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AR, EDEISBRNINBEEOIRAFS5 —
FickomiknEahn, EHEAETSD 5 ritipenem
(RIPM) & LTHRENEZRET 2 0 N5 9/ Th
3, AFHIZT S LBUREB LU S LRI UL
ARY7 NS LEEHL, $IT Staphylococcus aureus,
Enterococcus faecalis HFDIFKMD 75 LIBHRE, F
t- Bacteroides fragilis £4 13 U & T 2SR ot

LTENIRENZBELTVWBE Y,

AEIFE A IAMNKFUMREHEZILDET S 11 R
OWRBFHIBWT, BRI REYE & & MR
BERIEC LTAREZERA L, BRUREL2MEER
Lt

wRIE, 1990F7THAXD 191 F 8 B TORMICER
BEEZZLIARSLUARRET, UTI E¥TME
Bt (E3ROY ICTED 2 HMMIRERIE, WHEKR

BERRARE IS AR 2155 Lz, ok, RBRICEILDHRE
ZOREE B, 15 5EEMMERBRGEICE 1E
250 mg 2 1 H 3@, 3~7H &S E L, BBERE
REAE 12 1 B 150~500 mg 2 1 B 3[@, 3~ 9 HFE#%
& ULk, BRMREIZ, UTI EHFMELE (563K
IS U MTEE EREMEE AT, o, B2
HIcB L Tid. B EMBIEROE KL L VBERREE
ICRIETREICOWTRE L,

BENRI2HT, FORNRIBUHEAEBRER
1), BEtEBEnrEREbE s 8 i, MMM RER 40, HK
HERERE R 39 I TH D, ZTOBREHR%E Table 11IR L7

FHHIT, 17T~84 BITHA L 60~T0 AR HE <,
HRITII B 22 ), ik 30 FITH - 7oo WHEMER G
PEOEMEBRTIIMBEREBER? 17HEELEL,
RICHISBRAE KIE 6 & CRILARIMT %, X SICEBB LU

Table 1. Background of patients treated with ritipenem acoxil

No. of patients
Item - - Total
complicated UTI |uncomplicated UTI
17~19 1 1
20~29 3 3 6
30~39 1 2 3
40~49 2 1 3
Age (V) 50~59 8 2 10
60~69 13 1 14
70~179 14 14
80~84 1 1
Sex Male 22 22
Female 21 9 30
Diagnosis ggg 33 ﬁgg L 52
NGB 17 17
BPH/postoperative 8 8
Underlying Stone 3 3
disease Tumor/cancer 6 6
Other single disease 4 4
Two diseases 5 5
<10* 7 7
10* 3 1 4
P
g:tcrtea.tm‘.mt 108 3 2 5
eriuria 108 6 4 10
210" 24 2 26
(=) (0~ 4cells/HPF) 2 2
Pretreatment (£) (5~ 9cells/HPF) 1 1
uria (+) (10~ 29 cells/HPF) 6 4 10
Py (#) (30 Sless than half field) 8 1 9
(#) (over half field) 26 4 30
Total 43 9 52

CCP : chronic complicated pyelonephritis
CCC : chronic complicated cystitis

NGB : neurogenic bladder

BPH : benign prostatic hypertrophy

AUP : acute uncomplicated pyelonephritis
AUC : acute uncomplicated cystitis
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BIRET, BEATOMEIR I 36 FlA 100 LET, K
FRIZWOFN+LUETH - 72,

AHERE Lo B RIERBRAE 9 flo 5 B, UTI
RNFMBEEIC AT L EF 3 2B BE 2 5 FloD
ATH->1, 2HFHTEMRIT 5/5 TH-1:

(Table 2), MIEFHI%HETIZ MIC 2% 0.39ug/ml @D
Escherichia coli H\ 4 ¥k, 25ug/ml @ Staphylococcus
saprophyticus N 1 BkBRH I N/ W L2BHHE L

(Table 3, 4), ¥/, REHRHAFIBRHLNI
Mot

EMEME PR BR RREMIE 43 B0 5 B, UTI A FFMmE LI
BB UIEFIZBATELN 136, B 1261, EEH8H)
THREBRSEIL75.8%Tdh -7z (Table 5), EBIRK

WEBRITIIEB 2 BN 2 PRI L B, R 1H, 38
M3 FIhep Y, 548024 FIHEL 126, HE 8
B, W4, BoBN1IFOLTERY, F6EHM3H
REM LA, BMehliTh-to £, HF—FLHE
Pl 1 BlOATER, #7—TILERREIZ 32 HT,
1361, B 116, W8 HITdH -7 (Table 6),
RS RAERDEIZL B 150 mgX 3ERE5E 6 fiT
2, Eoofl, BH2Hl, BH2BITHEYHRIT 4/, 1
H 200 mgX 3EI&SEIFITIE, EX44, HHh4
#l, #m1FITEHEIZL/9, 1H 250 mgx 3EKE
BafiT3, EH3F, BUHLIOATEYEIL 44, £12
1B 500 mgX 3EEH 4F T, E46, B
54, %5 FTHEDEIL64,3%Th -7 (Table 7).

Table 2. Overall clinical efficacy of ritipenem acoxil in acute uncomplicated cystitis
Symptoms Resolved Improved Persisted Effect on
Pyuria cleared | decreased |unchanged | cleared | decreased |unchanged | cleared | decreased |unchanged | bacteriuria
eliminated 5 5
Bacteriuria decreased
(replaced)
unchanged
Effect on pain 5 '
on micturition patient total
Effect on pyuria 5 ’
Excellent 5

Moderate

overall efficacy rate
5/5

Poor

I

Table 3. Bacteriological response to ritipenem acoxil
in acute uncomplicated cystitis

Isolate No. of strains| Eradicated Persisted*
E. coli 4 4
S. saprophyticus 1 1

Total 5 5

+ : regardless of bacterial count

Table 4. Relation between MIC and bacteriological response to ritipenem acoxil treatment in acute
uncomplicated cystitis
MIC (ug/ml) Inoculum size : 10° cfu/ml
Isolate Total
=0.06| 0.1 0.2 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | >100

E. coli 4/4 4/4
S. saprophyticus 1/1 1/1
Total 4/4 1/1 5/5




vOL.43 S§-3

FREERRGE 1< 9 5 RIPM-AC DOEERREIR ST

533

Table 5. Overall clinical efficacy of ritipenem acoxil in complicated UTI

Bacteriuria Pyuria Cleared Decreased Unchanged bggee(r:':uor?a
Eliminated 13 3 5 21 (63.6%)
Decreased 1 1 (3.0%)
Replaced 3 1 4 (12.1%)
Unchanged 2 5 7 (21.2%)
Effect on pyuria 14 (42.4%) 8 (24.2%) 11 (33.3%) patient total 33
[ Excellent 13 (39, 4%)

E:] Moderate 12 (36.4%) ovg;?;; ef(f;;‘al;:uy/o ;‘ate
. 8 (24.2%)

Table 6. Overall clinical efficacy of ritipenem acoxil by type of infection

Group (;I:Iec;'(::ritp;‘ut:::sl) Excellent | Moderate Poor Ovi;a;‘lel ?Zl)c acy
1st group
(catheter indwelling)
2?go§:i)gfostatectomy) 2 (6.1 1 ! 12
MorAlomicArobial 3rd group
infection (upper UTI) 3 (9.1 3 0/3
4th group 24 (72.7) 12 8 4 20/24 (83,3)
(lower UTD) )
sub—total 29 (87.9) 12 9 8 21/29 (72.4)
szzai;:r;- indwelling) 1 (3.0 ! 1
Pol.ymicrobial 6th group
infection (no catheter indwelling) 8 (8D ! 2 33
sub—total 4 (12.D 1 3 4/4
Total 33 ( 100) 13 12 8 25/33 (75.8)
Indwelling catheter (i(:c:rfxtp:fhti r::j) Excellent | Moderate Poor Ovi;ahlal ?;21)0 acy
Yes 1 (3.0 1 1/1
No 32 (97.0) 13 11 24/32 (75.0)
Total 33 ( 1000 13 12 8 25/33 (75.8)

Table 7. Overall clinical efficacy of ritipenem acoxil classified by daily dose in complicated

UTI

Daily dose No. of patients Overall efficacy rate
(mg X times) (percent of total) Excellent Moderate Poor %)

150 X 3 6 (18.2) 2 2 2 4/6

200 X 3 9 (27.3) 4 4 1 8/9

250 X 3 4 (12.1) 3 1 4/4

500 X 3 14 (42.4 4 5 9/14 (64.3)

Total 33 ( 100) 13 12 8 25/33 (75.8)
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Table 8. Bacteriological response to ritipenem acoxil in complicated UTI
Isolate No. of strains | Eradicated (%) Persisted*
S. aureus 3 3
S. epidermidis 2 2
@+ Coag(’—) staphylococci 4 3 1
S. equinus 1 1
E. faecalis 3 2 1
Sub-total 13 11 (84.6) 2
E. coli 5 4 1
K. pneumoniae 5 5
K. oxytoca 1 1
E. aerogenes 2 2
E. cloacae 3 3
G- S. m?rces.c‘ens 2 2
P. mirabilis 1 1
C. freundii 2 1 1
P. stuartii 1 1
P. aeruginosa 2 2
Alcaligenes sp. 1 1
Sub-total 25 19 (76.0)
Total 38 30 (78.9)

+« ! regardless of bacterial count

B FAYICIT 38 BRe 30 BRANHR L, 2K T 78.9% D
HHAERTH -7 (Table 8), T/, HERHBEI,
T7SLGHES KR 7T LEHE 6K, YLO 2HES
T 13 TH -7 (Table 9), KiZ, HEEED MIC 43
#i% Table 10 I/R L7z 75 LIBHEE 13 BRICBIL T
X, 25 ug/ml D coagulase—negative staphylococci 1
BERC 12 #k4%, 3.13 ug/ml ITFICA/H L TWi, i
B, FH L 72 coagulase—negative staphylococci, E.
faecalis &% 1 %D MIC 3F N £ 41<0.025 £ g/ml,
3.13ug/ml TH-teo 77 LEHE 25 ¥k MIC i3,
0.24g/ml~>100 ¢ g/ml LRI BH LTV, 2D
956, E coli 5%I1327T 0.18ug/ml LATFTH D,
Klebsiella pneumoniae 1 5 %R 2 TH 1.56 ug/ml LI'F
Th -7, BIHEKERDIE Pseudomonas aeruginosa
32T 100 £ g/ml Ll EDFE W MIC %R L 72,

FREHEICL2BERMRIZ, BUHEMUEBEERD
1BIRBHT, SHBEERER T8 FIhED 76
B 16T, BMUERBRRELEOEHRIZ I T
Hoteo BHUEBREBRTI, 460FSD1H, PPE
%h2 Bl M3h1HIT WEEBEREDIFTIE, E
106, Bz 176, PLER 26, 8|H9F, ¥EREE
16IThHy, HHEMREBRRELEOENERIL 66.7%
T&% -7 (Table1l),

L2MIBT B RETIE 52 BleflicoWTiTbhir,

BfEMBIERAL LTR, BEOTHN 44, BE0L
SREERB IUVFHRARELNZ L 1 HlicBHohl, T
NoDEFOKRSRIZ, £7T1H 500 mgx 3EKkGE
T& - 17: (Table 12), 7, BERREBEORELH
i3, REZER L 49 Fid 2 FlLICRESBELY,
GOT - GPT - &3Vl x5uo—)Lo LR, GOT ®L#H,
GPT O LR E 4 1 flicBonfcd AR EOEBED
BHond, o, WIFhLBEDO LR CRERLEELE

Table 9. Strains* appearing after ritipenem
acoxil treatment in complicated UTI

Isolate No. of strains

S. epidermidis 1

Coag(—) staphylococci
E. faecalis
E. faecium
E.
E. cloacae
P,

P. aeruginosa

coli

vulgaris

X. maltophilia
YLO

A G R N SR

Total

= : regardless of bacterial count

—
w
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Table 10. Relation between MIC and bacteriological response to ritipenem acoxil treatment in complicated

UTI
Isolate MIC (zg/ml) Inoculum size : 10° cfu/ml Total
<0025 0.05 | 0.1 | 02 | 039 | 0.78 | 1.6 | 313 | 6.5 | 125 | 25 | 50 | 100 [>100 | (K)
S. aureus 111 /1 | 111 3/3
S. epidermidis 1/1 1/1 2/2
@+ Coag(—) staphylococci 0/1 2/2 1/1 3/4
S. equinus 1/1 1/1
E. faecalis /1 | 1/2 2/3
Sub-total 2/3 22 | 22 | 1N /1 | 1/1 | 1/2 1/1 11/13 (84.6)
E. coli /1 1/1 2/3 4/5
K. pneumoniae 11 2/2 1/1 171 5/5
K. oxytoca 0/1 0/1
E. aerogenes 11 171 2/2
E. cloacae 2/2 | 11 3/3
S. marcescens /1 11 2/2
O B mirabiti o 1
C. freundii 1/1 0/1 1/2
P. stuartii 1/1 1/1
P. aeruginosa 0/2 0/2
Alcaligenes sp. 1/1 1/1
Sub-total 3/3 | 4/5 3/4 | 2/3 3/3 3/3 0/1 1/1 0/2 |19/25 (76.0)
Total 2/3 2/2 5/5 5/6 4/5 3/4 1/2 3/3 3/3 1/1 0/1 11 0/2 |30/38 (78.9)

Table 11. Clinical effect of ritipenem acoxil according to attending physician

. . Clinical effect )
Diagnosis - Efficacy rate (%)
excellent good fair poor unknown
Acute uncomplicated
", 1 1/1

pyelonephritis
Acu'te‘ uncomplicated 7 1 8/8
cystitis
Chronic cOfn.phcated 1 9 1 1/4
pyelonephritis
Chronic complicated 10 17 2 9 1 27/38 (71.1)
cystitis

Total 17 20 4 10 1 37/51 (72.5)

Table 12. Side effects
) Daily dose (mg Xtimes)
No. of patients
Item with side effect
0 150 X3 200 x 3 250 X3 400 X3 500 X3
%

Itching 1 1
Stomach Discomfort 1 1
Diarrhea 4 4
Total No. of patients 6 6
with side effects (%)* (11.5) (33.3)
Total No. of patients 52 6 1 16 . 18
evaluated

* : No. of patients with side effect / Total No. of patients evaluated x 100
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Table 13, Abnormal laboratory findings
Daily d Xt )
No. of patients with aily dose (meg X times
Item abnormal laboratory
findings (%) 160 X3 200 X3 260 X3 400 X3 500 X3
GOT ¢t 1 1
GPT ¢ 1 1
GOT* - GPT?t 1 1
T-cholesterol *
U-protein 2 1 1
Total No. of patients
with abnormal labora- S 2 2 !
tory findings (%) (10.2) (20.0) (13,3) (5.9
Total No. of patients 49 6 10 15 1 17
evaluated
+ : No. of patients with abnormal laboratory findings / Total No. of patients evaluated X 100
BBHDTRBWEEZL SN/ (Table13), X L

SEIORFTTIE, BHEEMMERERRE I L TE,
UTI EHFHBLICEB L5 Fl@finESERL,
HHMHRERBRLEICH LT, UTI EMFHmELEICE
DCHETHEHRIZ 158% LS, EHERD 394% &
METEA/ERER LI, ChooiERIE, thoRO+
7 = LH|TdH 3 cefteram—pivoxil (CFTM-PI)(F %
R 66.5 %), cefpodoxime—proxetil (CPDX-PR)
(BUR 64.7%) LHRTHENT W, HEFERIC
{3 coagulase—negative staphylococci, E. faecalis,
P. aeruginosa FICEGFEMNR o/, 2&MICIE
BINEBVEHEARER LI, £/, K2MHICBLT
3, BETRS50EIfEAS 1 H 500 mg X 3 EHRE5E#
CeflRH oI, LUEDIELD, FENIIREREE
It L CIERNBERAEOHSGHRAERTHELEEAS
i,

2)

3)

4)

5)

Mitsuhashi S, Takagi S In vitro antibac-
terial activity of FCE 22101 and its stability to
B —lactamases, Penem Antibiotics : 13~39,
1991
J. P. Maskell, Tu Tang, S. Asad and J. D.
Williams Comparative inhibitory and ba-
activities of FCE 22101 against
Gram —positive cocci and anaerobes in vitro.
J Antimicrob Chemother Suppl. C (23) : 65~
74, 1989
KB IERK, fib (UTIBFZES) : UTI EXhFREmELE
(% 3H/R)o Chemotherapy 34 408~441, 1986
EH B:F BEEALEREFRKE HEX
YURYY L, T-2588, B, 1985
BEEF— : F 35 OHALEREFRBR, FE
vvRY YT L, CS-807, &F, 1987

ctericidal
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Clinical studies on ritipenem acoxil in urological infections
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We used a new oral penem antibiotic, ritipenem acoxil (RIPM—-AC), in the treatment of urinary
tract infections (UTI) to investigate its clinical efficacy and safety.
1) In 5 cases of acute uncomplicated cystitis (AUC) , the results were excellent in all cases.
2) In 33 cases of chronic complicated UTI, the results were excellent in 13 cases, moderate in 12
cases and poor in 8 cases, an overall efficacy rate of 75.8%.
3) Bacteriologically, 5 of 5 strains were eradicated in AUC cases and 30 of 38 strains (78.9%) in
complicated UTI cases.
4) As side effects, diarrhea in 4 patients and itching in 1 patient and stomach discomfort in 1

patient were observed. Abnormal laboratory findings found in 5 patients included elevation of
GOT, GPT, GOT * GPT + T—cholesterol and U-protein.



