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Fe7 7 <4y REER T-1982 OEBH, BRIRFLT2VROBREZE,

1) HEH  AEERDEEE 1088, 40k s2EFID MIC 13X, S. aureus \TU T
CMZ, CPZ |TH#RUTHI 3 ELARETH -T2, E. coli, K. aerogenes, S. marcescens, C. freun-
dii, Proteus BT L CI3E & BN iz MIC %7RU, Enterobacter Biizst LU Tiz CPZ iz SHEN
HRUTZ,

2) A X RN ITIRE ¢ BHEAERBYYE 3Blick 34K 1 5 X 00 22 B EHOREN
FRRELE, R TRIC 62.5, 100 #g/ml (1g) # X U8 168, 210 #g/ml (2g) %#7RL, HHEA
BTREOKEMEIZ 0.46, 3.13 ¢#g/ml (1g) L ¢ 10.5, 12.0#g/ml (28) %#RU T, BEK
Bom=2 v 7574 - XBRERTE 16T b MTRKROBRIB L NI,

3) PERAITIT I OEINE  BUSETRAICBY AHEOHELRENICRI L 2R, H
influenzae 13 2 BERITIIBRE I Ntz pt, P. aeruginosa IRETH -1,

4 FREEBREICTT 2R B L OBIER i 6, MLEES, M1, KEXLRES,
BHEREXR 2, ZOMh 2 DE200ENRE L, FHRIDEEDELEWERICOWTRE LI, £
6, BR6, LREL, B, HIERE I THNKIIT0.6%ThHY, EIERE L TL2HMicH
%, 1#lic GOT, GPT o t&, 1#Hlic Al-Pase O EENED SNz,

T-1982 BREILETEMR L BIUHLER X RBERS CRTCEL3ME TREENREFRT LSV IALFA
NEHEHA 7~ A v REWETDH b, Fig. 1 FALIEEL 2, 3T IERFIVRELDAVA=EY

Fig. 1 Chemical structure of T-1982 WHREZMEE LTHT 5, kO E7 7 <AV VRS
OCH, Kl ERBRIEIRA X7 + 5 a%d L, ICE. coli, K, pres

CHaCH-CH-CONH | S N—N niae, S. marcescens, Proteus -G % CEZ, CMZ, CPZ & Y4
(I)H IEIH ];N( CHZS'JLN/’U‘ THBE %R L, B-lactamase izxt L T %36V EHE
éoo COONa | b b, RICEBRMBRE 8 5 invivo TOHREE

N0 eHs THY, MRRELF <, £L LTRGIHESS
[,:,Io kD CEZ Tt UG HEMS DRV OBEHRE SHT
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Fig. 2 Distribution of MICs of T-1982, CMZ
and CPZ to 25 strains of clinical iso-
lates, Staphylococcus aureus

Fig. 4 Distribution of MICs of T-1982, CMZ
and CPZ to 27 strains of clinical iso-
lates, C. freundii
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Fig. 3 Distribution of MICs of T-1982, CMZ
and CPZ to 27 strains of clinical iso-
lates, E. coli
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Fig. 5 Distribution of MICs of T-1982, CMZ
and CPZ to 27 strains of clinical iso-
lates, K. aerogenes
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(1) EBR : RIGAZEA BB R A RIS\ T
BEOBEMEID & SR A HE S hiz 10878 240 8 (Ste-
phylococcus aureus 25, Escherichia coli 27, Citrobacter
freundii 27, Kiebsiella aerogenes 21, Enterobacter cloa-
cae 27, Enterobacter aerogenes 26, Serratia marcescens
21, Proteus rettgeri 7, Proteus inconstans 20, Morganel-
la morganii 27) 1co\C, BA(LEBMEEEREDS
%2 T, T-1982, CMZ, CPZ o 3 FlD &/ B I 1E WA

MIC) #HIFEU Tz, HEREH#IE Trypticase soy broth
(BBL), Hlszm stz Miiller Hinton agar (Difco) %
i, EHOREMSBRERSIE 100 £g/ml > 5 2
ERMRUCI2RIIRERL, HEEEEIX 10° cells/ml %
HERLT, $REM7 7 -y (RRELE) ICTHEEL,
37°C, 18~20RFRIREIEBFIEL 120

(2) EBRE : EEOBERMHSHEICT 2EKAI &
CMZ 3 X vt CPZ @ MIC AlEr#% Fig.2~11 it
RUTz, S. aureus \T3$Y 5 KFIOFEE /713 CMZ, CPZ
ICHB UK 3 ~4BHLARETHY, 20 MIC DY -
213 12.5 pg/ml iTH 12, —75, 77 LEHEREEIC
¥ A AFIOHEZ, £f&ic CMZ, CPZ 1Ttz LT
BIFR#ERTH -1,

E. coli lzxdU Tl 0.10 #g/ml (T MIC @D ¥ — 7 H
bh, &Kl 0.78 pg/ml LLTFTOMWE CEHFEE IS
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Fig. 6 Distribution of MICs of T-1982, CMZ
and CPZ to 27 strains of clinical iso-
lates, E. cloacae
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Fig. 8 Distribution of MICs of T-1982, CMz
and CPZ to 27 strains of clinical iso-
lates, S. marcescens
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Fig. 7 Distribution of MICs of T-1982, CMZ
and CPZ to 26 strains of clinical iso-
lates, E. aerogenes
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Fig. 9 Distribution of MICs of T-1982, CMZ
and CPZ to 7 strains of clinical iso-
lates, P. retigeri
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h, Bo»ic CMZ, CPZ L h BIFTCH -1,

C. freundii \TH$ 2 HBEINIAFIH TR BN T 12
A3, 100 pg/ml Ll EDTHER b LEREEL T,

K. aerogenes \C U TIIEEFI» & & #h, MIC 0¥
— 243 0.10£g/ml iZH H, 1.56pg/ml UTOBET
SHFRENHEIES N, CPZ itk bh 12 BETHEKIIE
DN -1,

E. cloacae, E. aerogenes TIIHEMKIC X - T MIC {EMH
BIEL AL TNz 00, KEIOHFEE CMZ itk
BUTHS »ICEFT, CPZ L BIZEEDOBRETH -
126

S. marcescens \CH Y AU Sk, CPZ, CMZ i<tk
UREBN IR TH - 1223, 100 pg/ml Bl DR
b 1B LN,

P. rettgeri, P. inconstans, M. morganii \T LT3 %

PEREIBED LN -T2 5 DD, KRR LENR
EEARU .

2) BHSERBYREEICIY 5 Mt X CEERBIR
B

(1) EBAE  ZF RV ORERTE - BB
ER K BT K IR~ Y WS T A Bl RERR
£ 361 (GEBI 2, 71sR, ik, 48ke, BUREXRK. E
Bl 8, TR, BH:, 47kg, KEXHEE, EH 10, 6
B, T, kg, [EXIRE) 2uge, FH1~
2 W ARBEHEL, 4 EOBTREYRIEUI, 300~
500 ml ¥EHICAF 4 A U C# 1B 1 T ABE
BTV, AEBEL, 2, 3, 5L O TREBIE
MU, $7oAMEBAE b 1R C & et 2 RN
vy - VILEEL, ZhZhARBRICHtU T, HEHE
& K. pneumoniae ATCC 10031 % iee & LIt HEY
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Fig. 10 Distribution of MICs of T-1982, CMZ
and CPZ to 20 strains of clinical iso-
lates, P. inconstans

Fig. 11 Distribution of MICs of T-1982, CMZ
and CPZ to 27 strains of clinical iso-
lates, M. morganii
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2 sl —— T-1982 ¢ sl = T-1982
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3 =
o Cat 1 L 1 1 1 1 " U L L 2L 1 L i 1 i n
NUC 005 020 078 313 125 50 >l0] [ UC 005 o020 078 313 125 50 >100
Drug 0.10 0.39 1.56 6.25 25 100 Drug 0.10 0.39 1.56 6.25 25 100
T-1982 3 4 5 3 1 2 1 1 T-1982 4 10 6 4 2 1
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Fig. 12 Sputum and serum levels of T-1982 Fig. 13 Sputum and serum levels of T-1982
(after administration) (after administration)
Volume Volume
of of
sputum sputum
ml ug/ml ml  xg/ml
T ; 107 54
1g d.i. 1g d.i
g d.i.
15{1.5__ > b
F—_ 8| 4
olio 3.13
. 6 3 A
/ 2.4
510.5 0.46 | 0.46 41 2 y \
/ \ \ 0.98
\ 241 1.25 1098
0 1 2 3 4 5 6 7 hrs. 0.85
ug/ml 0 1 2 3 4 5 6 7 hrs.
100+ lg di. Case : S.M. F.66y.0. 4lkg
Dx : Bronchiectasis g/ ml 1g di Case : LK. M. 7ly.0. 47kg
100 R\ 100 Dx : Bronchiectasis
D)
50
50
o 1 2 3 5 7 hrs.
0 1 2 3 5 7 hrs.

vy HIC 5 2, RIEREEHZ Miller Hinton agar
(Difeo) % f\s, fEXEdbssE, MAMEREICIZE M
B, GREWERNFICIE pH7.0, 1/15M J »BRES
BEBTRM U Tz, % 78260 2 08 2 [ B ORI E
Ui, F—DmE#k% F\ T LD DM I BRI K
7R3 }557 4 — (HPLC) Iz & 2 BUSE b HER TA/L -
12, HPLC iz } 7 &1, Liquid chromatograph (A 1T
638A) %\, Ese#icid Lichrosorb RP-18 (Merck)
%, B8 #1213 CHCN : 1M CHsCOOH : 1M CHsCO-
OH-N(CsHs)s : HiO=120: 14 : 27: 839 %/ \~, Wi

i 1ml/min. & U, » 7 2 BERBRICTHRHBEE 264
nm X1,

(2) EBRRH : Rigt% Fig. 12~151TR LTz, £HI1
gHEHO 2HTIE, MAEEOREEIZTNH AT
WTHTHbH, ZOEIX 62.5 100xg/ml (Fig 81.3
pg/ml) Th-to (Fig. 12, 13), F 12 28 B E5DEH
2T, MABEORBHEII AHBKTRTDH bH, 168,
210 #g/ml (3E¥g 189 ug/ml) Th -tz (Fig. 14, 15),

SRR ITIEAL, EA0TIIARBEKRE 2~3L
V3~ 4 BB ICREE 0.46 #g/ml %R U 1z (Fig.
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Fig. 14 Sputum and serum levels of T-1982
(after administration)

Fig. 15 Sputum and serum levels of T-1982
(after administration)

Volume Volume
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K - —o Viabl f ——
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- X ---- /i
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61 6410
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" T LX AN
4 410 e s s
K K
1|1 "’ Vol f sput 33 3.0
olume o Sputum
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0 1 2 3 4 5 6 7 8 48hrs. 11
1.0
2gd.i. 0 1 2 3 4 5 6 7 hrs.
g /ml [ 168 Case : T.T. F. 7ly.o. 48kg ue/ml a0 4i a0
150 Dx : Chronic bronchitis 200—@ Case ! T.T. F.7ly.o. 48kg
T-1982 levels in serum Dx  : Chronic bronchitis
100 102 150
50 { 1001
501
0 1
0 1 2 3 5 7hrs,
Table 1 Maximum sputum level of T-1982
. . Dose Maximum level (zg/ml)
Name Body wt. Diagnosis Route k
mg/kg Sputum Serum
S.M. 41 kg Bronchiectasis 1g d. i/l h. 24.4 0. 46 62.5
I.K. 47 kg Bronchiectasis 1g d. i/l h. 21.3 3.13 100
T.T. 48 kg Chronic bronchitis 2g d. i/l h. 41.7 12.0 210
T.T. 48 kg Chronic bronchitis 2g d. i/l h. 41.7 10.5 168
12), fiEf 8 TidmmEbalA 2 ~ 3R EICREMHE 3.13 2o

prg/ml OIEEAED bh iz (Fig. 13), ER 2 TIX, 5
1 EBNER (Fig. 14) 13 ambAKRE 2 ~ 3 KA BICE
H1E 10.5 zg/ml, £ 2 BB AIERE (Fig. 15) T3 AR
% 2 ~3 103~ 4R BICREME 12.0 £g/ml &
BOEERBTEEY R U, REM2OFE2HE
HERDOEEY BT HPLC 12k 5 RIEREETIX,

Fig. 15 TR Utz ¢ & < 13T bioassay tE & R UME%RR
U1z,

FEIOERE DT h OB ER & Mk X R
EREHEE OGS Table 1 ITRU 12, WA
Bt W CEMcL > TR h EEnA iz b O
D, EREUVTIIRERICHHL TH - BITBEYRL

3) TEIRATITISE & IR EE DB

(1) EBFE : TRk, BUHEKEIAREEN?2)
WCEH 2g %8B U 12355 0OKKKME H. influenue
BXO P. geruginosa DIBEXRF LTz, BEMICED
NREEYRVCTZ N F O RREER R E LR,
BRRERA M L LT3, BTB &EXREH (EH), I¥
ERBIOF 2oL — VERIEMPER LR, S50
B RBROERKICTH T+ 4 XUTHELL, &
DITERK CLOERRERBE /8 L, Zz® 0.1ml 2§
HRIRERLUIE g = —HasHaILT,

(2) EBARRME : Fig. 14 \CRUTZ T & & H. influenate
1 EFOD 107 cells/ml B> & FESHIICHD U, RS
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%7 ~8BMEIITIZ 10° cells/ml B~ R U, 15HBE
BIEE (48KR%) OREEH I b1 INZL
fotze —H, P. aeruginosa 13 rRTEBALA %) 108 cells/
ml B b CeRPEAERRL, REEER T~ 8K
Biziz 10° cells/ml B U HRH I Nish - 1223, 1EHEEE
B3 E (8K DRI ZED S5 b 10° cells/ml
arkl ah, Uk AERICERLSELIAD bhizd
Py

O. & K &y #& &
1) NRERL S i 5/, BEELSLOHIM :
EWAEE 2 IR HE B X 0 BBERELI TIEE 1T
St b R ESRRYLAE 205 (B 6, FRiLBSEE 3, B
|1, SREXIIRIE6, BUREXK 2, ZOMmBHENM
%2) T, FHI326~76i%, BEL, T 9IBITH T,
A%l 0.5g~2g (FEiT 1g) % 300~500ml D 5 %
WIOERLT, 1B 1~2[ (Fic2E) Al#HELR,
BEHRIE 4~2881tbizh, MBRERIIT~552TdH
Sz, BB 1HITIE 1g 1H 2 BOGERTE->12 (E
BT, FEHREHRL1H GEFIL : * 7 v — ¥EREIC
TAyn 4 FYEGEER ) I 2 bOWEA], HAKIO
BRI D 512,
2) HRREIRHIEELE  HRIIBROKEL, FAMRE
BIEOBKERMADHEE L L ORI EREL v 8, 3
bIH, RERZEXBEL UT, KEHNCENMHD,
BY D, 8% (+) LoD (—) © 4B
THEL, HIEREES DIz (2) &UTL
3) EERARE : Table 2 I S HIMBRRBE X FOE U
T ERlC LIt 5 R, RERFEO—K, BWFAZE®
—fEUTRL, 351z Table 3 ITi3RERINC X 568
KEERE LD TRUIL, BaMmcaEshe, 26,
PREW4, ®HH1 T, BWERICCTRERFRIEUIZE
BED 1 5 X oMB#EMZA D 2 61 (1 BUEWERICTH
1b) DF 3BT HIEREEE Uz, £RDEZIEIXT0.6%
Thot, BRI, Migs, MlLIEiE, Mkopiiv-d
NAEHL L OB THIIEIE 100% Th -T2, KE
XHIRIETIZ 6 fleh 2 BI33%, @R EXA TIZ 2 Bl
1BB0%DEHRTH - 12,
RIT Table 2 D3 L6 RIFLZEY & -1 25l
¥BRY 3,
E3 EO=O= s51% %«
WKW : [T XIRRE O AKME, BHRIABE,
BB SR %
BER X hogok, wigk (i), Fedtss B Lk~
BECY bz LT vions, BAIS64E 7 BB X b LK, IR
BEBL, STmomREECERNERT I RORE

LIEROEMNTYURI~AREL 72, JWER v MR II TP T
PRz /hpE k7 v LRKRIRE o 82 2 S h, Bk
HHRATIE A 214 KB O K. ozaenae 75 (#) #t Sh iz,
#®ETI CRP 2 (+), BmEkik 8300, #FHEk61%,
Mk (1 FERIME) 75, 2 2B @ 124 mg% & REE O RIE
RS Z B, T-1982 % 1g 1 H 2 EAfMECT7A
&5 L 7=,

FEIRE @I Fig, 16 R LA & 5T, Mafhy gz
S OWER DD, KHEPD K. ozaenae 3% L, HE
HERFECRENMRBOUE»Z SN, EShEHEL K,

BERIEIZZ2D b g h 5 7,

fEFI20 1WOFO 53 B

FRIRZMN @ IhG, 1B4EIT 5

IBFN564F 9 A10B Y 5 AW KA, BHRAHEAL L
MIRE, 9A2BE X VIBMEERSERL, 9B24HEE
¥2, AR TAMPCL5gBAKEZ 5T TWichs
Rig <, WEVECTHIAKZRDBERDEE VI TION 5
BAR L/, $8E T CRP 5 (+), & i1 ER¥k 9100, #F
FER 72%, Mk (1 EeRI(E) 110, as-2' =7 Y v 19.4%
LEWPMREFRRBA RSN, T-1982 % 1g 1 H 2 BIAH
WEC C2LARMMER L7z, BR2» 5 AR LME &
ENED ke d, R THTLAWEFRCEIEDS
hilgk kb BESHEETR S 7 ABERESBIEE
hiz,

BEIK#%:@1x Fig, 17 KR L2 X 52, v #BEx—
HWEOBEL2BETOATEHRHCEEL, HEERKRS X
CREFMROEPLEERZONEMEHEL 2,

BIERIXERRDOhLD 572,

4) BIfER : ARITERIkick T 58, MWEORIVER
DORBOGTEARET 5 & & bic (Table 2), ML
EHRE, FRERESIOBREREYERL, Z
DOHEB % Fig. 18, 19ITRLTZ, ER 45X v120 2 8
IKRENA LN, WTh S EBRHEEL 1%
BRPRMRAMEICH VT, fEBI 11 Al-Pase O LH, fE
#l 51z GOT, GPT OBEED LR A bNTip, TDE
FHRBEARTUBERTRICGEE(LL 12, 20D Fig.
19 iwRLtzC & £, #¥Blic GOT, GPT 0@EED L&
HAIZLEDMRDSTIA, TN b EBERE UTEER
RKEBFUIERT, AR OBEZEIIADD THCLED
nrz, Mk, BEELOREZIZD LM -T, &
B, iz bORERNTTiZ antabuse REEAZ 2L 12
FlIBED 5NL> 512,

m. 3

40, FULHRBINIEFA L7 7 v 4 v LR/

#I T-1982 12 GEED © 7 7 = 4 v > REAH & ALK



DEC. 1982

CHEMOTHERAPY

602

vve o

—g

(D) (+) | peaoxdwr Ap3y3Is 1 1 1 sseporpomoag | . T | o1
s6 (+)v o00z‘el Moy v ‘sauagoson Y | ‘T'PZX 3BT W°S
9 (+) 000 G oot & D) S
D) ) paurwexs joN | 1 1 1 a. . %: . D) SI3IYOUOIq OIUOIYD) o 6
2L (+)2 000°8 S oorniommong & TRIXBT W'
S =) 000 ‘2 BIOY [BULION 391 W N 1L
(G (G:D) padueyd jJoN | 1 1 1 0 L) SISB30TyOuOIg 8
6 (=) 00S‘S () svzusmyuy g | 1pzx 81 N
_ p eIog [eWION .
- G40 ) e 8 (= ooL% ity oz A av wo | o 4 9|
(+>9 o010t (1) omomnsug g | TTEX3T eruownsug ‘NI
IS 40 posoidur m»: ( +»u oome.o vI0g me.SZ AMv mm (z00ueo 3unT) | 2§ W 0L .
APIIPON | go1  (1)6 00g'6 elop [ewioN | T'PgX 81 BluowINdUg 0N
G 6D :
9§ S se1 (+>2 00v°TL BI0y [BLION 32 (190ueo 3un) | €9 I 89
1 ? (C:D) - 1 0 i 1 an 5 . S
135 169 06T (+)9 009 ' elop [ewON | T'PEX 31 Ssesqe ST S'H
uondnay (+)9 00,21 38 ¢y 4 TS
PA — 1 t BIOY [BW.ION (¥) $s90sqe Fun 14
+ T (+)9 009°TT TPIX3Z ‘H'H
|4 D) 00. ‘9 BIOP JBWION 301 09 W 92
D) €:D) wﬂ“ﬂﬁwg 1 1 1 1 01) eruommnaudoyouolg g
€T (+)¥% 000°€T ®I0F [RWION | TP X 8S°0 1H
= (€2D) Sueyd JoN oev nlw oowd e Se:.ﬂwﬁwa 4 mm W w 8y A4 1
- pasueyd . SI3IYoU0Iq JTUOIY) b4
£ () 0097 G ot | rp'1% 32 ‘1oL
¢ .,Nm.m%wﬁmu S1S0000003d 410
03¢ paaoxduir 09 (=)  00L‘el BIOP [BULION 30¥ Arenowrng I, W 9¢
0 S0 AlqeyTewoy | ! t 1 (02) swo1puss . 1
08T SIT  (+)€ 000°TT () smounp g | "1'PIx 3% meHMMMMQMMWHA ‘d'H
d-1v
sy Teuay Le1-Y ) ) [E30L stsouger(q (31)
REL2ICH Jsd 'd¥0  0dM £3o[o119308g (s£ep) ‘Mg X3S 93V| 'ON
P3y° 9pIS 39940 TBOTuID sureN

9oy seso

2861-1 Jo 309p9 [edtur) g d[qel



603

CHEMOTHERAPY

VOL. 30 S-3

(43 (= 0009 (uotsnyo [eIns(d) 3ey (stiedsy otuoay)) | €9 IN €S
(= Cu)) 1 1 7 (12) o 02
01T (4)S 001'6 0d9 21qoIdBuyY TpEx 81 xeloylofd A'H
poAoIdut e (+) 0029 BIOY [RULION 302 (owoipu4s % 4 s
(= H#9 . 1 ? ? t oD 3901 S[PPTIAD . 61
IGBNIBERA | 901 (+)7 0027 eloy [ewioN | TPgx ST eruownIUg AL
1€ (+)2 004°S eI0Q [EULION 321 v 4 €
(- - padueyo JoN | 1 1 1 ) (9 sisejoaryouotyg L 81
8¢ (+)2 0019 BIOY [BWLION TPgX3I A°S
0S 00T ‘¥ () vsourdnian g 322 (st
: . nnedey omoryD) | S¢ A 04
(- + pasueyd JoN | 1 1 wep® owlone A an . P
29 008 € () oouavzo 5y | 1pEx ST R H'L
‘ BIOJ [RULION
paaoxdurt s (= 006 7 4 391 (styrjeday oruory)) | 28 N 68
= €D . * ? ) Souaz04o0 "3 (8) 91
[qexIeway ‘ 2020012 °g N BIUOWINSUJ "H'X
4 (+)€ 00L°L snainp g I'Pgx38I
paaoxdur 92 00S ‘¢ 2036%0 3] 3v2 (stedsy oruo1y)) ve d 28
D) (4 1 1 0 @D (snyouoiq oTUeIy)) . ST
Aqexrewsy | oo 00 ovzuamyur g | 1'pIx 81 BITOWNSUJ VI
0€ + 00S ‘v (H#t %e:.ﬁwx\&a d 322 60 N 7L
(= G pasuerd JoN | 1 1 ? (+) souaBoson “y an SIse3oRIYouOIg . 1
8T (+)2 000°C Gy ovzuamyus g | 1pgx B1 0
poaoxdun (=) 0019 ®BIOP [BULION 391 & 4 1
- (D 0 1 0 0 @D) sIsejoa1oUoIg o €1
APIRIPON | g) (4)7 008 () ovuovzo 3 | TPEx BT A
worydnig (= o0L's eIoy [eutioN 3L 8 W 92
A pasueyo 10N t 1 4 (¥) eruownaud oTUOIY)) L Z1
) S (=> 001’9 BIOP JeWION | TPEX 3T €L’s
) 00€ ‘8 BIOY [RULION 366 26 W 28
&D) PA paaoxdwr A13Y431[S 1 1 + (82) eruownaud J1UOIYD) 11
+>  00L°9 eIOf [RWIION | 1'PZx 8T gars




604 CHEMOTHERAPY DEC. 1982

Table 3 Clinical effects of T-1982 classified by diagnosis

(€1 (€D +) (&) ?

ngaugmma 4 2
Lung abscess 2 1
Pyothorax 1
Bronchiectasis 1 1 3 1
Chronic bronchitis 1 1
Others (Chronic pneumonia) 2

Total 6 6 4 1 3

Efficacy---««++eeees 12/17(70.6%)

Fig. 16 Case 13 Y. I 5l1y.o. F. 48kg Clinical diagnosis : Bronchiectasis
’81Sep./21 22 23 24 25 26 27 28 29 30
! 1

H 1 1 L 1l | 1 1

Drog ¢ [ T-1982 1gx2 |

BT. ¥
36

ml/day
Volume 100

of
sputum 50

Sputum K. ozaenae(#) (#) Normal flora
CRP 2(+) (+) (=) (=)
ESR(1h) 75
WBC 5900
\
Chest X-P ¥

Fig. 17 Case 20 H. Y. 53y.0. M. Clinical diagnosis : Pyothorax

’81 Oclt./l 5 10 15 20 25 30
1 1 1 1 ) i
Drug _ AMPC 1.5¢ [ T-1982 1gx2 |
38"
BT. 37’_ \/VkvAV‘V‘WVV\/\/\/\M\/\N\/\/\/\/\,*_.
36
Sputum Normal flora Normal flora Normal flora
Pleural effusion  anaerobic GPC(+)
CRP 5(+) 2(+) (+) (=)
ESR(1h) 110 96 52 32
WBC 9100 8000 6100 6000

S AN I

10-13 10-27
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Fig. 18 Laboratory data before and after administration of T-1982----- (1)
RBC

x10*

Hb

mg/dl
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400 =

Ht
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4 | —— F——————]
300 o— | 30
8.7F o= 27.33= =
8.2 ————[26.5
Before After Before After Before After
GOT Al-p
mU/ml
17.3 K.U.
409| . 13.2
=

100 4

Before After

ARI DI AEEL, 77 2BUREICHL TV R
AEBD, 55 n MR IC N LTI E. coli, Klebsiella,
P.mirabilis 32 813 % 5 B A, H. influenzae, 4 > ¥ — V5
¥ Proteusgt, S. marcescens, Citrobacter, Enterobacter &%
KU T H BB %R L, B-lactamase izstLTh
BOEHEY b 5, FRIOBYUEICIT B in vivo TO
PROEN, M b8 <, BEMEADI DAY
EINTLAYD,

RS ORET b SEBRDMRICNT 5 AFIOHE
T, NEE Utz CMZ, CPZ & He#i LT S. aureus ic
HUTIW RAL - T te2s, E. coli, K. aerogenes,

Before After

C. freundii, S. marcescens, Proteus BT\ TR &
hiz MIC {Ex 7R, Enterobacter BiiTis\~T 4 CPZ IT
DCTENRHEEE 2B 5N,

3 Z DB ERLEBE AR % mEHE LUIIEE
DR L OBRABTEEYRF LI, BB EE
13 1g 1BRATE T 62.5~100 #g/ml, 2g 1 BEEE AR T
168~210 £g/ml AN b AERTRICHEI N, B
% p>1z dose response DEMNED b Nz, T2, &
R ITHE I AR EV-ITh b 2 ~4FHERER
EARRUIZA, 1250 24ITid 0.46 #g/ml & 3.13
pg/ml, 2g 56T 10.5 £g/ml & 12.0 pg/ml DE
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Fig. 19 Laboratory data before and after
administration of T-1982------(2)
BUN Creatinine

4
mg%

1.67

/( |

1.0

0.5

Before After Before After

#RU, ERlick hdizhENB SN, ZOFERIZD
WTIHAL LTI 512k, 2 b TEEZRUIE
PO EEOYERITREYE~ KB D § O T, ER 2,

BIZWTH L ICEBEDEKTH T EHERD
&, BRIROWRICK b 275 b BN BITEE FEI N
BLENTRBINI, 78R4 —8—iTk 5 BT
STz, FERI2, 8icki) ABFMEIIMERD ©
7 = L RPVERIOBREICHEB LU Th2 b EVEETH -
1289, KERIT B AHERI O BITIBBL T, VWb
W3 May D\ 5 blood-bronchus barrier DRIz &
AdHHP., RINEE P [EZ OBENE s & OB
BERIPBESL T3 D LB N 59, AR OKHK
ABTCBL TS RIS ILRET A BENR DS L Bbh
120 UL, Wih & ZIHS B A s Uiz EEkoD
PIXERR A & DEEBI 2 & 8 LITH V- TOALEL, HKE
LBELOBEBR»LBRITRYATAS L, H2EDEEY
RU, BASH> iz dose response DIFAAED b, 31T
SEFUNBFREYRUTWS C EREERINT, KK
WBTMEIZOWTIR Y TIREAC AR N T Y 12 & 5
T, I 2PERIORFECOBE D H, FITEE
(D bioassay HEiCX ARIEICIIE L HB7, —Ric+
77 4Y L REARNL, B-lactamase ITLEIL T &M
— DMK XM E INT V3%, Fig. 15 iwRLIZC
& { bioassay ¥ & RIFFICTS > iEERE s o~ v
574 —-TIIMBOEICADLD THELU L E»B SN
120 BEIAEFITE BRFEBRRNBEALE S 5T

ti397gb b B-lactamase 1T U AHI2: ¥ b Tt
THHLEXTBRTEEDTH-T,

FHIOUEIRIIEAT & Z 0T RE S BRIRM H. influenzae
P. aeruginosa DR, TIREY, BUHIEIAERT
BE LT, &F 28 1 RREAMEHEABRLULE, 1~
2B EBED 59 Tl 2.3 pg/ml OBTHNED b A,
RTEBAAE 2 ~ 3R B ICIZ R & {E 10.5 pg/ml T2l
1o MBI AAFID MIC IZHIEL T4, #
ETIIY H. influenzae 1233 % AFID MIC i3 0.78ug/
mlice— 2 b Y, 1.56 #g/ml LT TLERE ML
IN T\ %, M%) 107 cells/ml Btk I h iz H in
Sluenzae \IWD UIRY, MTE% 2~ 3EEEET 10°cells
/ml, i 5~ 6 BB LEEITIE 10° cells/ml AL
BAPU, 35 RkRBDERRRU C4BM%IAIREYN
2Lz,

—7, BRI 3TV to P. aeruginose 13 4% 10°
cells/ml B> 5 FER I ERZ RL, AEK1~2
BRI E1cid 108 cells/ml B, 2~3, 3~ 4K
13 10t cells/ml &, 7~ 8 BB ICIZ 108 cells/ml &
ANERWD UL, k1B 2g 1 5L 1 BRGT:
bbb 5d, 48EREIT & 10° cells/ml B2
n, DB ABEMEEKITITIS BT, KERTIR A
influenzae »% 107 cells/ml B I T H5811385
DICERRAIC BURE RO SENES » BT
Y, P. aeruginosa 3 ORICHEHIN A6 & H influ-
enzae H\HEER U I RICIZERIICER IR E Y EY,
TERBED 3N T3 LS IS ERYUEILKT 38
YEEEORKE L UTEBITY P. aeruginosa X h b H,
influenzae P BEE L T2 E MR INT,

Mg 6, F{CRBAE 3, M1, KEXIRIEG, Bl
KEXK 2 B L0 7 DHBEEMK 2 D205 OFRER
JUEIT, &HI0.5~2g, 1H1~2MH, 4~28AMHAH
i (1FoamH) LizganmKpRiz, 26,
BH6, LPEM4, ®H1, HEREES TZOHEPE
1370.6% Th -1z, HENITH B &, fhiK, MCERE
DL 31 & SHRBIEICSWTIRTRTEDULD
BRThH -1, SEXLERE, BEKEIROBER
BRI\ Tid 8 Blrh 3 Bl A BB EORBTH
BRIL 37.5% LIERTH-12, DR KERILAHS
L, 55 LBHIRE T S. awreus D 2 BldVIN bR
B SNtz S. preumoniae 1T\~ Tid 1 PlHBREIN]
BlaRECh -1 &7 2BEASHEICEWTE, BER
EREYUED S BRI R b B E 3N 5 H influenzae
TR UTREED T & L FFD MIC iR{EL, Ub bl
KABTMEIERICL hEixDH 5 b DD 3 DO TRE
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nBFEERRUTR Y, BRI 50 H. influ-
nzge PBRHINT ST NTREI N, CHIIE
Bl A ERARTIBEREBEICSVTEYR
MERTH-T L EEFETHERTH 1203, EFAK
pprn &, BAETHOBRCSMEHBOER 31}
PELS TSI, REINIIIK DL TE
ERICRPBDICH T S LERA»R S >z &, H. influ-
enzae A D S. pneumoniae 33 X % K. ozaenae iT X A
BUFEBMEEF CREINT, COPBEYOHRETH
ShLERENRAL TR Y, 483 5 ICBETERBRY
FEFAEPUTRHETINELDH S 5 LBbhL, %
OROBE & LT, K. ozaenae ® 2 B Tix 1 BlpsE X
W 1TRREBDBP LI b DOBEEITIZ VT2 5 72
P12, K. aerogenes O 3HTix, ZORKEELLTD
BHEIAPD LD EETH T, WFhbBEIN
2o UL E. cloacae D 1414, 7 DRAMEICOWTIZ
THThH- e REI NI, BIKD» S BERH Y 7 o Bt
REMRH NI BRI TS, 18 2g, 2lHMARSIC
TREINED Th-1, 20O SHIZBAE R
T, MEENSHEIRTAETH 12,

B EOBRIS L OB ZODRII D2 b BIF2 4 O
T, BRI 2RENIORI XKML TE Y,

U b RE~OBITH 5% TO B-lactamase 1Txf
THALEMSEXERT S &, KL R EBYLE & Fuls
& U BRI ICR U TEZsiERl L U TSI h
A DEEABNT,

D
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LABORATORY AND CLINICAL STUDIES
ON T-1982, A NEW CEPHAMYCIN ANTIBIOTIC

YOSHITERU SHIGENO, KoicHI WATANABE, YOSHIAKI FUKUDA,
Hikaru TaNakA, Naomi ITo, TAKAYOsHI TASHIRO,
AkiMITSU TomMonaGa, Kivo FujiTa, YOji SUZUYAMA,

KinicHI IzuMikAwA, ATsUsHI SAITO and KOHEI HARA,
The Second Department of Internal Medicine,
Nagasaki University, School of Medicine

CHIKAKO MocHIDA, KAZUYUKI SUGAWARA, Al HAYASHI
and KEIzo YAMAGUCHI
The Department of Clinical Laboratory,
Nagasaki University, School of Medicine

AKIRA IKEBE
The Department of Internal Medicine, Nagasaki Municipal Hospital

Jun Goto
The Department of Internal Medicine, Goto Central Hospital

Masa0 NAGASAWA
The Department of Internal Medicine, Hokusho Central Hospital

TsuNeo TsuTsuMl
The Department of Internal Medicine, Sasebo City General Hospital

Laboratory and clinical studies on T-1982, a newly developed cephamycin antibiotic, were carried
out with the following results.

1) Antibacterial activity: The i vitro antibacterial activity of T-1982 was tested by the serial agar
dilution method. The minimum inhibitory concentrations (MICs) against 240 clinical isolates including
Staphylococcus aureus 25, Escherichia coli 27, Citrobacter freundii 27, Klebsiella aerogenes 27, Enterobacter cloacae 21,
Enterobacter aerogenes 26, Serratia marcescens 27, Proteus rettgeri 7, Proteus inconstans 20, Morganella morganii 27 were
compared with those of cefmetazole (CMZ) and cefoperazone (CPZ). Antibacterial acitivity of T-1982
against S. aureus was about 3 tubes less potent than that of CMZ and CPZ. On the other hand, it was
strongest among antibiotics tested against almost all gram-negative rod bacteria except Enterobacter group.
CPZ was most active against Enterobacter group, and T-1982 followed.

2) Serum and sputum levels in chronic respiratory infections: Three patients with chronic R.T.L
were objected in this study. After various doses of T-1982 were given to them by intravenous drip infu-
sion for 1 hour, their levels in sera and sputa were measured by bioassay method and HPLC. As a result,
peak serum levels were obtained at the end of DIV showing values of 62.5, 100 ug/ml when a dose of 1 §
was given and 168, 210 pg/ml when a dose of 2 g was given. On the other hand, concentration of sputum
reached its peak at 2 to 4 hours after administrations and their values were 0.46, 3.13 pg/ml with 1 g
10.5, 12.0 pg/ml with 2 g. By HPLC method, the similar result was obtained regarding to the sputum in

1 case.
3) Sputum level and behavior of bacteria: Faemophilus influenzae in the sputum of a patient with

chronic bronchitis began to decrease from the initial 107 cells/ml to 10° cells/ml for the first 8 hours after
intravenous drip infusion of 2 g and peak sputum level was 10.5 ug/ml in this patient. This organism w25



VvOL. 30 S-3 CHEMOTHERAPY 609

eliminated from the sputum on the third day of treatment. Pseudomonas aeruginosa isolated from the sputum
began to decrease from the initial 108 cells/ml to 103 cells/ml for the first 8 hours, but it was persistent at
about 10 to 108 cells/ml throughout the treatment period.

4) Clinical effect and adverse reaction: Twenty patients with respiratory infections (pneumonia 6,
lung abscess 3, pyothorax 1, bronchiectasis 6, chronic bronchitis 2, and chronic pneumonia 2) were
treated with 1 to 2 g of T-1982 daily for 4 to 28 days by intravenous drip infusion except 1 case treated by
intramuscular administration. Twelve of 17 patients responded satisfactorily to the treatment and effec-
tiveness rate was 70.6% (excellent 6, good 6, fair 4, poor 1, not evaluable 3). Subjective and objective
symptoms, hematological and biochemical data and renal functions were checked up before and after
administration of T-1982. Two patients complained of eruption on the 4th day of treatment which sub-
sided after cessation of the drug.



