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Table 1 Bacterial activity of CTRX against reference strains

Strains CMzZ CTX CBPZ CTRX
S. aureus FDA 209 P 0.78 1.56 25 3.13
S. epidermidis 1AM 1296 0.78 1.56
S. faecalis IFO 12580 >100 0.39 >100 1.56
E. coli NIHJ JC-2 0.78 0.2 £0.2 £0.2
C. freundii IFO 12681 3.13 £0.2 £0.2 £0.2
K. pneumoniae  PCI 602 <0.2 0.2 £0.2 <0.2
E. aerogenes ATCC 13048 100 £0.2 £0.2 £0.2
S. marcescens 1AM 1184 1.56 £0.2 0.2 <0.2
P. mirabilis ATCC 21100 0.78 0.2 <0.2 £0.2
P. vulgaris IFO 3045 1.56 <0.2 <0.2 <0.2
P. rettgeri IFO 13501 <£0.2 £0.2
P. aeruginosa NCTC 10490 >100 1.56 >100 6.25
A. calcoaceticus 1FO 12552 3.13 12.5
A. faecalis IFO 13111 0.78 0.2
C. freundii GN 346 50 12.5 6.25 12.5
K. pneumoniae  GN 69 0.78 0.2 <0.2 <0.2
K. pneumoniae  MS 12 1.56 £0.2 <0.2 0.2
E. cloacae MS 65 >100 3.13 12.5 6.25
P. morganii 1510 6.25 1.56 3.13 0.39
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Fig. 3 Sensitivity distribution Fig. 5 Urinary excretion of CTRX
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Table 3 Overall clinical efficacy of CTRX in complicated UTI

1 g X 1/day, 5 days treatment
Pyuria Efficacy on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated 2 ‘1 6 8 (57%)
Decreased 0 ( 0%)
Replaced 1 1 ( 1%)
Unchanged 1 4 5 (36%)
. . Case total
Efficacy on pyuria 2 (14%) 2 (14%) 10 (72%) 14
[:J Excellent 2 (14%)
l: Moderate 7 (50%) Overall effectiveness rate
9/14 (64%)
Poor (or Failed) S (36%)
Table 4 Overall clinical efficacy of CTRX classified by type of infection
Overall
No. of (Percent -
Group cases (of total) Excellent Moderate Poor effecrtalz':ness
1st group (Catheter indwelt) 9 ( 64%) 5 4 56%
2nd group (Post prostatectomy) 1 ( 7%) 1 100%
Single 3rd group (Upper UTI) 1 ( %) 1 100%
infection | 4th group (Lower UTI) 2 ( 14%) 1 1 50%
Sub total 13 ( 93%) 1 7 5
Sth group (Catheter indwelt) 1  7%) 1 100%
Mixed 6th group (No catheter indwelt)
infection
Sub total 1 ( 7%) 1
Total 14 (100%) 2 7 S 64%
2 B QAR A L 72 (Fig. 6)
R oy 9 % o0 23070 £ TA3,990ug/ml k 0. B K &8 S

Feh i <L 30~60%740 3.060ug/ml =LA@ LT
W Loy, 24 R T L 158ug/ml kS T o 7
QSN £ T M L2 T1% T - 72
30 kBRI E T L
SO P BT A R A ] Taelt CTRX 7
ATHEE), CTX 5200518 &, CTRX A0 2 b4 Lol oo 1

(Fig.5)

1. ¥RELUAHE

WAFIS6IE120] £ 05745 1 £ Tl e Kol i e
A ST I A I TRV 1] AU 13 RPN U B
PR B g 181 CTRX A L T2 il
Yok Mad L2z BRI BB YR DL, BRAC R )
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SELE UTT WFE 2o 400 G fill 4 o7 2 Wds & ol BT IR AR 2 60, PRATRS AT 2 B, BOGIAE 2 6, 1

(2L 72 st WIS SRAE b > TUR 1%, WoB ¥, ']'»;WcrﬂuLth
CTRX 1l 1 g4 40 fk‘)l)m] ZdEfE L, T H 1l N ERIBT OTH S

one shot G127 5 HIHELY- L FER 7, B9, JEBI2, AEBITTIE %S 01 ke
2. ERERALKE PEDTZHBRIMI X L 72 HPBEA TR 1400 5 1, ¥
1) # R Y 2480, Arh 7, WERh S BTRRG AT Ah4H364% TH -
CTRX ¥ 225 o fal i Table 2 (= i1 = » 7: (Table 3 ). #iLHEEERZ BRI P % Fna+ 5 +

CTh 2 SERERID LT, WA 4, i 4 ), (Table 4 ), WA GIEA 3] X 55 ThHh 25, 47—

Table 5 Bacteriological response to CTRX in
complicated UTI

Isolates ggjﬁg Eradicated | Persisted*
S. epidermidis 3 2( 75%) 1
S. faecalis 1 1 (100%)
E. coli 1 1 (100%)
K. pneumoniae 1 1 (100%)
P. mirabilis 1 1 (100%)
P. morganii 1 1 (100%)
P. rettgeri 1 1 (100%)
S. marcescens 1 0( 0%) 1
P. aeruginosa 4 2(50%) 2
P. putida 1 0( 0%) 1
Total 15 10 ( 67%) S

* Persisted : Regardless of bacterial count

ey ERh 5 fl;lji}!/) 4190 74
filbor 1601355 4 BEZIB L,
WAy Poaeruginosa H R

T IV 1 BEAY 9 91 4
ZOFEIHH T EINT
BT =T ILIERE 20T
Xz,
20 MRS
CTRX & - 02 IS S0 o0 = AL72 (R BRI 15FR T
7 H108k (67% ) A )L 7z (Table 5), kL %dh -
725 Hix Pooaeruginosa 2 ¥k (MIC {225ug/ml X >100
ug/ml), S, epidermidis 1tk (MIC (26.25ug/ml), S.
marcescens 1 ¥ (MIC 1312 5ug/mli, P putida 1 ¥

(MIC 1312.5ug/ml) T %o 72, M E R = MIC &
DR A Table 6 (2030 7:9% {re#iz 3 ~76.25ug
ml UL o MIC % 5% Tlrl h-7:

ARAE GBI 72 4 BT h - 72 2T gl

cose non fermentating gram negative rod (NF-GNR)
TH -7 (Table 7)

30wl

18 D TR O S 2 17— 72 JEB 91250 T
GOT371LU. »1431L.U.,GPT 14 1L.U. —891.U., ALP 8.1

Table 6 Relation between MIC and bacteriological response in CTRX treatment

Inoculum size 10¢ cells/ml

MIC (ug/ml)
Total
<0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 2100

S. epidermidis 0/1 1/1 1/1 2/3
S. faecalis 1/1 1/1
E. coli 1/1 1/1
K. pneumoniae 1/1 1/1
P. mirabilis 1/1 1/1
P. morganii 1/1 1/1
P. rettgeri 1/1 1/1
S. marcescens 0/1 0/1
P. aeruginosa 2/3 0/1 2/4
P. putida 0/1 0/1

5/5 0/1 2/4 3/4 0/1 10/15

(100%) (50%) | (50%) | (75%) (100%) (67%)
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Table 7 Strains appearing after CTRX treatment
in complicated UTI

Isolates No. of strains (%)
NF-GNR* ‘ 4
Total 4

*NF-GNR: Glucose non fermentating gram negative rod

lactam FHC LA e b Tl L Lev b i A4 {5 2
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WL LM IR e L2 Al 2 20 A L o 7; LA
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Oy Wbty —7ix e L O L 0 ~3000 712,740
ug'ml = CTRX 1 gone shot Sy =i0 2L 93
fi5 b SRR T4 B A0, C. freundil GN 3468901 MIC(12.5

pg/ml covering time (7> 175 SHERIIZ T % 'Z’» s
Ji. CTRX @)1 MIC covering time (341} 2 L /250
SO P ORI e A b = 2, CTRX

LTI CTX TUE2005 0 5, CTRX 12 2 (720 ool
CH RIS B 2 a2 2 40 7 O'GrADY™ & BERS 9 GYE 7)

ii'fmt'i Ay 72 TR OO} ’lim DT B koo

o ARENE oL i T S 2L s T
T AL T LY TR A bl ) S W
NGRS N /RN e
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Table 8 Changes in laboratory test results

Deteriorated (Relation to the drug)
Item Total No. — Un- Improv-
of €ases | pefinite | Probable | Possible | Sub total | Probably | Definitely | gyp torq) changed | ed

RBC 18 (100%) 17 ( 94%) | 1 (6%)
Hb 18 (100%) 17( 94%) | 1 (6%)
WBC 18 (100%) 1 (6%) 16 ( 88%)| 1 (6%)
Platelet | 18 (100%) 18 (100%)
S-GOT | 18 (100%) 1 1 (6%) 16 ( 88%)| 1 (6%)
S-GPT | 18 (100%) 1 1 (6%) 16 ( 88%) | 1 (6%)
Al-P 18 (100%) 1 1 (6%) 17 ( 94%)
BUN 18 (100%) 18 (100%)
S-Creat. | 18 (100%) 18 (100%)

No. of cases with 1 1

deteriorated result
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EXPERIMENTAL AND CLINICAL STUDIES ON CEFTRIAXONE (Ro 13-9904)
IN URINARY TRACT INFECTIONS

SHINICHI MAEDA, OSAMU SETSUDA, SEJI MATSUDA,
TAKASHI DEGUCHI, YUKIMICHI KAwADA and TSUNEO NISHIURA
Department of Urology, Gifu University School of Medicine
RYOICHI SHIMAZU
Department Urology, Hikone City Hospital

Antimicrobial activities against urinary bacteria, urinary concentration and clinical efficacies on com-
plicated urinary tract infections of ceftriaxone (CTRX, Ro 13-9904), a new cephem antibiotic were studied.
The results were summarized as follows;

1) MICs of CTRX and cefotaxime for 93 strains of ampicillin-resistant E. coli and 48 strains of
indole positive Proteus isolated from patients with urinary tract infections were determined by a plate
dilution method. MICs of CTRX were lower than 0.2 ug/ml for 92 strains and 1.56 ug/ml for 1 strain of 93
strains of ampicillin-resistant E. coli. MICs of CTRX were lower than 0.2 pg/ml for 38 strains of 48 strains of
indole positive Proteus and all 48 strains were inhibited by concentration lower than 3.13 ug/ml. Antimicro-
bial activities of CTRX against urinary E. coli and indole positive Proteus were similar to that of cefotaxime.

2) An average urinary concentration of CTRX achieved at 24 hours after intravenous administration of
1 g dose in healthy volunteers was 158 ug/ml.

3) Suppression time of CTRX for C. freundii GN 346 in an in vitro model of the urinary bladder in
which condition of exposure of bacteria to antibacterial drugs which exist in the treatment of cystitis are
simulated was 47 hours, where as that of CTX, MIC of which for that strain was identical to that of CTRX,
was 20 hours.

4) 18 patients with complicated urinary tract infections were treated with CTRX at the dose of 1
g once a day for 5 days but 4 patients were excluded from evaluation of clinical efficacies due to negative
bacteriuria before treatment. Overall clinical efficacies of the treatment in 14 patients were excellent in 2,
moderate in 7 and poor in 5 patients, the overall effectiveness rate being 64%.

S) Side effects were evaluated in all 18 patients. Moderate and transient elevation of GOT, GPT and
ALP was observed in 1 patient.

6) CTRX was considered useful in the treatment of complicated urinary tract infections.



