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HAFERR4ERIC kT 5 T-1982 12+ 5 EBH), BRKROHAE

ARRE
FLURSE 5 Ji b2 B 0 00 £

T-1982 13, A THEFE I WIS 5 2B, BHEEICH U CLRRBZREA<2 5 2%2FL,
MR EADEV-H U Cephamycin RIAEME TH 5,

T-1982 ORBRENME /13, FEHEEKRD 7 2 G, BHEEILE LU TEY MIC Z/RU broad
spectrum Th -12. BIRDMED coagulase fiE7 ¥ v BRE 80K IZ 5t L T 3.13~2=100 pg/ml
ST 2A BN, 20 MIC ®¥— 23 12,5 pg/ml KBDShi, REST WD E. coli,
P. mirabilis 33 X 0% K. pneumonige 73X 1% =0, 2~6.25 pg/ml OHBMEL s MIC O H D
Nntzo LU, P. aeruginosa 13 3.13~2=100 p#g/ml ORHENICEZUESHLED 511,

T-1982 D iichiEx, BERA (3FIFHE) 500 mg BiE155341C 58.5 pg/ml & RFEES
SRUSODRIT 46.4 pg/ml LD U Ry, 28M%kic 18.7pg/ml tizh, 6FHK S 2.2p8/

ml OMAEEEZRIEL A1

T-1982 OREEHEKAIME I 500 mg ¥t 1 BRI Uiz e FOERMK (6 5IFH) i 3.2
pg/g (AR 56, 2 pg/ml), EEREE (5 FIFE) i< 2.8 pg/g (A #E 55.4 pg/ml) O

BPEEEERIELU I,

T-1982 % H IR RSER O R FE N 12 BYLESMRICE U TR #1772 - 10iER, BRMNICE
2250, B THB IR0 ER 20 h, Z2OEDRIIER, BIFAXEAHET S £326194.1%
DEBNZ NI, & L ICHKRMICEHERDRRII T -1 BD b N/Sh o1,

VLA, MY ot T B e ERE, BRYREHE»
LOopMRIEHEOMEE, ENd5VREABRERELER
HIELTETDOBNHEEHESEO VW THESh
», & b by PCH, Cephem iz & @ f-lactam F &
AGs Fx X x O D AEHE K S TE L E@ @A 3
vy

FdmE T-1982 i BILE T XM S X CRIPHEE
T 3t FBAZE T © Cephamycin FHAEFTEEHE O E
4§ % B-lactamase W REMMBITH L, 77 Atk I

Fig. 1 Chemical structure of T-1982
OCH,

CH;CH CH CONH;[:W//
OH NH CH, 3~L
OONa

C 2Hs
Sodium 7B8-((2R, 3S)-2-(4-ethyl-2, 3-
dioxo-1-piperazinecarboxamido)-3-hy-
droxybutanamido)-7a-methoxy-3-((1-
methyl-1H-tetrazol-5-yl) thiomethyl)
-3-cephem-4-carboxylate

77 AEHECH LCRBARREARZ + 7 4%F
L, & b b} E.coli, Proteus, K. p
REDY S AEEEE T L THXD Cephem R
BXoHENBENLHF L Vv Cephamycin Fit4EHWE L

LTBHgEIh Y,

i mE T-1982 OMmE(LEEIRE, T OSER
BEDHEKRTHY, KRELbDTHE, AL/ —-NTEH
B, =8/ —LNCHE, 7ebvitExbdTHE
TFN, TFAZ—FTL, AFH VYV, RVUEVZEEA
ERBTH D, T-1982 0L ERE, Fig.1 KRL
iR THD, FFRIT649.63 ThH 5, T-1982 OF
i, BmERTAYE, BRI ICBEEEIRDS
hT, ¥@#BFEFRERREVEVDR TV Y,

F#13, 4 @E% Cephamycin R4 #E T-1982 B
LT, TORBRENAEN, LHRES X CRELARAN
BAREOEBRMRN 2T L b, KX FRE
GHEAROBREECH L THRKERAE2TR - ER, R
TR RND DT, TOBEERXRET 3,

. RBRERRERN

1 %@TJ‘&: T-1982 ORRERRENOREHE
13, BARCERESEREICU I NWCEREHEARE
THEEO /N E M 15 Minimum inhibitory con-

ige, S, mar
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Table 1 Comparison of antibacterial spectrum
of cephem antibiotics

Gram-positive bacteria (10%cells/ml) MIC

Table 2 Comparison of antibacterial spectrum
of cephem antibiotics

Gram-negative bacteria (108 cells/ml) MIC

(pg/ml) (pg/ml)
Test organisms | T-1982 | CPZ |LMOX Test organisms | T-1982 | CPZ | LMOX
S. aureus 209P JC-1 6.25 0.78 3.13 E. coli NIH JC-2 0.2 0.39 0.2
S. aureus TERASHIMA 12.5 1.56 3.13 E. coli IAM 1253 0.2 0.2 0.2
S. aureus NEUMANN 3.13 1.56 6.25 P. vulgaris OX-19 0.1 0.2 0.2
S. aureus SMITH 6.25 1.56 6.25 P. vulgaris ATCC 21100 0.1 0.2 0.2
S. pyogenes DENKEN 1.56 0.1 3.13 P. mirabilis PR-4 0.1 0.2 0.1
S. pyogenes Cook 1.56 0.2 3.13 K. pneumoniae Type 22 <0.1 0.1 0.1
S. pyogenes Dick 1.56 0.1 3.13 K. pneumoniae 602 <0.1 0.1 0.1
S. pneumoniae Type I 1.56 0.1 3.13 P. aeruginosa X-39 50 3.13| 25
B. subtilis PCI 219 0.78 0.39 3.13 P. aeruginosa DENKEN 50 3.13 | 12.5
B. subtilis ATCC 6633 0.78 0.39 3.13 P. aeruginosa NCTC10490; >>100 3.13 | 12.5
M. luteus PCI 1001 0.39 0.39 0.78 P. aeruginosalAM 11027 | >100 3.13 3.13
C. diphtheriae PW 8 6.25 1.56 6.25 A. aerogenes IAM 1102 50 50 50
S. typhi T-287 <0.1 0.2 | <0.1
S. flexneri 2 a 0.1 <0.1 0.1

Table 3 Comparison of antibacterial activity of T-1982 with that of other cephem
antibiotics against 80 coagulase positive staphylococcal strains

(108 cells/ml)

Minimum inhibitory concentration (zg/ml)

Drugs

=0.2 0.39 0.78 1.56 3.13 6. 25 12.5 25 50 ‘ =100
T-1982 3 14 38 17 6 | 2
CEZ 4 17 15 14 11 12 5 2
CEG 1 4 2 5 19 31 12 4 2
CED 3 9 5 2 7 22 17 7 4 4
CEX 3 3 4 12 17 25 11 5
CEPR 51 11 11 3 1 1 2
CET 44 18 10 1 1 3 3
CER 40 8 9 5 2 8 1 2 1 4
CTZ 19 23 16 9 5 3 2 1 2
CEC 9 34 22 10 3 2
Cpz 2 1 10 29 23 8 4 \ 2 1
LMOX 2 34 29 \ 8 4 3

centration (MIC) % RI5E L 12, HE /1R H13 Heart
infusion agar CEBF) AL, HiiHEEEIL Trypto-
soy broth (3BF) T 37°C 18RSRIEEE R T2\, #
BRigIx 5 L BHERE T3 108cells/ml, $£72 7 &
BH#EIE 108 cells/ml @ 1 A&EE% 3 X OREHICHER
BRIy, 37C, 24RRMINSSN TREEE, ik
DEEERE DG IEYRBNBEEZIC L HYHEL, 208H%
B MIC #HIELI,

T-1982 DOITEIFEERICHEL THEM U iRtk
HRITTHEBED> & 7 54 5207 1o FANE R 268k, (bIEYERE R
OERY b DRFETE L 12 coagulase Bt 7 K 7 EREE80kK
LIREDHEED E. coli 46%k, P. mirabilis 24%k, K. pneu-
moniae 20033 X 08 P. aeruginosa 60kkiC o\ ~C T-1982
B L O BT E OB T2 H~N,

2) EERARM : HEEEKICNT 5 T-1982 OME T
RKEBROMREL, Table 1 iRLIzExh, T-1982 134
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Table 4 Comparison of antibacterial activity of T-1982 with that of other antibiotics
against 80 coagulase positive staphylococcal strains (108 cells/ml)
Minimum inhibitory concentration (gg/ml)
Drugs .
=0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 2100
T-1982 3 14 38 17 6 2
PCG 11 6 5 5 8 10 2 9 10 14
ABPC 7 5 8 9 12 8 7 12 7 5
SM 3 1 5 7 17 3 1 2 41
KM 3 2 4 20 13 11 1 2 24
AKM 9 7 8 21 17 1 1 1 1 14
GM 38 11 17 2 5 3 1 1
EM 21 3 6 1 1 1 2 45
OL 5 4 13 8 4 2 8 5 29
LM 1 4 29 13 1 1 31
SPM 9 22 8 3 2 36
M 5 2 8 19 17 2 8 6 13
LCM 4 3 15 17 3 4 2 1 1 30
TC 3 9 4 6 3 3 5 1 46
Cp 3 8 27 8 9 25
Table 5 Comparison of antibacterial activity of T-1982 with that of other antibiotics
against E. coli (108 cells/ml)
No. of Minimum inhibitory concentration (zg/ml)
Drugs .
strains | <o 2 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 2100
T-1982 46 20 10 8 4 2 2
ABPC 46 8 2 8 9 5 14
CBPC 46 2 2 6 9 4 14 9
ACPC 14 2 12
SBPC 26 3 5 5 6 4 3
AKM 7 1 4 1 1
RSM 36 11 13 8 4
GM 43 9 15 14 5
LVDM 47 4 7 20 7 7 2
CEX 14 1 6 6 1
CED 25 3 1 2 13 3 3
CEZ 46 9 16 6 5 1 2
CTZ 25 16 7 2
CEC 25 9 12 3 1
CpPzZ 25 4 10 5 2 2 1 1
LMOX 25 12 7 3 1 2

5 BB D S. aureus 1Tid 3.13~12. 5 pg/ml OHIFH
WD MIC #7R U, S. pyogenes 3L U8 S. pneumoniae iT
Huwdthd 1.56 #g/ml CEHOREXHEILL TR, B
subtilis 21X 0.78 pg/ml ® MIC T, LMOX k& b ®%

EWE%RU, CPZ X b 3B MIC niEb» -1 ¥
tz, 75 rEatEIic LT T-1982 i3 Table 2 iR
tzeh, E. coli iTi% 0.2 ug/ml L{E MICHHU,
P. vulgaris, P. mirabilis 1id 0.1 pg/ml TEOKER
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Table 6 Comparison of antibacterial activity of T-1982 with that of other antibiotics

against P. mirabilis

(108 cells/ml)
D No. of Minimum inhibitory concentration (xg/ml)
rugs )
y strains | <02 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 125 | 25 50 | =100
T-1982 24 2 4 9 6 2 1
ABPC 18 1 2 9 2 1 3
ACPC 14 4 10
CBPC 27 12 8 3 4
SBPC 26 3 7 12 4
AKM 10 10
RSM 20 4 5 3 5 3
GM 22 7 7 4 2 1 1
LVDM 20 1 7 4 8
CEX 18 2 3 6 2 5
CED 23 2 12 6 3
CEZ 27 8 15 3 1
CEPR 24 2 4 7 9 2
CTZ 23 1 12 6 2 1 1
CEC 24 2 4 1 1
CPZ 24 2 6 10 3 2 1
LMOX 24 11 6 1 4 2

Table 7 Comparison of antibacterial activity of T-1982 with that of other antibiotics
against K. pneumoniae

(108 cells/ml)
D No. of Minimum inhibitory concentration (zg/ml)
rugs
g strains | <02 | 039 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 =100
T-1982 20 10 7 2 1
ABPC 7 1 1 5
ACPC 7 7
CBPC 15 1 1 13
SBPC 16 2 14
AKM 2 2
RSM 16 1 8 3 2 1 1
GM 17 6 7
LVDM 29 2 2 15 6 4
CEX 8 1 2 1 4
CED 20 2 9 6 3
CEZ 18 8 7 1 1 1
CEPR 15 4 8 1 2
CTZ 20 10 7 2 1
CEC 20 1 2 9 6 2
CPz 20 3 7 5 1 1
LMOX 20 9 6 3 2
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Table 8 Comparison of antibacterial activity of T-1982 with that of other antibiotics
against P. aeruginosa (108 cells/ml)
No. of Minimum inhibitory concentration (zg/ml)
Drugs i
strains | <o 2 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 | 2100
T-1982 60 2 4 5 8 13 28
CEC 60 60
CEZ 60 60
CTZ 60 60
CpPZ 60 2 16 22 8 4 1 2
LMOX 60 2 7 24 16 3
CBPC 60 3 21 34
SBPC 37 1 2 12 15 7
PIPC 60 9 26 10 3 2
KSM 60 1 1 2 56
GM 60 2 5 2 17 6 6 6 1 1
PLB 60 2 23 14 2 3
CL 60 5 17 18 7 13
LVDM 60 2 1 8 17 32
DKB 60 8 12 8 10
TOB 60 4 19 12 6 2 1
AMK 33 3 14 7 2

LR TEET H b, K. pneumoniae iTid <0.1 p#g/ml &
B MIC %/~ U 12 3, P. aeruginosa i1Tix 50~=100
pg/ml & MIC | HEED -1,

(LB R E RO ERD 5 D MR TE L1z coagulase B3#:
7 v EREI80RkIC 9 5 T-1982 D& /11, Table 3,
41TRUTz B8 Y, 3.13~=100 #g/ml DAY
ICRESEHOREAA LN, & LIT 6.25~25 pg/ml LIS
12 MIC p8ErhUTk Y, Zz0 MIC 0¥ —21312.5 ug/
ml iZZ&E»S5h LMOX & iz é AL BUOIHE I/ <4 —
VERUTZ, UL, Cephem Z%x&ter PCG LITFELA]
TAEME L H LRMBE 1A% - T 1,

RHEDBED E. coli 46kkicxid 5 T-1982 OME I,
Table 5 it/RUTzE R H, =0.2~6.25 #g/ml OFFHN
lc MIC 231 LUTCxbh, 20 MICOY—21% =0.2
pg/ml 1B D b h, HWOFAEME L DT T-1982
OB ME->Tk b, LMOX & HFELORE%
RUTZ,

RBHED P. mirabilis 24 #ietd % T-1982 i
HHix, Table 6 jcmUTzEBhH, =0.2~6.25p¢g/ml
oOEENIC MIC »4HUTsh, 20 MICOY -2
12 0.78 pg/ml ITED 5h LMOX X b9 MIC %
o 1ht, D Cephem REEDIALIAIL h BN
- T T,

REDHED K. pneumoniae 20 kicSdd 5 T-1982
HE M3, Table 7 iTiRUIZ &80, =0.2~1.56 pg/
ml OFFERIC MIC 082460, &Lk =0,2¢8/
ml iz MIC ©¥— 2 23» 5h, LMOX ¢ FlOHHE
JI%5 — R, MMOEA L H AN EEREE-> T
Wiz,

WHEDMWED P. aeruginosa 60FkiCd$ 5 T-1982 DL
B4 /71 Table 8 IT/RUTz & 45 b, 3.13~2100 pg/ml
OHERIK MIC OB ,RALN, 20 MIC O¥-7
12 =100 #g/ml THH, LMOX X h % h AGs %,
CPZ s X b otc,

Oo.m & #& K

1) ERHH ¢ T-1982 O MAEEOHEHEL, I,
BEEIE'E /2 Volunteer DERERA 3 HlicoWT, T-
1982 500mg (5% & v 2 — % 20ml ¥5f#) % One shot
MR, 1593, 3043, 105R0, 28%f8, 4RMBL06
BERE C & ICBE IR & il x T2, ZDOH
MmEITOWT K. pneumoniae ATCC 100318k % iZ7RE &
U@ H v FHick b T-1982 DG EERIEY
2o Fi1z, T-1982 OIEAEWKIE, T-1982 DIFEH&% 1/
15M phosphate buffer (pH7. 0) TABRL TEH U1,

¥ 1z, T-1982 & CPZ, LMOX zh¥h 500mg #
E# O M #EOR B AHER % itk Ui

-,

§
!
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Table 9 Serum concentration of T-1982 in normal adults (500 mg, i. v.)

Body Serum concentration (zg/ml)
No. Case Age | Sex weight
(kg) 1/4 hr. 1/2 hr. 1hr. 2 hrs. 4 hrs. 6 hrs.
1 S.I. 21 F 48 56_. 4 44.2 31.8 18.4 6.2 2.0
2 M. A. 30 F 50 60. 2 48.4 34.2 19.0 7.2 2.3
3 R.I. 36 F 58 58.8 46.6 32.4 18.8 6.6 2.2
Average 58.5 46.4 32.8 18.7 6.7 2.2
Table 10 Serum concentration of CPZ in normal adults (500 mg, i. v.)
Body Serum concentration (gg/ml)
No. Case Age | Sex weight
(kg) 1/4 hr. 1/2 hr. 1hr. 2 hrs. 4 hrs. 6 hrs.
1 H.O 25 M 58 70.4 58.2 30.8 19.6 7.8 2.2
2 K. K 33 M 62 75.6 60.4 31.6 22.0 8.6 2.6
3 R.N 29 F 54 68.4 56. 2 29.4 18.2 7.2 2.0
Average 71.5 58.3 30.6 19.9 7.9 2.3
Table 11 Serum concentration of LMOX in normal adults (500 mg, i. v.)
Body Serum concentration (gg/ml)
No. Case Age | Sex weight
kg) 1/4 hr. 1/2 hr. 1 hr. 2 hrs. 4 hrs. 6 hrs.
1 Y. W. 21 M 64 42_*6‘ 29.4 21.2 11.6 5.6 1.2
2 M. K. 31 F 42 38.2 30.4 20.6 10.5 4.8 1.1
3 MY. 16 F 48 40.8 31.6 22.4 12.0 6.2 1.4
Average 40.5 30.5 21.4 11.4 5.5 1.2

2) FEEAMRM : T-1982 500 mg HEt O Meifs 13
HEROEBR T EICHECRIE L 12858, Table 9, Fig. 2iC
RUtzeish, 3BITEMEIHEHIE15F4IC 58.5 #g/ml
EBEMEYRL, 305851C 46.4 pg/ml & BADHEAHNS
bhaAnTz, X bic, T-1982 ¥ 1 BE&IL, 32.8
pg/ml L7y, 2B 18.7 pg/ml, 4ESREKIT
6.7pg/ml EZEL LHAL, T-1982 Hix 6 BfA%iCid
2.2pg/ml &iz512,

CPZ 500 mg #E#DMmAEE X, Table 10 iT/RL
Ekh, 3BIEEEIFHEISDHKIC 7T1.5 #g/ml L&
HiEYRL, 303#ici 58.3 pg/ml L FDEMA2A S
hiz, CPZ % 1 B0 [AHEEIX 30.6 #g/ml &
BOU, 2msf%kicid 19.9 pg/ml, 4BRI&ICIX 7.9
pg/ml 2 EL CEHEEAME 72 b, B 6 BREIIE
2.3pg/ml 72512,

LMOX 500 mg ZiE#o Mg, Table 11 IT7R

Utz &b, 3HINEEELEELSTHIC 40.5 #g/ml &
BEEYRL, 300#ITix 30.5 pg/ml & HAEBL S
by, 35 IC1KEROBE, 21.4#g/ml &
g h, 2BE%ICIE 11,4 pg/ml, 4EF5RH%IC 5.5 #g/ml
EEUEL, B 6RM&Ic 1.2pg/ml L3512,

T-1982 & CPZ, LMOX 500 mg #itfd e
O#iE, Fig. 3ITRLUIZES Y, MAEEDOY - 2 {E
REBELSRIC CPZ 2k b &<, DWW T T-1982, LM-
OX DIATH - tz2 1 KRB ICI1Z T-1982 & CPZ ix[d
UAE & 72 b DD MR BE OB EAERI I RIETE
B 5N,

. EasadmaE

1) EBREE ¢ T-1982 OB BRHMA B E 13 T-1982
500 mg #HE 1 BB OF AR ICHEL Uiz e FOERS
6 Blis & U8 L SRIRALRE 5 B YR ER T D& 18 A RERY
L3, Z0OEBI LK% 1/15M phosphate buffer
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Fig. 2 Serum concentration of T-1982 in

normal adults (500 mg, i. v.)

Fig. 3 Comparison of serum concentration of

T-1982 with that of LMOX and CPZ
in normal adults (500 mg, i. v.)

wg/ml| i
601 58.5 Average of 3 cases wug/ml| 71.5 — e T-1982
70r x——x LMOX
L o—=o CPZ
_ 50 | 58.5
.2 60 Average of 3 cases
<
g 40p
s | :
S gl g
=] =]
= o
: 5]
@ a0t g
L2
0
10
I\
1 | I 1 ¥ 2.2
Y% 1 2 4 6 hrs.
Time after administration
Time after administration
Table 12 Comparison of concentration of T-1982 in serum with that in tissues
(One hour after intravenous injection of T-1982 500 mg)
Body Serum Tissues
No. Case Age | Sex weight Tissues removed concentration concentration
(kg) (pg/ml) (ng/8)
1 T.M. 30 M 64 Palatine tonsilla (L) 54.2 2.8
2 T.M. 30 M 64 Palatine tonsilla (R) 54.2 2.8
3 S.I. 54 M 68 Palatine tonsilla (L) 58.4 3.4
4 S.1I 54 M 68 Palatine tonsilla (R) 58.4 3.2
5 M. N. 45 M 72 Palatine tonsilla (L) 56 3.6
6 M. N. 45 M 72 Palatine tonsilla (R) 56 3.6
Average 56. 2 3.2
Mucous membrane of
1 M. K 55 M 78 maxillary sinus (L) 56. 8 3.0
Mucous membrane of
2 M. K. 55 M 78 maxillary sinus (R) 56. 8 3.0
Mucous membrane of
3 K. N. 50 M 82.5 maxillary sinus (L) 52.6 2.6
Mucous membrane of
4 K.N. 50 M 82.5 maxillary sinus (R) 52.6 2.6
Mucous membrane of
5 T.K. 35 M 60 maxillary sinus (R) 58 2.8
Average 55.4 2.8
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Table 13 Diagnosis of patients treated

with T-1982
Diagnosis Sex Male [Female| Total
Acute purulent otitis media 3 5 8
Acute exacerbation of chro-
nic purulent otitis media 1 1
Furuncle of the ear or nose 7 2 9
Acute paranasal sinusitis 4 2 6
Acute parotitis 1 1
Acute lacunar tonsillitis 5 4 9
Total 20 | 14 | 3

(pH7.0) T5RERERUVKERTFICE b ISHEERAS
¥, 20BN EBREAVEE Y v THETHBEEAD
EHEYRIEL . 310, HEERRHEICRM & 77
Wi E B RIE U1z,

2) EBRE : T-1982 500 mg ¥rEEO i EEEMN
BE, BIEEOERAEIEVCRIE USSR, Table 12
IKRUIZEB Y, b rOERK 6 BlOFiHIL 3.2,8/8
OHBHNBELRL, ZOBEOMAEEIT 56.2 p#g/ml
Tholoe 1z, LEERKERE 5 HIOTHEIR, 2.8 ¢#g/g
DRBABITNA b N, Z OEAICKY 5 MAREEIR
55.4 pg/ml #RE LT,

V. B& K #9 18 5

BEREREMERIC K 2 8t B X 0@ RYuEIC U
THERGAZT2V, ZOEERRAICOWTRE LI,

D #ERANFRBIOEE  BERERRERICRT K
st X OBHBYUE, d/sb b, Table 13 i
RUTEBY, S bEEHRE % 8 6l, BHECIEFE
K1, B, BEIB, SHRREBXA 6, SHETR
K180 X 0BHEEERA 9 B5l, KE34I(5 208,
RU4FD) % T-1982 HIEREOHERANSR & U,

T-1982 A AEILES, T-1982 #AIC 1H 1~
2g #1~2[d One shot CEEHTTE-1,

Iis, T-1982 BEEHEICRL C, BRIYSEBIOM
23D Wb S RREEOSEREL TSV, Z0D
SEE MIC %R LT T-1982 OEKIEEDE xR
HI 2B E0BEBER L U, T-1982 OEBEREH
HI2BE L, FAOERPIIbOLEREERIOBRIZ
Vo IWNTRbDIEN 5T

2) BEEOYIEEN : T-1982 BiEiC X A1EFE
Royetr, —55, BERED, B, ©08F0

BLOEDOD 4 BRI RAHE LI, T/sbb, T-1982
it 5 BRI S RENAEL, HEER ER,
BYURBEOWHERREL, RAORSR, BE, EEH 5
WITEERE I E2VTEE U ISR L 12 & D & E%) Excellent
(), FERERE 108 LIPITHEUIERB LT L DEBE
Good (+), T-1982 ¥EF#10HL LIGEICHE® EL
12 b DHRPER) Fair (+), T-1982 Hoxbik%k I -
12 CEROWEERBERMODORED b Nish - 12 b DX IER
Poor (—) LHIEXG Ut

3) ERRIGHRRE : ERBERBMER IR 2886 X
OB RRYUE S4BT U T T-1982 B R 1T/ 5 12
¥R, Table 14 ITRLIzEBh & 25Tk, UTER
Blic T-1982 OIEBRAR FRT 5,

1) S biEtERE S KRR 8 Flicxd LT T-1982
#1H 1~2g, 1~2[a One shot #ixEExTik-1C
53R, Table 14 ITRUIzEBh, BIEYHS 2H THE,
ERMZEZ @R, B, S8EOKE, ZIoNE, #
BEFA ML, BT 4 BRICEEE, SEORFMN
HIBUIBE LUz, KEDOE R & DOMEEIL S. aureus
(MIC : 6.25~12.5 #g/ml) 4%k, S. epidermidis (MIC

1 3.13~6.25 pg/ml) 248k, S. pneumoniae (MIC : 0.78
pg/ml) 1BEEXSEEEL, o 1 FIIEOEEL TR
Th-1,

AEHE 8 Hlicxid A T-1982 DIEBHRIL, TNTF
HTh-otz,

i) B bEnrEASENER  ARE LSl
T T-1982%1H1[H 1g #11AMSEEL &R, Ta-
ble 14 ITRLIzEB Y, HEE S X EZHOFILY
NIEELRL, AEE BT 206 BR2EL, &
E11H THE - SEBEORFRIEBLURE L1z, FIE
DERhd S S. epidermidis (MIC : 6,25 pg/ml) % 1
FERRHY U T2,

AEBICHT B T-1982 DIEEBRIZ, BRI
ﬁ’;ﬂ“@ﬁ) -1,

i) B-RBf:FAEB I L T T-1982% 1 H
10 1g% 3~6Bichich #EEL1z&ER, Table 14,
15 ITRUIzE B Y, B - BAFERE, B - BRHEEL,
BREEORE(LIC2EEXEL, AEE-BAOKORR,
EIRIIEE 4 B TR UIBR LI

AEBDE - BRAED 5 ODMEIZ S. aureus (MIC
:3.13~12.5 pg/ml) THE, S. aureus (MIC : 6. 25 pg/
ml) & S. epidermidis (MIC : 12.5 pg/ml) & DRSS K
Yeps 1B, S. aureus (MIC : 6,25 pg/ml) & P. aerugi-
nosa (MIC : >100 zg/ml) & DEERBEHEMN 1BITH-
o
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Table 15 Efficacy of T-1982 by diagnosis

\Eﬂicacy Excellent Good Fair Poor Total
Diagnosis ('I'H') ('H') (+) (")
Acute purulent otitis media 8 8
Acute exacerbation of chronic 1 1
purulent otitis media
Furuncle of the ear or nose 8 1 9
Acute paranasal sinusitis 5 1 6
Acute parotitis 1 1
Acute lacunar tonsillitis 8 1 9
25 7
Total Bv—ﬂz——/z cases OL1% 2 34 cases

Table 16 Clinical response of T-1982 classified by species of bacterial isolates

w Excellent | Good Fair Poor Total
Organisms (40 Si2 + =

S. aureus 11 ] 11

S. aureus, S. epidermidis 1 1

S. aureus, P. aeruginosa 1 1

S. epidermidis 2 2 2 6

S. epidermidis, S. pyogenes 1 1

S. pyogenes 4 3 7

S. pyogenes, H. influenzae 4 4

S. pmeumoniae 1 1

No culture 2 2

Total 25 7 2 34 cases

FERBICET 5 T-1982 DEREHRIL, 738 fls k
CEPLBIE o1,

iv) SHEBREBX  FEE6HicL T T-1982 %
18 1H 1g% 7~118@icb iz hEEUIER, Ta-
ble 14 IW/RL Tz & b, B 5 BEICHEME, B
ERENABRL, BEBRRES, RS CZER, F
BiED b OHEEIEIE LTz, BEFE 9B CTEEARBI
BrpLizh, BEERORS, 2E, BERIBEL, X
BRRTLER, fFEROREIIEELEE LI,

ASEDREEDREIT D> 5 OSBRI, S. epidermidis
(MIC : 0.78~12.5pg/ml) 3%, S. pyogenes (MIC :
1.56 pg/ml) 2%k, S. epidermidis (MIC : 12,5 pg/ml)
LS. pyogenes (MIC : 1,56 £g/ml) & O BAREYL 14
IR UTZ,

AR 6 Hlicsid 5 T-1982 DIEREZIRIL, B4 54
BLOPLEY LBIORFENA 5NT,

v) A#ETRA LA 14k T T-1982% 1
B1E 1g% 4 A% LU ESR, Table 14 1TRLT:

Lo h, HiE 2 H TR, BEATHERERL, HR4
HCENTHOERIIMEEBLERUT,

FEED» b DRFEEDOSBEREIIL A2 512,

ARBICHT 5 T-1982 DISEEIRIE, ERAIICERD
Th-1,

vi) BHERREERKK : AEE 9 Blicd LT T-1982
Z1H1~2[6, 1~2g%3~6Hfichbiz h#BEL
TefER, Table 14 IT/RUTIZ & B b, BT 2ATE
SREHFEEL, @, WIEE, W rEs EkL, Bk
DOEEEFIIHE, BkORK, BE, B S3¥ig4
B CHBUBRUT.

R T 5 DRI S. pyogenes (MIC : 1,56~
3.13 ug/ml) 5%k, S. pyogenes (MIC : 1.56~3.13p8/
ml) & H. influenzae & DBREFYLH 4 BIED SNl

AERE 9 Blicdd B T-1982 DISERIRIL, 28l
BLOBE 1BIORBEZ SN,

vil) HEIVEM : BRI EMER O RBYYE 34Blic U T
T-1982 % 3 ~11H ich b BB EY T - 1255
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Table 17 Interrelation between MIC and clinical response of T-1982
MIC Minimum inhibitory concentration (zg/ml)
Efficacy 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100
® A OXA | OOx | Ox
Excellent A A1 OO @)
A ALO @)
() A @) @)
9 o 10
g x A X A
% Good A X
o AN
—_ ) A
3
H X X
o Fair
-
Poor
(CD)
* O S. aureus 13 strains @ S. pneumoniace 1 strain
X S. epidermidis 8 strains A P. ceruginosa 1 strain
A\ S. pyogenes 11 strains

LR IEERINICEWER L ZE A SN ATEROREBIZZ 512
(BHohizh -1,

Pk, BEBBEEREEICK 2 REMN /L BYLE34HIC
HUT T-1982 OEERE X TV EKIERDR XS
UlER, HBRIEEZIRIZ Table 15 TR U2 & B
h, L BH{EEEER, B - B, SEETERA
BIUBHEEERHA L E KB, E L, E25
Bl, BB 7HB I oeeED 2B zY, ZOBEHEIL
L9, BB aETH L 3208194.1% ORF» A b
2o

T-1982 DOHEERIEH AR, Table 16 iT/RUTC
EBh, FEYWRED S S. aureus, S. pyogenes, S. pneu-
moniae 35 X O° H. influenzae 75 ¥ H3EEI N IEEBIICE
BESBD i,

233, T-1982 B BEEOBERIRE REDTHEOD
MIC f§ & iz, Table 17 IK/RUIz kb, MEMICKH
PRMEBEEEZELED b AR L T

V. E 7

Cephem ZHAEMEDEERIL, HERICHDITIULH
BULo>2% b, 7-aminocephalosporanic acid @ 7 filic
methoxy XA BAT 5 C &ick b B-lactamase iTxiL
TEEHDE Cephamycin RIVENEDOEY 7345
hiz,

B% D Cephem HRFUAEMHEIZ, & <IT E. coli, Pro-
teus sp., K. pneumoniae, Enterobacter, S. marcescens &

A3 B fragilis s EIiTIRENINE U IO, P
aeruginosa 1T 4 AGs RYUEMHE IS AHMENEXE
TAHALBDHHERLTAT,

T-1982 DHE X2 b 7 413, FHIAH B-lactamase
WWHEETHH12D, 77 1B, BHEEicy U CIREED
HREEAE TS, & bblJ, T-1982 13 Proteus, S. mar-
cescens, Enterobacter, Bacteroides 73 ¥ 1ZHEK D Cephem
REAEME L b EHOHEER,NED 50T 5,

(bR EROER » 5 8L Tz coagulase FgHk
F BREEIC T-1982 X, 3.13~=100 #g/ml D FEFEA
RSB L, 20 MIC ©— 213 12.5 #g/mliT
A5h, AFNZ LMOX & [RAicT Ky B LT
HITHBCHENIPE/FL AZWI S iCEbNh %,

FRBSEED E. coli 1TIX, =0.2~6.25 p¢g/ml B
wAtEABED LN, 7D MIC O¥—213=0.2pg/ml
iwhh, 2D UERE THORBMIEATEET, FF
REBEICT U TH 72 HBROCAE LD Z ) 5 C LIZRH
D12EWA LI,

FREDHED P. mirabilis 1213, =0.2~6,25 #g/ml T
MIC »437% L, 2® MIC D¥—2i3 0.78 pg/ml T
bbb, T-1982 FZEICHU T HRCIENERIEL A
BTH59,

EHSBEED K. pneumoniae (T3, =0.2~1.56 #g/ml
D X p» TIEBBERSIC MIC REfL, ZOMICOVY
— Zi3=0.2p#g/ml IT@EH S h, HE¥D Cephem RiT
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oS- IBNIRBEARXB UEER2E VT,

U U, P. aeruginosa it LT T-1982 i 3.13~2
100 #g/ml DE\ MIC D5 Bt LTk b, ZHEiC
it LMOX t AR H T hEBCHEARIPFLUALZVT
»H335,

T-1982 DMAEE ICBAL Tid, BEHT 500 mg ¥
E153#ic 58.5 pg/ml L H\MIAAEENALH, 1B
M#giciz 32.8 pg/ml, 6 Bsf%IC Y 2.2 pg/ml OFEZY
MmEELHERFL T HEEIN S, T-1982 & CPZ,
LMOX 500 mg #E& D MREEO T3, CPZ »8
MABEDOY-s R EL, DWW T T-1982, LMOX
DIETH - 122 1R, 3SEMITIZAZRIZD S
Nizh 5 12H8),

T-1982 OEBEBADHICOWTZ, BMERTE
PR LE L, DWTH, M, O, BOETRTTA L\
DT3B, T-1982 500 mg ¥i¥ 1 BRI#ICEH Uiz
e bOERK (6 BIEE) i 3.2 2g/g (MIAEE 56.2
rg/ml), FEREMGE (5 BIEHE) i 2.8 pg/g (M
E 55.4 pg/ml) OEBRFERELHEI L, FEIOF
HEBR~DOBRFSBTYEMIVAZBRBETH 1,

EBIRREHER OREZN L&tk B & o188 i34
R U T T-1982 DEERERY T2 - 1R, BRI
502501, B TR LoeeBER 2 ALz, 2DF
PDEITER, FHAEAET 5 & 326194, 1% DR EA
Abhiz, RESBMEORKSY, 77 LBHETH-

B PPOOLT DX 5 RIFHEZ BT ik, &4
A in vivo HHIRIZBEATWHEZ L2 R L TWSLEED
v, T-1982 BEMPLRMEBOBESRICEREDS
WZERTRBTAEDENL B,

T-1982 DAWERAIZBBL T3, 4HEOERRTIREE
MICEIEA L ZEA DN AIEROREBRIIZ 12 {B Y Sh
ot FEKY LR Y ATIRERER 1, 216 flo
5 BRREKII2.T1% T, FE, TH, R E1ETH
3 EH|EINTWBDT, Cephem RIGEETERITIX
+HEBUTHEATRATH S,

%1 Cephamycin RHIEWE T-1982 1, ZDEBH
72 5 T EEFR AR BT R ED> 5 B BLIRIE RISEER D RBYLEIC
SHURVWHEREDRBEZELAS D LBbh 3,

¥k, AROEER, F2OEAFEREZIBERL
TMBETRELL,

X 18

1) #20EARLEREFSTEARTREE, HEY
vERI Y AT, T-1982 ¥k, 1981

2) ERRE: ERAEBEE4ERIC B 5 Cefoperazone
(T-1551) BT 5 XEHIR & i BIRAOHR,
Chemotherapy 28 (S-6) : 859~869, 1980

3) BRARE: BFREREHEIRT BF 5 6059-S it
THERM RS O ICEEKMWTA, Chemotherapy
28 (S-7) : 983~995, 1980
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FUNDAMENTAL AND CLINICAL STUDIES ON T-1982
IN THE OTORHINOLARYNGOLOGIC FIELD

TAKEHIKO IwAsawa
Clinic of Otorhinolaryngology, Sapporo Teishin Hospital

Fundamental and clinical investigations with T-1982, a new cephamycin antibiotic, were performed
with the results which might lead to the following conclusions:

1) In vitro antibacterial activity: The minimum inhibitory concentration of T-1982 was tested by an
agar plate dilution method. T-1982 revealed an excellent, broad spectrum antibacterial activity against
standard strains of various bacteria. T-1982 had the same antibacterial spectrum as that of cephem family
antibiotics. The MIC of T-1982 against S. aureus isolated from otorrhea was distributed at a range from
3.13 to =100 pug/ml, showing its peak at 12.5 ug/ml. E. coli, P. mirabilis and K. pneumoniae were inhibited
by <0.2 t0 6.25 pg/ml of T-1982. T-1982 showed the MICs of 3.13 to =100 ug/ml, its peak being at
<100 pg/ml against 60 strains of pathogenic P. aeruginesa.

2) Concentration in serum: The serum level of T-1982 in 3 healthy adults given 500 mg reached a
maximum of 58.5 ug/ml at 15 minutes after intravenous injection. Even at 6 hours after intravenous in-
jection, clinical effective serum T-1982 concentration of 2.2 pg/ml was still demonstrable.

3) Concentration in tissues: Activity of T-1982 was demonstrable at the concentration of 3.2 pug/g
in human palatine tonsilla and 2.8 pg/g in human mucous membrane of maxillary sinus at 1 hour after
intravenous injection, when the serum concentration of T-1982 was 56.2 and 55.4 pg/ml, respectively.

4) Results of clinical treatment: When T-1982 was intravenously injected to 34 cases in the
otorhinolaryngologic field, clinical results were excellent in 25 cases, good in 7 cases and fair in 2 cases.
When the excellent and good cases were considered together, clinical response was obtained in 32 cases
(94.1%). No side effect was shown with intravenous injection of T-1982.



