VOL. 30 s-3

CHEMOTHERAPY 981

AREMEIR I :51F 5 T-1982 DR « ERHIRR ST

REIEX « AFERX
HFBAYE ¥ BIRE ¥ U E

# U\~ Cephamycin FHitE#], T-1982 DIBRIFISHDI YT, M, BRIRHN 275 -
t2o KEIDMEIERIIX, 75 ABHIREEICIZ Cefmetazole, Cefazolin & b [ERESZHTH 513, &
5 ABHERREIOI T S RB I RR UL, BIRDMED S. aureus 200k DRESZHEIL6. 25~25 pg/ml
RSB U, 12.5 pg/ml 12158 (75%) & > THHEDILE /S Uz, HERBFRIC50mg/kg 1
BFE L I3BE LT, BABTOBRB RN U, Bt idEst 1 B34 2.7 pg/ml OFf
B/KPIBE D peak fEd3x SN T, BIHIE8.44% Th - 12, ¥l Cid1/20584% T 4. 27 pg/ml O
peak {ETC, RBMthid11.86% Th » 12, REBANIX, SHER, BASEZGZhFhBEVBTE
EhHEdbhil, BRINIC, ZhiE, 2LEREXR, ARESH, AERE, AEREDOLIERIC
NUT, XA 1E0.5gHHE, 1.0g% 1 B 1 EHEIIIAHBREL THREYBR U, 344,
BR9Bl, COBEMLE, EY2 P CEYERSLIUDRERV X i, BWEREELTAE LA
Did7s !, MEKHRE, FERERECEREELRUIZ D3 zh - 12,

T-1982 X EIMLE TR 3 X CRIBH b2 c MBI
RHOF L\ 4 A Cephamycin ZHERITH 5, £ D
KRR, SBHAEFEOELT S B-lactamase TRET, 7
7 A, BEBEKKAVCRABEARZ FAZRL, &K
Enterobacter, Serratia marcescens, Proteus, Bacteroides i\ ¥
CREHENES5bT, MEILEECLVEAEM
RABTIXRIFT, mApERPIIMNI05TH 5,

FRIOREHERIC 317 5 E@W, BRKNWBRN2T% -
LoT, LTFRroR#E2HRET 5,

1. B ¥ &%

D HERARY b

HERFEKIC T 2 KFIOR/NFEEH LM AL (MIC)
%, BRCEREFRAEERICE U TRE LT, HEE
&3, Tryptosoy broth 1T 37C 1 WEE LUIIER TH
%,

2) BRRSMEEKRICN T B BRH

IRBRYLEE BE D> © D)8 L 12 Staphylococcus aureus 208k
KT 2REZUEREUIL, ERAFEIR DERAKTH
%,

3) RARST

BHERAKE (FE2.5~3.0kg) AT, KFIOD
BABTOBBYHRIF LI, T4bb, KHI50mg/kg
P 1EGE, $038BE L CEBNICIIEKERIL T
BIEKABE LRI L 12, R icmsE s EL I,
DWTZNZFNATEKARBE D peak B X b NI
TIRER A LT, RERHNEBEYIEL I,

BRI Kiebsiella pnewmonice ATCC 10031 %1%

EB L UT, Klebsiella Fitg# (pH 6.5~6.6) % F\T
BWEFR 7 v FHICL b, ERAROERS & TNk
DFEFITIZ 1/15M phosphate buffer solution (pH 6. 0)
- LAV A

1) RKIEE

EEBIE, SRR 3 4, WERE 26, SHREAS
B, AERE2H, AREES AR OCARERELAD
6B TH %,

¥E %L, HBEEMICIZ1H0.5g 18 1 @EHE,
FEEL FICIR1E1.0g ¥ BEIIEAHEREICLY
BRARREZRHF LI,

TR AU, KEID1 %KEKY1H4~6
B RERGEA U 120

o0. % 8B K #

D HEARS b

Table 11T/R7 L 5 Th 3,

Haemophilus aegyptius6. 25 pg/ml, Moraxella lacunata
0.19~0.39 £2g/ml, Streptococcus pneumoniael2, 5~25pg/
ml, Corynebacterium diphtheriae 1.56~6.25 pg/ml, St-
reptococcus hemolyticus 1.56~3. 13 pg/ml, Streptococcus
viridans 25~100 pg/ml, Staphylococcus aureus 6.25~
12, 5 #g/ml, Pseudomonas aeruginosa >100 pg/ml TdH
5120 S. aureus 209 P 13 6.25 ug/ml Th 5,

Zhiz XD Cefmetazole (CMZ)?P, Cefazolin
(CEZ)® IZHPIDOREARY bV Th b, FLENIL S.
prneumoniae, S. hemolyticus, S. aureus 73 ¥ D25 LGk
BRIt U Tik CMZ, CEZ & h BERESZVR TH 55, &
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Table 1 Antimicrobial spectrum 108 cells/ml

(pg/mb)
Organism | No. | T-1082 | cMz | CEz
H. aegyptius 4 6.25 12.5 10
M. lacunata 7 Ojg 39 0.39 0;8(2)?25
S. pneumoniae| 8 12. 125 0,3% 56 0. %g 1
C. diphtheriae | 4 |58 | 156 | 0.025
S. hemolyticus| 2 | 158 0;38; 78| 0.025
S. viridans 2 | 25~100 | 50~100 |0.1~10
S. aureus T R A R S
P. aeruginosa 2 >100 | >100 >100
S. aureus 209p 1 6. 25 0.78 0.1

Fig. 2 Aqueous and serum level of T-1982

ug/ml
I 50mg/kg i.m. rabbit eye
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Tissues Howr % 1 4 6
Aqueous humor | 0.83 | 2.7 | 1.56 | 1.16 | 0.5
Serum 35.0 32.0 8.0 5.3 0.6
Aqueous/Serom | 2.37 | 8.44 | 19.5 | 21.8 | 83.3

Fig. 1 Sensitivity distribution of S. aureus

(20 strains)
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Fig. 3 Aqueous and serum level of T-1982
ug/ml A
501
B 50mg/kg i.v. rabbit eye
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5: Serum level
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“% 1 2 4 6 hr.
Tissues Hour % % 1 - 2 4 6
Aqueous humor 1.6 | 4.27| 2.6| 0.87]0.12| 0.08
Serum 48.0 | 36.0| 17.7| 6.4|3.33| 0.23
Aaseous/Serum | 3,33 |11.86|14.6913.59] 3.60 | 34.78
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Fig. 4 Ocular tissue concentration of T-1982

(?oabbit eye )
mg/kg i.m. 1 hour
10 20 30 «g/g or ml
T T T
Lid ] 33.23
Bulbar conjunctiva —]32.69
Extraocular muscle ]17.08
Cornea ] 13.37
Sclera ] 15.25
Aqueous humor :I 2.0
Iris and ciliary body ] 20.89
Lens
Vitreous body
Retina and choroid [ 110.8
Optic nerve 3.72
Serum 125.5
Fig. 5 Ocular tissue concentration of T-1982
(Rabbit eye )
50mg/kg i.v. 1/2 hour
10 30 50 60 70 90 ug/g or ml
— T T T T T
Lid /4 /A /i y/ ]73.1
Bulbar conjunctiva /A )/ J)60.12
Extraocular muscle /A — )/ y/4 )& J[]90.8
Cornea y/i ]33.8
Sclera /A Y/ N
Aqueous humor :3.60
Iris and ciliary body /A y/A ] 55.0
Lens 1.15
Vitreous body EO.ZO
Retina and choroid /A —]34.2
Optic nerve : 10.65
Serum /A 8.0

7 LBHARB D H. aegyptius iTiE, X b4 SHTSHE
ZRUT,

2) BERDEED S. aureus SV

Fig. LitRY e L Th B,

T-1982 @ 6.25~25 pg/ml ITEZHDTHET LT,
12.5 pg/ml 12158k (75.0%) H5dh » THHEDILERL
2o FBHTHRE L1z CMZ, CEZ X b BH\MIC fEitH »
120

3) EBABST

BT NT2ROFHETH LD LI,

(1) FIERBT

@ % (Fig. 2)

HEH LT 1/2 BE5#12 0. 83 #g/ml OBTHEEY A &
», 1B$fT peak {# 2.7 pg/ml I{CE U2, EISHIR

UT 2 K5f 1.56 #g/ml, 4B 1.16 pg/ml, 6 B4
130.5 #g/ml OBTEELYA L1z, MAPEEIZ1/28
fiihSpeak T 35 pg/ml %R U, LABMIR L T 6 BRI
0.6 pg/ml Th s,

EkiEl, (Biik) 131 BRI T8.4%Th - 12,

@ #E (Fig. 3)

Bt hug, BIEKANI /4 BRI%ICT TIT1.6
pg/ml OBTEER*RL, 1/281C4.27 #g/ml O
peak {EHSx STz, BBIIEENTALLITRL LT,
1 B5[8 2.6 #g/ml, 2 B9 0.87 #g/ml, 4B5RT0.12
pg/ml, 6 R TIi30.08¢g/ml Tho- 1z, MFEE
1, HESI1/4F5MiT 48.0 pg/ml D peak fE% R L, Ll
THOLIBAUT 6 KEITO.23 #g/ml Th -1,

Bl i3 1/2 B9 T11.86% T - 12,
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Table 2 Clinical results of T-1982
. Days of .
No. Agseex Diagnosis Eye Organism a os?gaél% 2) admtiix(l)i;tra- d(’)I‘Sgt(aé) Effect e%ggt
External .
1163 F | pordeolum Both | S. aureus 1.0x1 i.v. 4 4.0 + -
2142 M ” OD | S. aureus 0.5x1 i.m, 4 2.0 + -
3127 M ” OD | S. epidermidis | 0.5x1 i.m, 4 2.0 + -
4|33 p | nternal OD | S. epidermidis | 0.5x1 i.m. 4 2.0 + -
5027 F ” OD | S. epidermidis | 0.5x1 i.m, 3 1.5 +H -
Acute GNR .
6|46 F dacryocystitis 0s S. epidermidis 1.0x1 d. 1. 5 5.0 H -
7172 F ” OS | S. aureus 1.0x1 d.1i. 5 5.0 + -
8170 F Vi OD | S. epidermidis 1.0x1 d.1. 5 5.0 + -
9|63 M | Lorneal oD GNR L0X1 i.v 5 50 | + -
infitration : o :
10117 M 7 OD | S. epidermidis 0.5X1 i.m. 5 2.5 + —
11 | 68 M | Corneal ulcer OS | P. morganii 1.0x1 d.i. 7 7.0 +H -
12 |46 F ” oS GNR 1.0X1 i.vVv, 5 5.0 +H -
13 |67 F ” (01 GNR 1.0x1 d.i. 5 5.0 + -
4|71 M ” 0os GNR 1.0x1 i.v, 5 5.0 + -
15 |63 F " oD GNR 1.0x1 d.i. 7 7.0 — -
™ S. aureus .
16 | 46 ' F | Corneal abscess 0s S. epidermidis 1.0x1 d.1i. 7 7.0 - -
(2) ERMKAME @ &% =
© B = ES1/2 BRI AREBABE O SRR

25t 1 BROBRAKARBE % Fig. 41TR7,

MBI CILIRNG, BREEE30pe/g LT & b
BEDOBAHAbNIL, DWT, HIBH, ®E, ABED
WEC 10 pg/g B DBRATBE Th - 12, BERATIE, I¥
ERBAIC 20.89 pg/g THORHOOEBEOBTH AL
N, MIRIBEIT b 10.8 pg/g R LTI, K&K, BT
HITIBABA LN 512

fnFp~I3 25.5 #g/ml OBTEEBIEED SNz,

Fig. 51T/RUT,

SRR, BRAGRE, SMARTIC60~90 pg/g @ﬁmﬁ
DAL NI, BB 55,7 £g/m), RT3 33.8¢€8/¢8
DBETEEYRUI, RERNETIX, MHERAICS.0
rg/g DEHBER A LD, HIRGEIC S 34.2 22/8 DB
Thdtc, BHEITIZ10.65 2g/g T, KEEK, HFHK
~DOBTIIEBEE Th > 12,

M1FR¥RE I3 58. 0 pg/ml Tdh - 12,
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4) BRKAR

T-1982 DEEKR# % Table 2 1IZ3R L1z,

NEREE S. aureus 38X 00 S. epidermidis \TX 3 4
DT, KFN0.5¢ 1B 1 ABET12131.0g 1 &=L
T, 4 BHEIC2.08 72\ L4.0g 851 & b (LSBT TN
INTHEBUT 5, RENED 283 & iT S. epi-
dermidis SRHI NI L DT, 0.5g 1H1E, 372U
dAEBELTED), B Th -1, SHRERIL 36
T, S. aureus, S. epidermidis, GNR 5B I 11z, 1.0
glA1ESHHELT, 5 HMIC5.08 BE5T1Alic
2%, 2BNCIZFDIHEAL TV 5,

BERMDEN, HEEBENDL S GNR 3L 8 S. epi-
dermidis BRRH I NI, 0.5 1 EAMmIEFEIE1.0g 1
O#EELTS5 BiiczhZh2. 5, 5.085 U1, 72
8, KAID 1 %KBEBDEREBALIZ, 2B E K10
HEDOFET, BEEIIHEE, BEL T3,

BREZISHITHS, BB WOBEER T, 14lic
P. morganii H3, D 4l GNR »HHI N, 1%
Atropine & FRHID 1 %/KIEHD EIBAHEAEL, 1 H1[E
LOg¥ES I ERHELT, 5~7 HEIK5.0g 2\
UT.0g %85 LTz, P. morganii, GNR pSi&tia hiz &
183, BEETACHRBBL CEPEYRLUIL, 20
i, B2, ©BFD, BHSE1BITH -1,

BEBEOEMZ, AEALVRANSEBEET, S
aureus, S. epidermidisiC k 2B R ESBRTH S, 1H
LOg MEHELT 7 HRGIZT. 0g 235 L1203, A~
WRADRREEL Y BMEILKERS LN, 89TH
212,

LR, ARORARISIIEHET, Eficts 7L
F-Rd 46 09, EHNGRICH b mERE,
FRBERE CREEAYRUI DI Th - 12,

m ®

IRRMARICISI B T-1982 DEKSAD 2 IR L
IR %, REHDCephem RIEHIE KB L TA 1z,

KRIDHE A2 b ik CMZY, CEZ? 1IWERIL s
D, 75 ABHEICET ARBEAE AL I D BT
B0, 5 nRHEREED H aegyptius iTiT L b DLW
BhxRUT,

Thid, ZE20M B ARLFMEFE A A AT RS, §
Ko vBownd CHEINAAOTHEERICOELYT
5DTh o120

BRIRDEED S. aureus DBZYEIL 6,25~25 pg/ml 1T
BTELT, CMZ, CEZ X h ERVSZHRICH - 12, gk
VRO Y ADLEEETIZ, TOTHRORE T3, 13~>100
pg/ml iIZHFE L, 12.5 pg/ml KATHEDWUBALNT,

CMZ, CEZ J b 3 ~5 EBRBERRESZH:Mlicd o 12, FAE &
DG FROEM2RT LD TH 5,

Tbb, AFIL s 5 tRMEICIIBERZEYRT
D, 77 AGHEINIZLIDbVEVWSTENTE S,

AKHEIDRABTORBUIZ I AN VL 5 TH S,

FE MR UL E T Bt L, FEIT50meg/kg
1EBELT, BTREKMITIZ 1 BRI #1T2.7 #g/ml D
peak fHdS% b, FElHI38.44% Th >12, F12, 50
mg/kg HIERTIE, 1/28R9%12 4.27 pg/ml D peak
Er2 5h,11.86%DEMETH 12, ZLTWITH S
4 6 BERIEIC b BT KABTEEVIEH I ATV 5,

Th¥ CMZV D & k-~ %1z, CMZ50 mg/kg 5
ETIBIEKANEED peak i3 1 BRI T2.6 #g/ml, B
mri39.29% CTh bH , ¥R TId1/285/ T 4.1 #g/ml,
Bt9.53% Th - 12, 2 LT, Bk, HEL & 4K
BITIIFEKRIT CMZ 254 & D 5N T EW,

fE->7T, T-1982 DFIBE/KATETIL, peak RFDHEBIX
i, WEs b CMZ DZNICERILU TV 505, HHGRs
RS T-1982 TL h RV LB LM TH 512,

RAEBANIL, SRS, BRMERE 1B BWE
TREMSA o, RAERHE, BERO CMZY i
NI Y HBREYRTEESA LN,

U LoXEBORS» S, KRNI 5 2RHE, B
T ZRBIUEICH L CHiEE, BEoWwThIBRBT
DRIFTHOEFmES LI &b b, EEKRELRT W
U2 B85 THRBP/F TR LD EEX ORI,

FERMNT, P. morganii, GNR D7 5 1 Ba¥A2E DE
BNCED S UBERNTVERLIZDA 25T, S. aureus,
S. epidermidis /3 & 25 LBUIREDOESNC L FLTH
212, AENZ2Fic1 B1@0.5g k12131, 08 #ix
LIZb DT, BRI EDEFIZ &) e BEEZIERIC
X, 1H2AESPHREINEINXDEEDLNS,

BIERE UTE IR~ Y § DI 72 <, MKHRE
(RBC, Ht, Hb, WBC, Plat., Eosino.), ff (GOT, GPT,
Al-p), & (BUN, S-Cr.) BEREAETEEEIIALD S
nizsh -1z,

Uk, T-1982 137 7 s 2485, BYREIC L 2 85
DIRBAEICT U T, BR 15 A7 Cephamycin A4 41
HThsrEEZ LN

BERA OG5 FBPHEE RS HILB L &
FET,
X 3
D KBEX, EZEX, KWEHLF, NI R, Xk
HER, /I 7 : Cefmetazole D REHYEH D
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oD E M, BEIKM B, Chemotherapy 29 I OV I B BR B9 4R 33—, Chemotherapy 18 (5) :805~
(6) : 631~635, 1981 811, 1970

2) =EEKE, KEERXR, REXHE, 4 EHE &F 3) FOEAFXFEREFLABEALRIRLE, FL
BT, IR : Cefazolin o REI WY ISH—EEM vEAI AL, T-19829)5%%, 1981

FUNDAMENTAL AND CLINICAL STUDIES ON T-1982
IN THE FIELD OF OPHTHALMOLOGY

Masao OoisHI and SHIGEO NAGAI
Department of Ophthalmology, Niigata University, School of Medicine

T-1982, a new cephamycin antibiotic, was fundamentally and clinically studied in the field of
ophthalmology.

T-1982 proved to be very active against gram-negative bacilli but less active than cefmetazole and
cefazolin against gram-positive cocci.

Susceptibility of 20 clinical isolates of S. aureus ranged 6.25~25 pg/ml and the peak noted in 15
strains (75%) was 12.5 pg/ml.

To examine intraocular penetration of the drug, a dose of 50 mg/kg was intramuscularly or intra-
venously administered to white mature rabbits. By intramuscular injection, the peak aqueé)us humor level
of 2.7 pg/ml was achieved at 1 hour and the ratio of aqueous level to blood level was 8.44% . By intra-
venous injection, the peak level of 4.27 pg/ml was achieved at 1/2 hour and the ratio was 11.86%. High
concentrations of the drug were observed in both outer and inner parts of the eye.

A total of 16 cases with hordeolum, acute dacryocystitis, corneal infiltration, corneal ulcer or corneal
abscess were treated with intramuscular injection of 0.5 g once a day or intravenous injection or intra-
venous drip infusion of 1.0 g once a day. The therapeutic responses were excellent in 4, good in 9 and fair
in 1 and poor in 2 cases. Thus, the efficacy rate was 81.3%.

Neither appreciable side effects nor abnormal findings in hematology and hepatic and renal function

were noted.



