEESD D A, A
Behy, Mz, AF, BEAEL 2, BRI
6,260 x1 T, B & M/MREA %238 7o LDHD L
ABH0, NFPTOEVRETL T, ABRER
&1, By, BHRRMEREOEM & &2 T, R
MEKFE D DIHEFT L, BHICHERD 13%EFEL, Mk
KEREMENHZ Lo, BHRBEHERE (RA)
LWL Ara-C PEEFEE%21To . L L, WM
B osH#fT 3 2 72, rhG-CSF % 75 ug &5 L 72AR,
HmER#, MmAMREUIEIML B EEL, 2o
D2 FEFNZ, (¥ L 2 FHRED 2RE X,
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LML 21TV R T T 50, WM, SHMECREH D
3L BRI REE L ot LT, rhG CSF o f
At £ HER & b,
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fHREEIFROH 5 Z L SR S Nz, BE ORRYLP
RS ER I E IcEML Tw2 0T, UTFIL-1
a DT —FIZDER~NE,

IL-1a 32 OHEIC L 277 2 DRPIFTE 4 HREK
FENCBEEIL, 0.0l ~10ug/~ 7 R DRSS ETER
K2R ERE®, IL-1a OFAIRSBZKEM
RICLVBEENDESbA T3 BEECHAEE
DRBEDH% 6T, REL2FOMARECHE LD
BET~/077 Ytk BEENLEEbATY
LHERINIEE D A X 3 F 7 A H, BE SR EN
ReTHIRENT 2207 7 — Y DERILSLE
EENTVREAYY YR EDBIFEICBWT LD S
N7ze IL-1a OIEROMI BBES 4 32710k
RESELASH, RBHERRCHBLRIBLULH
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B, FRMABRERRRTCRBRBEEKE 11K
NEN1EITORELBE, ROBLEEERES
nize TNIRIL-1 a 5%, EEORRPLEHBEL R
% BEW—EDKS 005 Z & &, Bic kDB
TMRABCEVLEHZHERBbN 5, BIBE BN
wEELTEREL 2 S8RBRR T, IL-1 a OB
REELROBIRIT, KT, HANE L UBIRKE
EYDRFTH- I EmS, IL-1 a iR
BETHZONELEHBINS, IL-1a ORI
FEBOBELERKELRT S, KRED L UMARE
BERTIE, BREFEHMI3~4LD;, DHE, IL-1a
OPRIBE SN, 0O 10 OB TIERHR
BRESTWLED SN KL Ko, IL-1a ODZHE T
target/effector ratio L Eh b L Bbh b, HE
Fle @GRS T 2 L EEEAHEESBETL, 4&i3
SREREIC R D, TTRAKCS- 74T T T VN
(50 mg/kg), ¥4 h~4 > C (2mg/kg), F*V
vEYy Y 3mg/kg) ¥y 7ok A7 7 2K
(100mg/kg) #1H 1@, 3HMESEBENTEHNT
b, YUARSRBRRREICLD, PRORBEEE
THHRETELO1C8 3, ZDES <7 RZIL-1
a5 L1235, ARKENICERTE 7 A8
Lz L7eSo TIL-1 a i3 BRBREARIEIC 22 - 12 44K
DREPHEHEFRET 2B 2 BbILEZONS, &
REB L UMRBERBREREHOT, IL-1la k7
FICh, FYEFLT, KL H¥IVL, T/ FHY
YBIURE o) CBIE L OfFMR RN L
I3, WTFhOEA L OHRHICBWT Y, FHEEHH
fFRABZED oz, ZDX S L BHIERIZEIMEREKD
RUVAEBWT LD NI, IL-1a k -7 79 A
%, 73/EEBHR, F/0VRK, BESo7) R
X oftHIz, fiEFEMTRIY b o—LTER
WEEHAMRYE DGR ICIRIL D ATREME DI D B,

IL-1 ORBEBPHHAERED X H =X L E LT, Fh
R, ~2077—9, TV B2 EOERLES &
UB Y v BROVIKEER G EDBEL SN T VLD,
IL-1 0fER D 2 = — 7 %2 i3, B effector HifT %
BT 2720 Cidinl, 41> —o4F> 8RB
ELEMCRF R EOECRFOEELFEL, KR
AL effector Ml EE S ¥R LT H I L L,
1% —uo4 *>3, GM-CSF, G-CSF, M-CSF 7%
EORBRFOELERFHL T, FhERP~vI7077
=V ¥ ORTEAHRE DETE % (EHE L, effector #fE
DHFELBHE T LB ETH B,

IL-1 12 i3 R iR aE E A O fth, BHEREE IR
fEH, HURIER, MEHRMEEA, BIEGERIFARY

BHY, FOMEADIGHINPRIENT VD,  J;
IL-1 i3 Rsi i, ma e v o2 lla EompN
SUWBANDER, BN OXATF 42— —ELTOE
M, 7axs 750y DRy CRIERIC Y 5K
OBLEMNGH B, Lihi>TIL-1 pEIKHICATH
BYA M HA S THIOELIRSHOBKRE 217F/:
RIE% o, IL-1 a 22w TIEKE O 6 e
T, 7L 18 2L TIRANTHERELTD
HIRIRMNITHATHAEDT, FOMKNKAY v b
BLUT AV y MGEVISRHAS Ik 6D LD
ha,

(4) IL-2 & BEHMERRAE

Il B - 9 H AR
E Sz AR LB IR

Ay —uoAF¥22 (LATFIL-2 £#9) 13 T #ika
OWFSHERF & L TRIFICE OPRA 4 &# %18 -
TWVBIENHONTWAEAM, BEAICY IL-21C &
RN E ST I N TV B, SEEL IRE T
A&z IL-2 (TGP-3, KHAES) R THERO
A& S THRBR DD S 7 OEEETERERE N O
KIGHIZ DWW T H RO BREIPIE 2Btk L 7o, #iE
HRBE T % IL-2 EHER ORI & 2 KRR
BOMERIRL, INBRLHTORAEEZ SN
3,

VIR R 5 2 FHAER

WRE L UEE /i  HEACERZETHZICb e
b & FHRBELHEDED & s LR - AR
PREDABEBE L L1, TGP-313250 U % 7213 500
U%1HI1~2@FAE LT 1HERMU L ARSSRE CR
53z, $LLAATLOHEAL TV 2HEHR
IRESE LBER L o

FER RAERIBUL 19 ERI CEREB IOV TIREE
B, B DV TI 15 R TERA L 72,

BEYERIIFMTEE 15 EFNC DV TRIL 12, &
REHELBIEEAEGHRBBRET3HTH- 72, &
FEERTIE &b CHEE 2 H, FAE6H, D%E7H
TH o720 PPD KIS % HM O d.0RHL L U 7o E
HEHEDORIZRETIRIBETRISHP 108E 2/3 25
Oz, BEEE - GHHEEXHE T 2 b DI 15 F4 12 4
T, ORIVYERBUBLLNEFEDS D% - 12,

ER i EITE N TGP-3 5 EDERIX 1,000 U
DEMEFETH > Tz, RAPKEZHNEAL WS LS
ZHLLAEL AFRB SN, BERERIZ 6 Bp
SREIIHTH- I,
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LEDBERE LT ATHE 15 fEFIH 7 HIT 46.7% T
bHot:, BREAOBEMM T, Mk 3 flheef
M1BIOATH - 1z, MFEERGTREAE T 3 BIhE
o326, PRBEYMMBIFTH - e, MRB LU
DPB Tz 8 BlchERh»s 36, BB 2HTH -
oo OENA Y SES L UBEHRATIZLIFTOT
WTFNLEMTH - 7o HBREEL L UVZ2DOFMET
12, FEEB L UCIEERMMEEIC DV TR IR
B, BRI 2HIhRRE L HOA, EE, TRV
KB, E. cloacae 3B 21 PILEBEMTH > 7o, &
JEE E BOTHORSRRI 1 RICHES, »o Y5
1BCEMTH- 12,

IL-2 DBR & BEDORERE & OBIRERETL 72,
BHHHIB L CRREMEITIX 11 BId 9 F & KERH X
RIFREETRBETH - I, —HEYMBITIERIBREDE
T4ph 1 BB DONEDATHoT:, Thbb
IL-2 Off FFR s S RIEREE T 12 & 2 B MERRRAE 12
HWLTWw3 MmN,

BIER - BERRAEMERE 132 19 EFD 12 Flic a6
N6 A, FEEEMS S5 H, HFEE, =EH, MEE
T1HFOTH - 720 BERFIXTRTL,000U FHiE
FlTH-> 12,

HEBB O TIL-2 OB AMRE X HIEE
BHIBEAE L IL-2 Lt ORI DLW TEDOS IIFFER
HBEEDBE ) /8RO PPDHUFEICHT 2 ) >3
BRINGIILRIGIZBET L TWwa A Z e IL-2 #ims
3 L5 bR IZEIE T 5 L& L T b, RICHE
M OMIEERTBEEE ¥ MR L L - HRIAEKSE 2 R
BrstEL 72,

BRIAEG RS 2 tHEABR

WRE L UG HE | UL ERER % 6 » AL
F8®E LRFESHRBED & iz v Mycobacterium
avium complex IZ & 2 fiJEERTBEHEE, Lor v H
1 EO#E T TGP-3 ¥ 5ER 6 v A I RIE 4 [B]LX
LHEHEOED s FERIENRE LTz, £7FERAIE L
TABEREFERENRE L7z, TGP-3 131 HE 5 & 250
UBLU1,000U © 2 AR control randomization
Tk IFERBRIEHAR L L TTo 2. BRE M
F2oAEEAREL T,

B REFBII20ER TH - 7. BEMHICOW
Tizefl, BMEc oL TIZ 16 BITHREL 72,

TGP-3#5&250U & 1,000 U @ 2 RN RRES T
Bk, BEMETIH20UBIZIBGER2H,
BrhaplThy, —H1L000UBHTRTIHFRLHE
eI TH o feo ETIEIHERE X166 52 41
12.5%ThH 0, VIHE 2 MRABICLE~NEHERLBEH 5

120

SFER 20 $ic D v TRIVER e SUE 1L 250 U B T
11 Bilh 4 Bz 2 5 4, 1,000 U BT 9 B2 B
AWERIDS A & tz, BE D% I L BIFER DFEBR
BEpA T MRS H O L Tze F ORPUTFEIAT B,
G 2 B, MACIE 2 B, PO 1 B, FEH LR
W% 20, FrEE1f, 2av 2 1BITH> 7,

gt OEEYIBEECA T 5 IL-2 Az & -
THS /7% BRM R 2B 2 T Eouhote,
L # L compromised host D##5tEBRBIE KT 5
IL-2%13Us e L7 BRM#igE ISk LR EI S
REFELRETHIEEZOND,

(5) BIFEHIY AT ) TIEBFEC BT S
CD8* THifaDH 7-+&# & yIFN
B5C & 5 FRHEIE

e KB
RIB KKK T
BT
[ B
Il —

G '-35

oI

Listeria monocytogenes ¥, t b Tix Immunocom-
promisedhost (Z#EE %, WMIME%*5I &£ 23, vb
WHHNMRBROFHNETH S, &I 2, Biff, &
RFAABAR EORORBHET B AT Y TRER
FEORENEE S h, HEHRLREHONZ LY,
KRPIEICN T 2EBEBMESNTWS, #2T, &
Hri3) AT TRYESEIC BT B REEHHROh s
SBEUREBICES ST T TH (B CD8 T#
fa) OR-THEE yIFNESIC L 2 REFEHHE
DD TRIGHIRIER T L 7 D TEE T 2,

Bt 25| & T RIERFEE 7~8 - 10° colony
fomring unit (cfu) ®Y X7 ) 7& % BALB/c =¥
ACBRNEE T 2 L~ 2 ORI 85 % 3|
ERILA~NTHTRET 2, Z0EE K T flHE
TH2CD4", CD8 THfEL R 2B5 %2 L TW
5H,»% CD4*, CD8* THificxt3+ 23 monoclonal
antibody (mAb) % & 55U in vivo 5322 &
WWEDZNZNOBRELMEI L, ZORMEERIIL
7z

Y, BREBROAERICB LIZ TR, $CD8
TikdH 2 I3 CD 8, CD 4 HAR 56125 W AR
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DDLU, HLCD 4 HUR IRy 5.6 13 RHE B
LRBRICEDIZFEAEDTEL LI,

IDZ S, BEENY AT ) TRRYE 513 5
$FCi1ECD 8 T MKI MG L T2 2 &R &
nize Wi, HEREOIR, W) A7
FHEOWME HFMOBBROIER L L T~ v A M#Ehod
Transaminases (GOT, GPT) 8 XIZTRhH % #%
BRI BRET L 7o, IRES MBSO RIC I L T s, P,
B> 3T b B CD 8 B 58 BRI T—H
BEERD DL DD DHEEB OB LRI LH) 40
ATHEOKREE2ED -, — 1, JLCDJ HiERS5H)
RGN & RIRRCE L LR OMMAEDIEICE 5 /o

<7 A& S Transaminases {ifl & [7]68 D8 % T
LIt CD 8 ik 51 & 0 FF IR O MEIRN R 33 o
s, FFC B 2RBHEBRFENRITLINCDS
TR SO T IR B <R OBE S E L <
N o Tz, UEDOEBRER L D BIEHY X7 ) 7R
AW BT DFBEOBE & T < EYSEIC CD
S THIRSELS S LINCD8 ik HonUoiks
FTHIEWXE > TRRFALTFHTH I EBHS A
270 IS EDOEBRER YRS 22010258
ADEE%1T-7:, BALB/c nu/+ Ok % ik &
g TOEL, oo THias THRSIZEAY
RELTWE EEZ SN TWw3 BALB/c nu/nu (X
—F*7R) KBALZOHBEROBE*HEEL 12,
BRIE MCD8 Tk L wifACLE L 7 CD4* T iy
BAGlIZ2BIERFL 20wt L, $1CD 4 filk & #itk
THREL /- CD 8" T MIIBABNE 20% DEFEICH
o7, & yIFN S 583 BFEMBEIEIC S 1T
TR %85 L 72, recombinant-murine-yIFN D%
RO B S REREEH oL UOREL, BOtH
DY AT Y 7 REEBFRREATC, 3X10'U % BRI £
L1, £FF T, yIFN HETLEHVLWEERER
HE5H CD4 fits# 512 LD CD8* T Mg D &4
LRI ZATHEVEFER2ED L, FicBIT 28
W o i~ AMiEH GOT {EDEBFMEILTH
YIFN 5 0H M % K UE, H1CD4 k& S5H6 T
EDIzo AED yIFN OFFHEIRE % & ST T 5
ROWRBREIBHOBE BT 2T cell
subpopulation ®%Z1{t.% Nylon wool #Eickbh T
cell enrichic L, o n - THig% FACS#EH L
7o yIFN 81 5613 CD4* THfZOFE T D1
m%EsBe, #CD 4 Hilk#k 56 T3 yIFN BNk 5
$oTCD8* T HIFDHIEHDOBA %238, ZOHE
s CD 8 THIfLIC X 2 HFEE R FRHL T3
AREMEZTRE L TWwE EEZ 6N,
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yIEN OB ) 27 ) 7h&dudi 2 15 5 FRiZI%R
D AAH =KL CH B LAFONREYE 4 # 2 T
Wb,

D yIFN i3 Mg iEMAEIMF & L CER L, #EH
fbxfLz: Mg BIERIC Y A7) 7Hi 2 BT L % O
HEOR Lz <, HHuvidiEMba sz Mg 51CD
8 T MBS X 2 -t % I L Z O /- O S8 HIE % (1]
MTED,

2)  yIFN ps it & % 2 o 5 i L d e
&, IFMikakifio> yIFN receptor % 7 L THIKRN D
fAlorORLE L6 LY AT )7 #OMME % HIH L
w3,

3)  yIFN »siEi 8 CD 8* T #fi Ha o> BF i ol 5 4 %
MmEl+ 2, LhrLiads, yIFN i —Mic 13 CTL
(iR T #i) osrt, FHCLETIRD G
DEEZONTEBY, HELOHMLRILLELE
ZH6N5,

BE W
Sasaki T et al. 1990. J. Exp. Med. 171. 1141

(6) y-globulin iEICH17 3 2, 3DEH»

YEfE o FE - B O
KIEHF IR AR £ >~ 7 — 8 5 NE

MBI S EFEBRBAE IS T 5 y-globulin #
EORIC D EW®EL, FROHEICODEEREL T,

1. FERIEREL D B O EAERHE - (1) y-globulin
WA P A B (CMZ4g/day +NTL 200 mg/
day) 3 HFRI# 5 #2065 % randomize L, y-globulin
WH AHHWKSg) OS5 E, EEERICII
MEF*EEL T2 510 4 HERE L 20 di Tl
LB L o, R IZEER 401 Hth 45. 9% DS E
RISHMBETEMTHD, EUMTH > 72217 F08
randomize & N7z, PLEFID A K5 EED, #&i 86 B
OHEMFEIL44.2%TH Y, y-globulin 2 LFEH & 1L
reEEth, BRILFIOBEEIX63.7T%EHED (p<
0.01) ZosRont, AEL S S IEHRATROFTN
HRETHEAL TAaSLE, HMFIRE OISR
500 ul #HEFFL TORECREMERRRERIZETH - 1>
D, BMARBEBZHAUTOMTIROTRLS ¢-
globulin FERHEDOEMENE > 2o (2) # lipid
A MoAb (HA-1A) : 77 LAa B EBINMES £
Y F bhForMEWNT S, endotoxin O core
structure T# 3 lipid AN+ 2L b€/ 70—
NEDMRERE T TH 2, &5 2 FIOBEKZA%
AU, #1601k AML #%61T, Aeromonus hyd-
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rophilia ORMAECT L, PIEAlE e HA-TA 25
mg 285 L1, BUMIE X L, Endospecy THIE
Lz F by o 8id11.6ng/ml 5 S8 H W
129.0, 1:@%I2i22.4ng/ml EFHELL T, HB24
& ALL #)[E1 & 38 A Hh P. aeruginosa BUIGE & & b
IZ septic shock % $&HE L 72, HIEHI & 412, shock
FE 1 H%w HA-1 A 100 mg 285 L 72, shock %
BHEBICEIEL 105, SEE, Mz, Frexaf
L, MOF O:REETIET L /2o HA-1AKE IR T
endotoxin (32 M TH - fo A8, M TNF 12 #ifE 48
pg/ml BEFEIC ML L 7o, SHRIER 2 LE
PK#%3@, parameter OZEfLIC DV THRHN T 2 L HELS
b3,

2. BHBHEEZVANVARELEE: (1) fLCMV E
J1{fi y-globulin 8% : ACV, «-IFN & & iz, [HH
MR IR T B FHME % & 72, y-globulin 8 ##
5#F (BMTday-7, 0, 7, 14, 2112 10g, LARE day 90
% T 10g/2 weeks) DA ICFKEIEXRDET GERSHF
37.5%, #5K11.5%) AL, XS5 CMV
#7711l y-globulin 47 & E% @ y-globulin &&| D Lt
B R1T- 12, M/MREIMICH CMV FEMERY K+ —
DHEEATBECIMENR S Lz o 1253, ran-
dom K+ — D& 12E 111l v-globulin $4F iz FBH
R (HH 6%, B 4%) BnRsN, (2) T
CMV MoAb (TI23) : Bk EHERS CMV JRE
RRIEL, PUSEBMH LR 1288 (18, 8L U
BHEET 1 8L 0 12HE%E L (BE28), CMV B
MAEFRIZE 1R (55.8%), F28 (54.5%) TEH
oo Tohs, BMUEB/MER (49.8% 122.0%), Fiy
MR # (380.7+£573.2 1 48.7+61.4 pfu), HEKH
¥ (1,900+2851 :72.4+110.1) &, BiaT»SDF
e 5 TRT CMV fiER2ZE L <35 2 L o8
o7z, CMV iK% ¥ OREHEIC DOV TIkRES
Thrd, BEHE BEEETHII LWL, BS
FHHRSERFTEIHMTH o7, (3) TANR
HTHFICX T 5 y-globulin MO S: BHEMAERER
LIELETHREEHL, 1HI~20TKBLELE
HEEFEOSHETH S GVHD O—fFERK EE X &
EMHE RS T 2, BiEIh 5 DO» 7% 0 OEH S,
coxsackie, rota, adeno, cytomegalo-virus 7z ¥ 7 4
NWAMD TR THE I EbroTER, AR714 0L
AMETHIEICER D y-globulin WEMTHAL I L LD,
BHEEE O RBEHEE TRED 7 4 )V AW TRIE I3
PR ERLDODOH B, Intact F 72 IZEHA ¥
-globulin 8% (2.5g/H) %2&F 7 BEFTH LD
28 HEEOKS L, fd Ig-G DRIERT-> 2, BE

FioMaz it 1g-G n8 £ » 12 S [FE & g b o 1225,
L5 I3 EE i, B & UIEPICBWL T, BE
LiB7-2flic b THEEE L Tlg- G BSHERS L
fro UL U IEP (817 B ikis s ER E b 1g-G D
Biziel, P DEAFFLLBHECELSELLN
fro BELFE LRSHOTHOEIB IR 1 H 3~
5ETH DO y-globulin &5 HBEMTH > 12D »
b Lk, THSBETH - clew, HILENER
AR, FD0 Ig-GRiEftan® otk
ZenEzOND, MLMFEIC LD in vitro BT,
MR, pH, intact/BHMiR 2 EORENKTH S
¥ o7, Scost DL bEX, £ MASD
y-globulin DA LERL TV 5,

3. y-globulin BEDRFHK © (1) ¥E target 1234
LTWE/ 70+ — VMG OERBEZOND, Lip
L, MMES, FHBHEEO A VA THED L S
W, FRBRESEMCEIND I EETHI2HE S,
polyclonal % y-globulin W& DOffifE 1z K & v & E 2
Shb, (2) BIVEROATRHES, HILEBRRER
OROK/ESF/REEROKRE, BSOS H
HELEZONS,

(7)) YL ETNMIZEIT S MDP-Lys-
L 18 L HEFIOFFRZNE

HHEL - ZAKFA - BIBKE
ISR REA PRI EL

MDP ¥ EMRBEDOBBETTHD, RET Y
2Ny MERNREBEOR/NBAITH 5,

ROMULTIDE MDP-Lys (L18) LA FL18 %
MDP ofs>ffifaty, Akt fRagsaref MR
20T B IR RAIEM N OMBEE 3B LT, BK
EREG 22 OFFRA2BRE - EBHKT, 20K
BREBEETHZ, FREREKRIIMS THY, &
BOHA b A4 v R2EAXE 22, KHIMOFHEK
WEIER, BEETUEER, M C ®MBEALY, K
#i’s BRMEAIM#RE ST w3,

BRFRBRREE S L2 ALT, L18#My L
<, VIEA L OBRRS 21TV, ZOFHB L UH
BNRICOWTEHE L 12,

(1) =Y R K. pneumoniae B 54 #ffi% € 7 iz
BII5 L18 & CMX Of#tH%E

O BR7THEHEOEFEETHKL:HBE, CMX #
MEHE L, LISRE ] HAT#RBEREERE
FROLAMBED SN, BY1 BB +3 BEpRART
YEFROHESTD SN (n=25),
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@ FHNEEOHBTIE, 3> o—L IR 2
A& T RT 10"~10° cfu/lung I3 2 Dot L,
CMX BB T3 102~107 cfu/lung & 2 EF O
pERH o, &5 LI8HFAEETIE10'~10° cfu/
lung & WX Bz (n=5),

@ HBWEHOT7ufiRELX 0254 CRa7
{tL, ZOFHEOHB LK T 2L, a2 bu—n
B CMX BB S TIIRERE 2 55 3 HE TARM
FRENSRL, MEHEE LD SN ZDICHL, L
ISR TIRARN 2 RER O & HRTIIETD
MEIfER %2 e 7o FIRRICHIREZ 37 056 5 A0
EHEOHEB TIL, L 18 fHAIEHIZBR 18 Ryl L b
REMROBENED SN, R IT7EYHICHL LR *
A rcdd, BE2HEICIZ~ 270X 37 ERK
CMX B EH L D BVWERTH -2 (n=5),

@ KM (PB) B X UMLK (BALF)
OBMmERFEOHE TIZ, PB Tz L 18 ftAEIZ CMX
B &L TEEZ 2B D 2o o o8, BALF
TR LIS HFABIIERL 1 HRICERHAMBRELERIC
Ao te, L LAERNCEE L & 13213580 %
ol (n=5),

® ~<v A Me xtd 3 L18 DIEMA &ML
fefER, IMLP ioxt 3 2 E(bREI L 18 5 I BE
IHETCRETHER*ZD L-BEAEREVL DN
L, 85 288X U4 HETIRBESIZAEL T
7z, Latex Beeds X3 2 AREETH, L 185
51 HECHSLICREL T, £/ CMX T
R 1: K. pneumoniae B 54 £kixi+ 2 ERHEL A
RICBEAZTTHEERD I,

(2) SIEMEIZy McBIF2, 7 ARLELR
EETF VT 2%HE

Efso—F /U BREZC I D RETRSREL LS
v MCRERNEAIC L D AMB L U184 Dbl Asper-
gillosis € 7V 2 ERR L 77,

O AMEFALTE, BLXOBRERBIVAYY 2
—VTCLIS 2EMEELBET, T RTDF v b
8 HTIETL, Fhb L IEHRIIERERD R
ST, RREFEREE /0 WKETXRRES, 2~
O—VEBEDEGER 23.5%cxt L, L 18 Mk 551,
M5B LB ECRRIFREFERNRINTYS
BEERRroT, THIZRAT U4 FEICL B5EN7%
REME B bHVOEEEB LITL, L1881
LOERERCESRIGLEBr o LEREEZON
PAS

@ BEBRBET v bzxtl, AmB OFHHBRA
R 48 BERSIATICIT - 88, £EFFIIH 0% L F
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W L7z, 2o LIS R 0HH& L8, M
31a1 3 W O MR EL £ T 1000, DAE(E DR S N1z,

LLInSEET v b OMIMNICIZER 4 8% T %
¥ encapsulate S AL BRI DI ST, F FhEN
ET LM RS S L DD, 102~10%cfu/lung
DOHEIHREL, FOETRREBICIZE S 3~4 K
MEEL 7,

@ Zo@METcHL, LRy Bk O HE D
—FYV RS L THRIER GR35 L, RiER
LK E B OMMySEED o, MRIRE 2o 1
R 4 M, S L 18 %5 L 1B e, MNEHBD
Wiy bo— LB E KL TR L EM D
Sht, AHICHRTFLICELWTH, L1825
WL DEBOBEYBED sz,

@ IFERoOmITYH, L 18 AR L encapsulate
SN RIERNF~OHIRHOTLELED S, K
Bt/ MER 258 12,

L18 i3BE &I 81 2 O A FER SR
FB & UREMGIEYIC B 5 HEOSREE T
N DOFE THINRNTD 51, FFEFI TG
RDOTFD 2 BRPFEIC N T 2 HAERE L THVE
AR X h s,

ZOHBAMRRBEOBFO1 DL LT, MM
DKRETUHEI & 2 REERFINOEE L Thic5] 2§ <
BRESEST LI EBEZONIN, L LBEEET
DECHINDBRCHAMROBFETH 2050,
7z L18 iR BRMEB TH 2 0B bR T
by, XSWMHNTETETHD,

(8) HWHRTHFHLLBMEACLY » /5K
2 & B BT RIERE

=
FURKZEFEE—NF

W, BB HOBTLLBECB T 2 HRR
PUEHSIEE 2> T3, Th o OREYIIRRIPS R
BOBTKERTZLDTHL1:0, HiERORED
AT REFIEBBOIA LB ELH S Z i
BHCHEEING, 20D, HENEREEOBSIE
FHCOBRBHAR S L CREHIIRAN BTSSR L, »D
BEUHOHITIHEFZRINT 2 L L bz, BEOBRYL
T AN EET ILEN DL LEI NG,
B2, ARAEEREDO L DTHALYAASELRA
W, BELEY MNEME~Y 707 7 — Y NOREORREN
FBT 2 MEROFM %2 1To 72, 72, BEOET
U2 O T 2 BT, BRL TV 24
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