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Table 1. Background of patients (60 cases)
()%
Age (yr) 16~19 4 (6.7
20~29 10 (16.7)
30~39 11 (18.3)
40~49 8 (13.3)
50~59 14 (23.3)
60~69 12 (20.0)
=70 1 @7
mean £ S.D. 44.5£16.0
min~max 17~70
Menopause premenopausal 33 (55.0)
postmenopausal 27 (45.0)
Duration until medication 0~ 1 19 (31.7)
from onset 2~ 3 18 (30.0)
(days) 4~ 5 11 (18.3)
6~ 7 8 (13.3)
8~10 4 (6.7
mean *S.D. 3.3£2.6
min~max 0~10
History of cystitis no 33 (55.0)
yes 27 (45.0)
Urinary symptom 4 weeks no 58 (96.7)
before onset yes 2 (3.3
Complication no 59 (98.3)
yes 1 (17
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Table 2. Effect on subjective symptoms and pyuria
Before treatment After treatment (4~6 days) 5~9 days after treatment
Items Grade
60 cases 60 cases 13 cases
Subjective micturition pain + o+ + 5 (8.3) 0 p<0.0001 0 p=0.0010
symptoms + + 28 (46.7) 0
+ 23 (38.3) 2 (3.3) 1 17
- 4 (6.7 58 (96.7) 12 (92.3)
discomfort on +++ 5 (8.3) 0 p<0.0001 0 p=0.0002
micturition ++ 23 (38.3) 1 7 1 (7.7
+ 29 (48.3) 3 (5.0
- 3 (5.0 56 (93.3) 12 (92.3)
urgency ++ + 2 (3.3) 0 p<0.0001 0 p=0.0039
++ 7 (11.7) 0 1 (7.7
+ 26 (43.3) 1 (1.7 0
- 25 (41.7) 59 (98.3) 12 (92.3)
suprapubic pain +++ 2 (3.3) 0 p=0.0001 0 p=0.0625
++ 3 (5.0 1 1.7 0
+ 12 (20.0) 2 (3.3
- 43 (71.7) 57 (95.0) 13 (100.0)
Pyuria =100 WBCs/mm® +t 45 (75.0) 1 @7 p<0.0001 1 (7.7 p=0.0005
30~99 WBCs/mm’ + + 11 (18.3) 1 (1.7 0
10~29 WBCs/mm®  + 4 (6.7 8 (13.3) 3 (23.1)
0~ 9WBCs/mm’  — 0 50 (83.3) 9 (69.2)
(): %  Test: Wilcoxon signed rank test
N , » W PR 2R % Bl L 72 60 JEBIIC 3517 2 CFDN £ 3E i
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Effect on subjective symptoms cleared 58 (96.7 - o S .
deorensod 5 (3.3 W@J%%)T%ﬁ@%btﬁ,3ﬂfﬁmb,9%
unchanged 0 THERMRAR 5172 (Table4),
Effect on pyuria normalized 50 (83.3) BLIE ﬁﬁ RS N RER *ﬁ OF i) % 13 ﬁ\iﬁ %
improved 7 (11.7) Table 5 |27~ L7z Staphylococcus JED 9 FRIZF £ T
unchanged 3 (5.0 L7 E. coli T1H, CFDN iZ MIC>64 ug/mL ®
Effect on bacteriuria eliminated 54 (EZO. 0; %fﬁﬂﬂ]“lﬁ%ﬁ‘& Sh7 753*’ % hu%@;ﬁ X @—,\ <025
decreased 2 (8.3 . o .
replaced 3 (5.0) ug/mL OBEN &M %2R L72s Staphylococcus J& D
unchanged 1 @7 9 ¥kix MIC 0.06~2 ,ug/mL Iz J}%ﬁ‘ L7245, )) L 6 BRI
Overall clinical efficacy excellent 43 (71.7) 0.25 ug/mL S 25) 5720 7 2 A 7“?‘\;%; 1z ﬂﬂﬂi@ fﬁJ D yﬁ 2
moderate 17 (28.3) E. faecalis & CFDN (213 d 5 DK Z M % /R 31k
failure 0
% otz o
Bateriological response eradicated 57 (95.0) ?Q;‘gf'f%T 5 2 R e L ﬁ‘f/ﬁ HEn 8RBT
continued 3 (5.0) N , . e o
= 2HEROWED £ 0TS O % HIAEZ Y % Table
5~9 days after treatment (13 cases) 612 L7 B THOSMEOE I3 wEFh b L%
Clinical outcome fc.l.luﬂe 1? (Sziii &, IS AV S N IER RS R B W CEDT
ailure .
e . 3 023 HY, 2BNIHENTH o720 EF KM 7z CFDN
. . . t 1 t . e —_ . 4 N 74
icrobiological outcome er:;aillcjr;on vy R AR L7 B, coli b RIS I LT 7,
. BHER SR ERTREE THBE L 2MEIE, E.
ailure: relapse 1
reinfection faecalis (No.9), E. coli (No.16), Staphylococcus
Overall outcome cure 12 (92.3) epidermidis (NO' 41) T Zé) o7z ﬁi’ w» T n {) ;Fﬁ Hj %i
failure 1 @7 EHEEERT L D o TB YLD B ofe 2DHHD

26 (No.9 & No.41) TOHEEREIE, 75 ABEERE
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Table 4. Organisms isolated
Before treatment After treatment Eradication rate
Species
strains (%) continued replaced (%)
GNR

E. coli 40 (66.7) 1 0 97.5
K pneumoniae 2 (8.3) 0 1 100
P. mirabilis 3 (5.0) 0 0 100
P. vulgaris 2 (8.3) 0 0 100
P. rettgeri 1 1.7 0 0 100
M. morganii 1 (1.7 0 0 100
E. cloacae 1 (1.7) 0 1 100
C. freundii 1 (1.7) 0 0 100
S. maltophilia 1 1.7 0 0 100
F. odoratum 1 (1.7) 0 0 100
B. pickettii 1 7 0 0 100
C. braakii 0 1

Total 54 3

GPC

S. aureus 1 (1.7 0 0 100
S. epidermidis 2 (8.3) 1 1 50
S. xylosus 3 (5.0) 0 0 100
S. saprophyticus 1 (1.7) 0 0 100
S. simulans 1 (1.7 0 0 100
S. warneri 0 1
S. auricularis 0 1
Staphylococcus sp. (CNS) 1 (1.7) 0 0 100
S. agalactiae 5 (8.3) 0 0 100
E. faecalis 8 (13.3) 1 0 87.5
E. faecium 1 (1.7) 0 0 100
E. avium 0 2
E. gallinarum 0 1
Enterococcus sp. 2 (8.3) 0 0 100

Total 25 6

Total (60 cases) 79 9 95. 0 (per cases)
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OWEDPD T OLRKTH > 720 No.16 TIIW I
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Table 5. MIC distribution of main organisms isolated before therapy
Organism Drug =0.03 0.06 0.13 0.25 0.5 1 2 4 8 16 32 64 >64 MICs, MICyo
E. coli CFDN 1 5 16 17 1 0.13 0.25
40 strains CFIX 3 2 7 22 5 1 0.25 0.5
CCL 2 13 20 2 2 1 1 2
CFPN 1 7 27 4 1 0.25 0.5
CDTR 3 5 26 3 2 0.13 0.25
AMPC 2 3 11 14 1 9 4 >64
NFLX 6 30 1 2 1 0.06 0.06
LVFX 24 12 1 2 =<0.03 0.06
E. faecalis CFDN 1 4 1 1 1 0.5 32
8 strains CFIX 1 3 2 2 4 >64
CCL 2 4 1 1 32 >64
CFPN 1 2 3 1 1 2 >64
CDTR 1 5 1 1 1 >64
AMPC 1 6 0.5 1
NFLX 4 1 1 4 >64
LVFX 6 1 1 1 16
Staphylococci CFDN 1 6 1 1 0.25 2
9 strains CFIX 1 1 4 3 32 64
CCL 1 2 5 1 2
CFPN 1 1 4 3 1 2
CDTR 1 6 2 1 2
AMPC 2 6 1 0.5 4
NFLX 1 6 1 1 2 16
LVFX 6 2 1 0.5 4

CFDN: cefdinir, CFIX: cefixime, CCL: cefaclor, CFPN: cefcapene, CDTR: cefditoren, AMPC: amoxicillin, NFLX: norfloxacin,

LVFX: levofloxacin

LOTHAH) o HIERTEITHEB INLRO LTI,

Enterococcus avium, Enterococcus gallinarum ,

Enterobacter cloacae, Citrobacter braakii &\»- 72
CFDN B E &2 R L7z WkE D & - 7278, W=idd
e BHIEL B ON TV Z L h SR E®RE N
DERNDTIE RV L SNz BESEFIA S OHME A
e L7226 (No.9 & No.41) T, FREAZ T A
Btk BRI C©, PEEANCITEBNTEO 3L LThlEsh
TWbIlREXY, WAARWDOHRD A R L7z etk 0
BWEHEENT, No. 16 TIIHERKL L TWDE D
OO, BEEEDE. coli HFHE LTz AFEEZHEED
RIELA-ZEIZHCHESNTEY, FHoMiIEE
T o7z

SV LA IR IDE 2 139 B BRIR IR RIS o Ww T,
CFDN I3 B Z&H; o R iR B IZ B W CEN A w1 % R
L72Y CONFRIZAEAS1 0 50mg1 H 2 1A5 11
200mg1l H3M, #5EHEL3IHI0HME S TS
FTHo7eh, UTI Rl ®E G5 3 M) 12X % H
ENRETH > 72 83EBITIX, AR, WHIEL D
2 98.8%, EHEMFTT704% L E o720 TDHENTS
EOBFFERUHRED 118 100mg1 H 3 M 3 HETO
16 IO H AT 93.7% (FER=1% 68.7%), WiHER
100% T& o 720 S OFERHIFRHA Tld UTI Jk# (2 #H
L CHGEE L 7278, 3 L7z 60 B2 BT 5 A% I1Z 100
% (FERF: 11.7%), WIHKFRIZ 95% & IR & [H

FOMRBEPHE LN, £, HEXKT 1HEMED
BAIZFRBED D %2 < 13 Bl O A THEHR L 92.3% T
bHo727h, HIHOWME 21791213 S SIHEFOBRH L
YWThb,

il #% ® CFDN @ Sk HAPEREIE 2612 BRAE L 72 Bof
AR TIIFER I N LD o720 B TORGED Z L WS,
cefaclor (CCL) & DB 74T CFDN 1 [5] 100
mglH2M 5 HEO&RG 2TV, #THSNH9HD
] 5€ T clinical cure 7% 90.8%, microbiological response
D94.6% LWV BTEND B, BEFE TICHMEEE &
D7z R &R %5 CFDN O A %13 E, RO
AT 82.9% (271 61/327 B1)”, illi#k 6 4 O F A
T90.9% (1,537 #1/1,691 #I) " L HE SN Twb,

CFDN O 2P BB B 2 10k 3 2 BRI 2w
TIE, BRIE 2 2BEDP Vv, Bk L7z & 9 %KD
REBR, FEIED S OHHER CFDN OB HEVEE I 45 T Dk
BIHEHD LD o 72OWEIRTHAH . —HRICETH
fuERE e o W E N 5 25 7 H 4 traditional &
3N, 3 HRMA® short course, & 52 one—day therapy
%> single dose therapy 2SEMH SN T 5 &) DA
KTHar"?, 7Vt uFx ) oy RIE T single dose
TOHIEZ BR7ZZHEPHRATWDH, €7 = 05%
3Tl single dose DAHRIMEIZTHZENTH ™, B
TS M OFED & 9 7% short course TDIRETDSLE
Th»r9. bbAHA, IENLFMD70 I HERER %
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Table 6. Cases in which organisms isolated after therapy
Case Age Poi.nt of Clinical Organism MIC: ug/mL
no. examinatior efficacy CFU/mL CFDN CFIX CCL CFPN CDTR AMPC NFLX LVFX
9 45 B 1 C. freundii 107 0.13 0.13 1 0.13 0.13 2 0.06 =0.03
E. faecalis 10* 2 8 32 2 1 0.5 2 1
A 4 moderate E. faecalis <10° 0.5 4 32 2 2 0.5 4 1
12 69 B 1 P. vulgaris 107 2 =0.03 64 =0.03 =0.03 >64 0.06 0.06
M. morganii 107 0.25 0.13 8 0.06 0.06 64 =<0.03 =0.03
A 4 moderate E. cloacae 10° >64 >64  >128 32 32 >64 0.06 0.06
13 60 B 1 E. faecalis 107 0.5 4 32 2 1 0.5 4 1
A 4 excellent E. avium <10° >64 >64 128 >64 >64 16 4 2
WA 10 C. freundii <10° 0.25 0.13 0.5 0.25 0.13 2 0.06 0.06
S. aureus <10° 8 >64 64 16 16 16 0.5 0.25
E. faecalis 10° 0.5 8 32 2 1 0.5 4 2
15 59 B 1 E. coli 10° 0.25 0.25 1 0.25 0.13 2 0.06 =0.03
Enterococcus sp. 10° 1 >64 32 32 32 0.5 32 16
A 6 moderate S. auricularis 10° 2 32 8 4 2 4 0.5 0.13
WA 13 S. epidermidis 10° 2 32 8 4 2 2 0.5 0.25
16 17 B 1 E. coli 10° 0.25 0.25 1 0.25 0.13 2 0.06 =0.03
A 5 moderate E. coli 10* 0.25 0.5 1 0.25 0.13 4 0.06 =0.03
E. avium 10* 16 >64 4 16 16 1 2 2
38 60 B 1 E. coli 10° >64 8 >128 32 >64 >64 0.5 0.5
A 6 excellent S. epidermidis <10° 2 32 4 2 2 1 64 4
WA 13 S. haemolyticus <10’ 2 32 1 2 2 1 >64 4
E. faecalis 10° 0.5 4 32 1 1 0.5 4 1
41 58 B 1 S. epidermidis 10* 2 32 4 2 2 4 16 4
E. coli 10° 0.25 0.25 0.5 0.25 0.13 4 0.06 =0.03
A 5 moderate S. epidermidis <10’ 4 32 4 4 2 4 16 4
Citrobacter braaki <10° 64 64 >128 8 32 >64 0.13 0.5
WA 11 S. epidermidis <10° 2 32 4 4 2 4 16 4
C. freundii <10° >64 >64 >128 64 >64 >64 0.25 0.5
43 54 E. coli 10° 0.06 =0.03 0.25 0.13 =0.03 0.5 =<0.03 =0.03
A 5 moderate E. gallinarum 10° >64 >64 >128 >64 >64 32 32 32
S. warneri <10° 0.13 16 2 0.5 1 1 0.5 0.5
K pneumoniae <10° =0.03 =0.03 0.5 0.13 0.06 64 0.13 0.06

B: before therapy, A: after therapy,

: persistent strain.

WA: 1 week after therapy.

CFDN: cefdinir, CFIX: cefixime, CCL: cefaclor, CFPN: cefcapene, CDTR: cefditoren, AMPC: amoxicillin, NFLX: norfloxacin,
LVFX: levofloxacin

Table 7. Adverse reactions
Time of Administration Days required Relation to
No. Disorders Severity ! e . . Treatment ys requi 1 i
occurrence of cefdinir for recovery cefdinir
1 stomach discomfort mild 3 rd day continued absent 10 probable
2 diarrhea mild 4 th day continued absent 5 possible
3 vaginal candidiasis mild 5 th day continued treated 13 possible
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Efficacy and safety of cefdinir against acute uncomplicated cystitis
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Acute uncomplicated cystitis is caused mainly by Escherichia coli and seems to be treatable with oral
cephem antibiotics. Cefdinir (CFDN) has excellent activity against E. coli and displayed good clinical
efficacy against acute uncomplicated cystitis in clinical development. However, there is little post—
marketing data on the effectiveness of CFDN against cystitis, thus we conducted an investigation based on
the criteria for the evaluation of the clinical efficacy of antimicrobial agents on urinary tract infection (draft
fourth edition) defined by the UTI Subcommittee of the Clinical Evaluation Guidelines Committee,
Japanese Society of Chemotherapy. From Sept. 2001 to Sept. 2002, 79 women aged 16 to 70 diagnosed as
suffering from acute uncomplicated cystitis were treated with CFDN: 100 mg X 3/day for 3 days.
Subjective symptoms, pyuria and bacteriuria were investigated before and after (3 to 5 days after the start
of treatment) administration of CFDN. Investigation one week after treatment was also done where
possible. Examination of bacteriuria before treatment showed 66.7% E. coli followed by Enterococcus
faecalis (13.3%) and coagulase—negative staphylococci (13.3%). The effectiveness of CFDN against 60
evaluable patients was 100% (excellent: 71.7%), and bacteriuria was eradicated in 95.0% of patients. The
effectiveness at 5-9 days post—treatment (13 patients evaluable) was 92.3%. Side effects observed in 3
cases were mild. Oral administration of CFDN, 100 mg x 3/day for 3 days was determined to be useful
against acute uncomplicated cystitis and could be considered as a first choice antibacterial agent in empiric
therapy in this indication.



