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FLLABERE SN -ZO+ 7 = K] cefdinir (CFDN) DEHEMRBEBIE N T 2 EAELEE
B FFE 9 2 BRT, cefaclor (CCL) %I L LI —EERILBRBRET-> 10

NRIRBCEBEBEE T 5 WEEREBIE, BERGIIGRIUL, SKRER, BERS5 2/
HPF A b, #i&R10°CFU/ml A LD A 7 — 7 VIEFBER & L, Pseudomonas BE & VEHBE &
3 BB 134 L 72 CFDN iZ 1 E1200mg, CCL X 1 [E500mg 2\2»Fhd 1 H 3\, 5 HREHEEL
fef%, UTI EZNHEEE RV ERRZIR DHIE 21T 720

CFDN #m958l, CCL# D078z DWW THEERR2HE L 1245, MICAHIEE2RED 210
Mantel-Haenszel BRE % V>, 2 BEIORY 2HEL LERERE b EMEL /2. MIC M i3mE
DERAFEEREE2ZAD LD T,

“EHE%=13 CFDN B 182.1%, CCL #781.3%, MEHA® X CFDN #790.7%, CCLE#T
85.0% &, WTNLHHEMICEREL2AD Lo, BWEADRIRIEE 12 CFDN #74.8%, CCL
BT4.1%, BERREMBOREZLE I CFDN E#T73.5%, CCLET6.4%L, LHbERERZD
T, REBARRShZdoT, BERLE, ARHCEL THOHEMCERELZD o1,

ZhsDEE» S, CFDN @ 1 H600mg #51%, CCL @ 1 H1500mg &5 & [Flfk, HBEEMHRERE

DEC. 1989 |

RIEDHERICBLTCERTH LEz 6T,

Key words : Cefdinir, SH¥MREBLE, —EERELEKHAER, Cefaclor

Cefdinir (CFDN) REERESMEHTHRESILIFLVE
O+ 7z 87T, 20#ER I FigliRmLieB8Y TH 2,

FHD 7 5 ABHEIINT 5518713 cefixime (CFIX) &
FIZAIZTH B8, BRI S 5 LABEEIC LIABEARY T A
DHEA L Tz SAMEM E S h B Y, AFIRRORSE LM
WA 4 BERIRIC E — 21 E L, [IPEAI K1 TRERS,
FRAPEN R I3 1285 & TI2#I30% L RE SN TV 52,

FFNZDOVLTIZI987EE 2 Ad 5> 2ERMEOH R v HEB S
, BUHASE 2 FBEEPRERER 12 38\ TIRISBRGME 120t 3 B BRhiEss
BERENDEEHID, B LRSSV LHHEREN
ZhiZBl & DT Thh I BERARRN AR TIE, HWHEMR
BERRYuE L C 1 H600mg 5 CHKMICHETE 27/
HBLIURSEEET S I LR ENLDOT, 48, FED
B RBRIE 0T 2 EAM R EREICTHES 2 BT,
cefaclor (CCL) %#x{HEZE L L —EERIEAR 2T o7,
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Fig. 1. Chemical structure of CFDN.

I. ¥RELUBRBEZ

1. NREERB L UBERNG

EENE S T LaH, BYECELOHEARI T4
2ET3I00, NREBIIRBCERKELZETS
B REEBSAE & L, BELRM T UTI ERFTMERE
(B 3R HEys, 5 3/HPFLAEDMBER £ 10CFU/ml
U EOMBER BT 216 LR & Uizas, FElbs
BOKTHE L 2ERLT, ARERTHEIE, 4
F—FLVIEBBERTHS Z L bRFLLTMAL, ¥
fe, BENIAIBIE L LTHWS 2k & LI CCL AR
2, Pseudomonas BOME B & VHE I RIBEEET
ERVIENDS, INHICE D BEFIRREPHRICED
BRIkl

e DEGIE19884 7 A & RIE10A & TORMIC,
£E51 4 RO LRAFRHR DI K EBL LLERATH
D, LFNLERNOERC H7: Y+ RBARTY,
SMOREHE S NIERITH %,

2. HER%EA

WatEH| L LT 1 % 7+ iz CFDN %100mg (1
i) &HT 35 7L (HRELTEFASHIEN ¥,
¥ 7o RHHEEAI L LT 1 » 7 gz CCL #250mg (1
) 867345 72 (CEEFHMEGRLHERM A
stzo SHEBEER L LT CCL %58 A 723, ERIEEO
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BREORBICEL CTHRASH, &1 RERBIMEDER
cELT b ZOER L BRI T 2 FESEEL To
380¢7 = LFIOFT, CCL DHEARY b T LB &
g HHs CFDNEEIL TV 3 2 &, BEMERE R
Erig e L TRIETO I ZO € 7 = LKID AR
°b, HREF L LT CCL B—MEYICAVSnT w3
b5, & 55 EID B 537 D CFDN DK
BERFARICH CCL 2 HBEELELTHLWTWAEZ L
BERXE B,

THRNBBR S 120, ZREhOEH L NBEBLL
FA—®placebo # AE L, CFDN 2% 54 2 8w ik
CFDN 0% L CCL ? placebo #%, ¥ 7 CCL 2% 53
2B 13 CCL %3 L CFDN O placebo »# 5 & h
BIVCHAEDORB Y INY I —HIC L) —EERE
¥ LT OBAEYE B RERR L 720

ERLLIBERESOER (RE2H- TV E
placebo 24 FEN) E1RALL, 3@% 1AL,
5ASZ IERS L LTI BED, BREBELT
FKU-DB, L #RL, HES 2L 72, BERIOEUTTIZ
ERS % 148 L, &% CFDN # & CCL #3ME
Jehskdicario—7— (EAM B S%ER
fiot, &8, ¥F—a— FIIRFPHEIKTETa > b
0-7—-BREL 12

RO BRRABIIEROETIE, I3 bo—F—
BERICHD U 2 HERAIE20H 7z dnT, BRKR
HARART L R T D 2 [, FEERIKEMEERE (£
£ BHEREHR) CHREL TiTo 7, SRABRIITEA
&Y Bacillus subtilis ATCC 6633tk ZBER & L7: A%
HREIC & DT o720

3. REEBIUREHE

FRAREHRIC B 3 BEDOZRIRC, BRESOE
WinskEL, 1E1A%1H3E, 5HMRET3
lttlt, 1H#E58Z CFDN600mg, CCL 1500mg
LLktS, D& k58 %RE L -EHIE, CFDN
RBIL TRERSR A BRI RBR DR, BRI R
ML T 1 H300mg & D b600mg 558 & Wi < h
RIE, $7: CCLzBIL T it R RSE I 13
PR5BE LT 1 HIS00mg HBb—MRETH S Z LT
&3,

4. RPSBEFHORE & MIC OHIE

RPDOME 2 dip slide % (7 ) # 4 MER) & D5
BL, SM30c 50 TR Rs c B, W
Breres T B AR A B S E E E RN

ﬁl: BHEORE, MIC 8 X Uf 8-lactamase IEM D I
tL7z,

MIC 0§15 13 B A b2 B ik & AR B L,

CFDN & CCL @ MIC # fI®E L 7z, % 7z B-lactamase
&M acidometry disk 8 X U nitrocefin disk % A \»
THZEL, Wdisk & bIZBMEDBE% B-lactamase BE
48, acidometry disk (2 iZB&M T & % 2 nitrocefin
disk WZIZBEOKE R EEAER, W disk & b ICEEDK
TIEEEHEHE LI,

5. BRBRO¥IE

REEATRIIRIRE, REEEEITV, UTI B35l
(BB 3IR) Wt > THRABKSIER, MEFHRRE L Y ¥
Bl ZOBE, HorUOEDBERMEIERL
TERIRHRE L B ITRELITb s> IR, FRE
DOREERICFTE DRE M Thb Iz b o 1 ER 2 EIXEERS
ROHED S IZBRHN LTz,

INSDTRRLFIDE D FOLDBRE, % -HBRE%
W7z U7 RAERIC 3817 3 ERRRRMR DHIE 13, MR
E(AHEE), 7> bo—7—, MIEFORNELE (&
H—R), 8L UHEHFEZEOT» 5BITNT: 2 ZDOER
(KFaLZ, HEBB—) D5&»oMB/NEBEESIIBL
T, BRANICITo 7,

¥ 7o UTI E3haPliE e X 2 HIE & 135, HYE
i Z T h O TrEL, B, TeRER,, THE
by D 4 REECERIKRIIR EHEL 12,

6. BEMDHE

B - ENEIER IIEERSIROHIED & B s i fE
Bl E &, RETATRER T R T DIEFIIZ DV THRET L 7223,
EIfERFERIRAICIIARIEIARIA 3 B (ARSKEIS 9 E]) >k
WHOEFFEWERRS O RICIMZ 2T L &Lz,

FERRREEIC B XIZTHECOWTIE, 38 (9
T LALREL, %EFIE 3 BURNICRREDEKRRZ (BT
BEERE (S-GOT, S-GPT, Al-P), BEHERE
(BUN, S-Cr) &% OR{E—HE B X UIKEKRE (R
BRE, BIMERE))ERE T2 ER %2 FEENS E L
1o, ERRRRE(EIC RERBLED & NIcERIZ, RE
HE, IRZEHAREICBEfRZ SN RICHEA AN,

BIfEA £ - REERREBEOBMLRD S iz
1, UTI EXNFHEEXE > THUEMSRSEAR LD
BfR%E "BES»IBIRD D 4, "HSBMEDD , BERD
axblizng, TBEFEZVS LY, MBEFREL, ©5
BRCHIE LT, 2B, THS»IBMED YD, THSBIE
»Y,, BFEHIL LR, LHEENLDEE
ER® 2 WIRREERERBES L L7,

IN6D5b, BEEH L OREBFRUTETE R
B - thERNEWER, B L UBRAREEORERE 2RE
LT, HUEMIHERLE Y TL,, "13IREe,, &
U PCHED D 4, "RETR W, D4ERREICHIEL
7z BREREEOFENRIE, B - tWENOBIEROR
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MNRDS 5, FEDEKREIC DV TORIBITHAT
WBER L LTz,

7. EROHE

ERPRZNE L B REE 2 MR L ¢, HUEMISRSE
KloBRMZHE LIz, BERIIROHED S IZRA S
NIERITY, BWEA X 3BERREBORELEFRIR
ERI B RO RICIZ 5 Z &L Lz,

BRAMOHE I E—ImC FERICHE,, ke TR
WA, LRELeRE10cm D7+ v 7 X7 —) (visual
analogue scale) LOD@YIRIBICENI%2 D)3 A%
Wiz,

8. B

BT HIRR TR T RTD7r —A A — F 2EIL,
SEHEEEER L LT, NBESICBV TRIVESD
HRE Z1T, FAGNC D W Tid UTI EXNFFEELE
> TERRBIRDHIE 21To 72,

NS DHE KT ZIHUEMORBIS R LR
BLILET, MESMBEILILE Db LT bo—
F—F—a—NEFRFL,

9. AL

MErOREORMZa Yy ho—5 —DEEDY &,
BRERICBLTUTo 12, BREICRT—SORE, #
BTG U THEIR xRE, Fisher O BEHFEFRHEE,
Wilcoxon @ 2 BARE % A1z, BREIIMH 5 %KkHEE
EL, #EEIIMHIS%EEXEE AV,

REBERZE B L CHLEMHHE L 2 BRKBR I

A%, Uk (B#R), BRICHT 28R "E U
+ EEXR), @ERCHT 3R WY, UE &Y
R), WEFHEIRIETHEEL, (HAR), ERLERR
£, (ReX) OXRERFHEL, MM THE Lz, 7,
BRRK, WER, BOE, HEAE, TLRCOVTIRH
Rz (CFDN # 58 —CCL % 58) OmfI95%EHEXHE

PEHL I
7B, BREAFORD OFIE X Mantel-Haenszel

BEERAWI, £, 5PIRBOBEITIIRDORT, K
EITE T,

II. R’ x

1. tHAEKOBEEMY

ARSI FAET L R TR D 2B b Tz > TiT- 18R
HERDRE I, RN L THILAET Tt CFDN #
97.2%, CCL #%107.3%, % 7:# T # T i3 CFDN #
100.0%, CCL #8110.5%TH Y, WIh b EE 4K
2bDTHo 7,

% 72 CFDN 8 & UF CCL O placebo i3 \>F*h & %
22 BELTB5T, ABLLERRLRIITETH2
Z L BERE NI,

2. BREHESIEK

BEHTO N IR I L T2986U T H - 7228, fBHk
ABIa96BIH Y, Zh S %K < CFDN &58 D956,
CCL & E5ED107H 2 BEME DM R & L7 (Table
1), %8, CFDN #58  CCL &5#0& 1 flicsn
TRARSBSTbN U R T RTREREBTbN,
4 BB X Table 2 1I2/RL 7228, E#H%10°CFU/ml %
W DEEBIR, Pseudomonas J& ¥ 12 \ZEEIC & 3 BLH%
EBEhote,

B - tEAIEIER IS VIRSREAREREE L 2 2> 5 1z 26,
2 Bl & U 4 EOREEEEFIES L& 1H EfF
FAFEFIEH) DFT 4 B %2Fx < CFDN #&5#, CCL &5#
BB DWW THETSTRETH - 720

BIEFR DR HIRTHE T H > 1= TEER147THID 5 B, FTE
DEEFRRE DRI HTh L 1180 2 BHEL LK
DOFHHRE Uiz, 7BV, BRERE
BERLEOTE DTN R & 72 - 1AERIC, BRFR
DHIFED S IZBA & iz EIERsSTRD s iz 9Bl &
RIREEDORELEHFD > h iz 2 flEA 7z CFDN
B E5RD8H, CCL ZESEDIOF % FITNRE LT,

3. ¥REF

A5 DM & L L7 CFDN # 58 09565), CCL
£BEBOI07Fc DT, FEOYREF & LB L B8
#—$E LT Table 3 iR LES, WTFhOEBIELT
bR ICERE 2R 2 b o o 2 e RebME AL

Table 1. Patients studied

Treatment group

No. of patients evaluated for

Statistical test

CFDN CCL
Clinical efficacy 95 107 NS
Overall safety rating 118 118 NS
Clinical value 85 90 NS
Total no. of patients 150 148

NS : not significant
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Table 2. Reasons for exclusion

Treatment group

Reason
CFDN CCL

Bacteriuria less than 10°CFU/ml 25 16
Insufficient doses 8 2
Unknown organisms 2 0
No further visit to hospital 2 1
No examination ruled by protocol 1 3
Infection due to Pseudomonas spp. 9 11
Infection due to fungi 6 5
Incorrect urine collection 2 1
Presence of indwelling catheter 0 2

Total 55 41

Table 3. Background characteristics of the patients

Characteristics CFDN CCL Statistical test
male 55 61
Sex female 40 46 NS
19-29 3 1
30-39 4 0
Age 40-49 10 9
50-59 16 11 NS
(years) 60-60 21 29
70-79 29 42
80-92 12 15
. . pyelonephritis 20 16
Diagnosis cystitis 75 91 NS
monomicrobial group 3 (upper UTI) 15 11
Type of infection infection group 4 (lower UTI) 41 54 NS
(UTI grouping)
polymicrobial group 6 (no indwelling catheter) 39 42
infection
+( 5~9 cells/HPF) 9 3
. +(10~29 cells/HPF) 21 22
Grade of pyuria " 30 31 NS
t 35 51
104 19 12
A 108 16 17
Grade of bacteriuria 10° 21 39 NS
107 39 46
high 12 25
B-Lactamase activity low 70 74 NS
none 63 57
neurogenic bladder 35 30
benign prostatic hypertrophy 22 33
Underlying disease tumor or cancer 12 20 NS
calculus 15 13
others 11 11
+ 57 65
Symptom
P = 38 42 NS
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Tb,Table 4 RL: &S CHBMCEREZELADT,
TBE L 12 Escherichia coli DEEBRLEL, 2VT
Enterococcus faecalis, Klebsiella &% E8%HWRTH—
HL Tz,

L LR E o3 5 MIC T3, Fig. 2 CRL 7z &
5, CFDNOMIC L TRrE#EMcEZ2 DI
o128, CCL @ MIC 1X CFDN & 5#»r o5 s h i
HE N L TEBCRERNCR> T, 207k, #
SHERHE, BRCNT 23R, MERCET RS
X UCHIEF RIS R 2 LLBR 3T 9 5 BRI 12 Mantel-Haen-
szel REEAV, 2HBORD 2HELEEERED
fT52kELls

ZDiE», REFMOCEREOERE, BREOEEL
P2 T ORI LS, WIh b REHcEREER
U)Z}iﬁf) 720

4. RS ICNT 2 MIC

RSB SRR, REMORPIYSEE N,
MIC SIE & h 77 5 s E (GPB) 1308k, 77 4
etEE (GNR) 171#kDAE3018kIcx 3 % CFDN &
CCL @ MIC %, Table 5ic;rL 72 & 5 & GPB,GNR ®

WL TH CFDN 33 <N TE D, geometric
mean MIC T# % & GPB iZxf L Ti32.5%, GNR izt
LT3.4%, 2B TIR2.I9BDENZED SNz,

% 72, MIC #8100pg/ml ¥ 7213 Z WA E O BBt
D3EEE X, CFDN xfL Tid328 (10.6%), CCL ix#t
LT i384kk (27.9%) &, CFDN BERMEKOEROS
BEEICEL» - 72 (P<0.01), 23, CFDN BBtk
i GPB TI& Enterococcus faecium, GNR T Serratia
mavrcescens \2% { Roh, —F CCL BEMM#E X GPB
T 13 E.faecalis, E.faecium \Z, GNR T i& S.marces-
cens, 4 ~ ¥ — VM Proteus, Enterobacter B2 Y\ %
(Ronhiz,

B-Lactamase BEEAR 1X3014kP378k (12.3%), BE
AERIT 1448k (47.8%), FEEEEBEIZ12088(39.9%) THh -
7= »8, B %& B C & GPB T i Staphylococcus
haemolyticus, GNR Tl S.marcescens 2 EWZBVWTEH
EEBEOEEIE» -2,

5. ERARZNE

1) REBKIR

UTI EZFHlERE IR > THE L e R EERREIR L,

Table 4. Organisms isolated before treatment

CFDN CCL L
Isolate Statistical test
no. of strains (%)  no. of strains (%)
S.aureus 3(2.0) 1 (0.6)
S.epidermidis 6 (4.0) 13 (7.8)
S.haemolyticus 13 (8.6) 6 (3.6)
GPB?  S.hominis 2(1.3) 4(2.4) NS
E. faecalis 18 (11.9) 28 (16.8)
E. faecium 5(3.3) 7 (4.2)
E.avium 1(0.7) 3(1.8)
other GPB® 20 (13.2) 11 (6.6)
sub-total 68 (45.0) 73 (43.7) NS
E.coli 44 (29.1) 42 (25.1)
Citrobacter spp. 0 7 (4.2)
Klebsiella spp. 10 (6.6) 15 (9.0)
GNR®  Enterobacter spp. 4(2.6) 5 (3.0) NS
S.marcescens 5(3.3) 7 (4.2)
P.mirabilis 7 (4.6) 2(1.2)
Indole (+) Proteus 5(3.3) 6 (3.6)
NF-GNR® 8(5.3) 10 (6.0)
sub-total 83 (55.0) 94 (56.3) NS
Total 151 (100) 167 (100)

a) GPB : Gram-positive bacteria

b) GNR : Gram-negative rods

c) NF-GNR : glucose-nonfermenting Gram-negative rods



VoL. 37 S—2 Cefdinir & Cefaclor/#HEMREEERE 899

100 -
] e—e 1
o—--o1
o—o 1Il
O--=-0O N
;\f
g 50 1
2
.g /c{ Statistical test
§ 4 I:1 NS
IM: N P<0.01 (U-test)
I ;I P<0.01 (U-test)
II: VNV P<0.01 (U-test)
MICs | Treatment MIC (ug/ml)
of group |<10]0.05] 0.1] 0.2 [0.39]0.78] 156]3.13(6.25| 12.5] 25 | 50 [100] 200 [400[>a0] @ | Unknwon
c??%” o s |s2|22|23|3|6|8|o]2|7]|3|3|al2|7] s 6
CFDN a
%ﬁ% 2 li3f2r|3|14|2|w0|3l.]s|7]3]3 2 (1| 156 1
PN 14| 2 5 |26|33[17| 6|4 |4a|10]2¢|3]2]5]| 145 6
CCL oCL
) 7|19|31|16]7|7|9|10|27]|2]|5]|16 156 11
Fig. 2. Sensitivity distribution of clinical isolates (10°CFU/ml).
Table 5. MICs of cefdinir (CFDN) and cefaclor (CCL) for clinical isolates
G ri No. of highly
Organism g&igg Antibiotics Range MICs, MICs, eomiﬂ:ﬁ Mode resistant strains(%)
mean (MIC=100xg/ml)
GPR? 130 CFDN =0.025~>400 3.13 25 2.7 6.25 18(13.8)
CCL <0.025~>400 50 100 15.0 100 50(38.5)
GNRY 7 CFDN =0.025~>400 0.2 1.56 0.5 0.1,0.2 14(8.2)
CCL 0.39 ~>400 1.56 50 5.3 1.56 34(19.9)
Total 301 CFDN =0.025~>400 0.39 125 1.1 0.1,0.2 32(10.6)
CCL =0.025~>400 3.13 100 8.3 1.56 84(27.9)

a) GPB : Gram-positive bacteria
b) GNR : Gram-negative rods

Table 6iz7RL 7z & 3 1o CFDN # 5809561 T i3EZ)
4881 (50.5%), B#%h30F (31.6%) THH, BRI
8.1%, CCL 5B D1078TIxER518 (47.7%), &
368 (33.6%), HZHE81.3% Lixh, WEHCERE
ERDT, MEEOEREDZEX0.8% L/ <, 95%EH
KRz —10.9~12.5% T - 120

Ihe UTHRBFEHE IR LISEE I L, T
NOREBEIC BT b MERCERERB/O Loz
¥, MEOEHROEIIE 68 (» 7 —7 VIEBOH

(pg/ml)

BRI BV TT.I% LR O KRE L, ZTDIBWEH
XAz —13.8~29.6%TH o7,

REERRHIEDIIE L L BRZE L ERIR
r OBMFIE Table 7 1o RUT22S, BBRZIE, HERZIFR
DLFHICEL THTHRECEREERD ko7,

2) HUEARHIE DERKZIR

184 ERER D HIHT THIE L 1ZERRZIRE, Table 8 127w
L7 &5 CHEEcAEEE 2R T, MEOAPFRIL
Fhb UTI EHFHMELE I & D HIE L 7o BRI
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Table 6. Overall clinical efficacy of the treatment related to type of infection
Effi iots
Group Treatment No: of Excellent Moderate Poor _iicacy rate - Statistical
group  patients %  95%CI? test
CFDN 15 5 7 3 80.0
group 3 (333)  (46.7)  (20.0) v 402 NS
(upper UTI) CCL 11 4 5 2 ~36.6
(36.4) (455 (182) 818
CFDN 41 28 8 Y 87.8
Monomicrobial —group 4 (68.3) (19.5) (12.2) =177 NS
infection (lower UTI) CCL 54 34 15 5 90.7 ~11.9
(63.0) (27.8) (9.3) ’
CFDN 56 33 15 8 85.7
b-total (58.9) (26.8) (14.3) VA NS
subtora ccL 65 38 20 T g, 100
(58.5) (30.8) (10.8) :
CFDN 39 15 15 9
Polymicrobial 87O 6 385 (385 (231 9 _y3g
] ) no indwelling NS
infection catheter CCL 42 13 16 13 ~29.6
(31.0) (381 (31.0) 690
CFDN 95 48 30 17 82.1
Total (50.5)  (31.6)  (17.9) T —109P ‘NS
t
o ccL 107 51 36 20 g 125
47.7) (33.6) (18.7) :

a)C I :confidence interval of difference
b)95% CI adjusted for MIC: —13.3~5.6

LTBD, MBEDEI34.9% (95%E HEX M ix—
6.5~16.3%) TH -7z,

3) EREXT 2R

BREER%E2E L 2B i3 CFDN £ 5 # 12574
(60.0%), CCL #581z6581 (60.7%) 3 &h iz,
s DIEFNC BT 2E2 DFERICHT 2818 %2, KR
EEDOE - IeFE, IR, BERBICOWTRETL 72,
Lt L Table 9 i RLA& 512, WIFhOERICHT 3
SR MM EREE2DBOE o 12,

4) HEFEAR

MR R it Table 106" L7z & 9w, CFDN £
Epth & 538 S 1z 15181374k (90.7%) , CCL R 55¥
D55 B X N 16TER1428% (85.0%) HIHE L 7225,
WENERCEL CHECEEZ2AD T, WHOM
BiERDES.7% (95%EHEXMIE—2.1~13.5%)
THotze ZH% GPB & GNR IZAF TRE L KBS
i3, TEOMENAEDRE X GPB Ti33.4% (95%f8
HEXMIE—8.7~15.5%), GNR TI37.6% (95%fEHX
Aix—3.1~18.2%) &, GNR KBL TELIKE,>
ALS

g A LIRS, WThOBEEOHE

(%)

RIZBIL THEHHMCEREZ 2RO ah o fods, TR
b iz S.marcescens, 1 > K — Btk Proteus DIHREL
hEEDOZh & D EVERCH o7,

B-Lactamase EE4KE & fIE MK E L OBARIZ Table
1LZR L7298, B-lactamase EEAREDRER CARFOM
ENAREHE L HE, wFhcBLT O TR
BEEZu@oonkhols, MEOHAREOERS
-lactamase BEERE T11.7%, BELE T6.2%, FEE
BT2.8% &, EEHED L D BOEICBL TENKEDP
720

—7%, B UEH#% 52 T B-lactamase EE4ERE L HiE
WERLORERNT 5 &, MEEL LCBELE, B
EAHE, FELBOMARCERE B2V, CCL
BEBRCREELHOMEAELSRLEL, DV TEEE
W, BELEOMEIZ > TV»a0IKL, CFDN #5#
Tk 3BHI L EE2BOR» o1,

MIC & B2 MR & OB% i3 Table 121 L%
2%, CFDN # 5 T3 MIC #512.5ug/ml ¥ TOHkI
19FkR1126k 05k L, W5TI394.1% L BV ORHL,
MIC 325.g/ml BA_E 12 72 % & 2685198k (73.1%) t#H
SRFIETFETL, COMicHESE (P<0.01) P&D
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Table 7. Relation between effect on pyuria and bacteriuria
Pyuria
o treatment Cleared Decreased | Unchanged Effect on bacteriuria
Bacteriuria group
Eliminated CFDN 48 6 13 67 (70.5)
iminate ccL 51 11 14 76 (71.0)
D d CFDN 1 0 1 2(21
ecrease ccL 2 1 1 4(37)
Replaced CFDN 15 (15.8)
P cCL 11 (10.3)
Unchanged CFDN 4 0 7 11 (11.6)
n
g ccL 2 3 11 16 (15.0)
Effect on pyuria CFDN 60 (63.2) 8 ( 8.4) 27 (28.4) patient total 95
P CCL 60 (56.1) 17 (15.9) 30 (28.0) 107
Dj CFDN | 48 (50.5) 95% CI of rate of
CCL 51 (47.7) “cleared + decreased” Statistical
Excellent or “eliminatgd+decreased" test
]| ciN | e My Fdsed for
Moderate CCL 36 (33.6) Effect on —13.8~13.1 NS
pyuria (—13.8~10.8)
| oo~ | way | .
ect on —15.3~11.
Poor CCL 20 (18.7) bacteriuria (—17.7~4.7) NS
(%)
Table 8. Clinical efficacy assessed by doctor in charge
Treatment  No. of . Efficacy rate Statistical
group patients Excellent Good Fair Poor % 95% CI9 test
50 31 5 9
CFDN 95 85.3
(52.6) (32.6) (5.3) 9.5)
—6.5~16.3 NS
53 33 4 17
CCL 10 80.
7 (49.5) (30.8) 3.7) (15.9) 4
a) CI : confidence interval of difference (%)
Table 9. Effect on symptoms
Symptom Trg%m)ent No. of patients Resolved(%) Improved Unchanged Sta%(iessttical
Fever CFDN 6 5 (83.3) 0 1
CCL 5 5 (100) 0 0 NS
. CFDN 46 28 (60.9) 4 14
Urinary f
TV trequency ccL 56 32 (57.1) 12 12 hE
. o CFDN 27 25 (92.6) 0 2
Pain o
n micturition CCL 43 35 (81.4) 4 4 NS
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Table 10. Bacteriological response to the treatment
CFDN CCL S
tatistical
Isolate no. of eradi- per- no. of eradi- per- 95% CIv test 2
strains cated(%) sisted® strains cated(%) sisted?®

S.aureus 3 3 0 1 1 0 —_ [
S.epidermidis 6 5 (83.3) 1 13 10 (76.9) 3 —43.4~56.2 NS
S. haemolyticus 13 11 (84.6) 2 6 4 (66.7) 2 —36.8~72.6 NS
S.hominis 2 2 0 4 4 0 — J—

GPB® E-faecalis 18 15(83.3) 3 28 24 (85.7) 4 —28.5~23.7 NS
E faecium 5 4 (80.0) 1 7 6 (85.7) 1 —66.5~55.0 NS
E.avium 1 1 0 3 3 0 — —_
other GPB? 20 20 (100) 0 11 11 (100) 0 —-7.1~71 NS
sub-total 68 61 (89.7) 7 73 63(86.3) 10 —8.7~15.5 NS
E.coli 44 43 (97.7) 1 42 39 (92,9 3 —6.4~16.1 NS
Citrobacter spp. 0 7 7 (100) 0 —_— —
Klebsiella spp. 10 9 (90.0) 1 15 13 (86.7) 2 —30.3~37.0 NS
Enterobacter spp. 4 3 1 5 3 (60.0) 2 — —_—

GNR? S.marcescens 5 3 (60.0) 2 7 3 (42.9) 4 —56.5~90.8 NS
P.mirabilis 7 7 (100) 0 2 2 0 —_ —_—
Indole(+) Proteus 5 3 (60.0) 2 6 3 (50.0) 3 —67.0~87.0 NS
NF-GNR® 8 8 (100) 0 10 9 (90.0) 1 —19.8~39.8 NS
sub-total 83 76 (91.6) 7 94 79 (84.0) 15 —3.1~182 NS
Total 151 137 (90.7) 14 167 142 (85.0)0 25 —2.1~13.50 NS

a) regardless of bacterial count
b) CI : confidence interval of difference
¢) GPB : Gram-positive bacteria
d) GNR : Gram-negative rods
e) NF-GNR : glucose-nonfermenting Gram-negative rods
f) 95% CI adjusted.for MIC : —5.6~7.9

Table 11. Bacteriological response related to the 8-lactamase activity

Treatment B-Lactamase activity Statistical test
tatistical tes
group high low none anste
CFDN 11/12 63/70 57/63 NS
(91.7) (90.0) (90.5)
20/25 62/74 50/57
CCL : NS
(80.0) (83.8) 87.7)
Statistical test NS NS NS

(%)
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iz, —F CCL & EH Tid, MIC #5100ug/ml % TD
Hix1338R 1178k (88.0%), MIC $3200xg/ml B Eokk
CRBEEISHE (65.2%) HSHEEL, PRY ZOME
gEp@» shiz: (P<0.05),

5) BEHHBHE

ERGEHORPICHT 72 IR L /M, Table 13
&L & 5 i CFDN #58 Tix3351(34.7%) % 545
#, CCLISBETI32601 (24.3%) > S424RDI5THES
n, B5%HEE %R HER OFE B L TRIERE
CEBERTDRD oI, £, HBEMEOPNRIEL
THHHECEEE 2RO T, WE & b Pseudomonas
aeruginosa B b % L B Sh 7z,

6. B2t

B - ERBIER ORI 13 Table 14D & 51,
CFDN 58 T1314781% 761 (4.8%), CCL&REET
B 6 51 (4.1%) THY, MHHMCEREZEZRD
Rirotz, BWEFOWRIITEE & b ICHILBRREELE
®kThy, BELWUHSETH > /45, CFDN BE5H
Ti58, CCL#5# T 2 FITHRESTEXNT,

4 oEESEDL W ERREEORELS I,
Table 150 & 3 iz CFDN & 5 B < 131148 & 4 Bl

(3.5%) iz 8 ¥, CCL %58 TI31108% 7 ) (6.4%)
16D >l b3, RELBIFEEE CHEL CHEHE
REBERTED R0 Fzo RERE OEHIE L % DR
it Table 1615} L 7228, Mg b1z GOT, GPT ORE
BERTHY, WTFNLBEOEESTH o 1z, % 1EIF
B0 9 A CIRMA %21t UIERID > 5, CFDN
BERD 2Bl BV THERRESER S Wb, BREX
BRIAD SRz, o T,

B - iEAEIER & ERREEIC B XIZTHE L 2
KU THLRESHE L e BHER LK, Table 170 &
IEHBEMEEEL2RED T, BT2FRITBL I
89.0%THD, 95%EHEXMIIL—8.8~8.8% TH > 7,

BESEORETIX, ERREREMRESIIHELS
EOFEN S SBA L2205, ZTh o OBRIMESRIZMZ
J: CFDN #& 58 01466, CCL #E5EHDUTHIZD VT
BEZSERRN L BEC VAN CERRSAT,
COFEDRELR I3 CFDN & 58 791.1%, CCL&ES
HTI.2%THY, B%EEXMIE—7.3~7.1%TH>
126

1. BRY

BRSE L ot & 2 EIR L THYEMSHEL 728
R, FigdieRmLi-& 5 cHBRcEREE2ED T,
HR¥%D 2 2 7 13 CFDN # 5 B T F1977.3+27.3,
CCL 58 F45973.8+30.8Ch o T2o % IEERRRER
RM691% & 7 CFDN # 58 01016, CCLHR5#HO

2Bz oW TERE 2RI LBEC bHAEHCER
ZPFIHLNT, ZDOPSDA a7 ik CFDN BREFFTF
$976.5+26.7, CCL#E5ECF#974.0£30.0TH > 72

1. = =

1. Rep#E s 2 MIC I DWT

SEOEFBRINICEL T, ERRSHIORT & D 38
& 7z 4l B318kk Hh3018k 12 © v» T CFDN & CCL @
MIC H3IE & hizbs, BHIRSE AR { Th 508
BicrT 2@A O MIC 2EH# YT % &, GPBItL T
2.5%, GNR IZR L TI33.4%, £46Ti2.98, »wih
b CFDN @ MIC#SCCLDZh b F<hTBY, ¥
- EEMEEOEE Y CFDN L T, LV {ERTH->
720

BF B % X h /= cefixime, ceftibuten, cefteram
pivoxil, cefpodoxime proxetil Z ¥ D#H L WEO ¥
7 = A%1F, GNR ZxH¥ 2 HE 083 S Wiz KE,
GPB ¥ 2 il BHERORO L 7z 2F LD &L
BETFLECERE22E, GNRIZHT AHEIDOHE
WMIPF T, GPBICHHIEA~RY b7 ADMEKAL,
CCL & 0 b HWIEEN 2R T A#1&, GPB BRRE»s
BNHERNC B % BE DRBEERIEDBRBL TKRER
FlERBELTVWREVLS ZENTEL D,

% 7z f—lactamase EABE N T 2 HE b REF T,
f—lactamase FEEAB X T A HE N & O, KE
2R dolzl &Y, B—lactamase KEETH S
ZELAROBEOVEDOTHBEEX D, L LEE
B & 7235 &, E.faecium, S.marcescens 7% ¥ T &
CFDNEEmMMEE b $ < 2w &»s,
Pseudomonas Br&H -2 o DME I T 2FHF O
HEHRRBt+ALREVEwEEI O,

2. HREFIOWVT

SEOBRN TR, BRYRCEEFET 2WUEEDD
3CCLOMIC kBl THEMIERENZED O N,
CFDN# 5805 SN flE 3 32CCLOMIC
2, CCLES#E»>/BEnME s 2 MIC &Y
BRCBHEANRE - T,

Z i3 CFDN & 58 b & 5B & h 7z Staphylococcus
hominis O 1k X RZETRED 7 7 LAGMARE D 5 BRI
32 MIC #%0.05xg/ml AT EBWEEZRLIZZ T &
IR0 LEX SR, BREICZIROMRFTE 3 MIC
OEENTORI THD, LrbID6KEIWThLE
BEREF» S DI N DTHE I 06, BERY
RUIERRTEETT 2w 6'0) LEZ b,

Lo L, MIEZREIR % L& T 2358121k Mantel
-Haenszel BRE %2V, 2HBEIORY 2MELEEE
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Table 13. Strains? appearing after treatment

No. of strains L.
Isolate Statistical test

CFDN CCL

S.aureus
S.epidermidis
S.cohnii

S. haemolyticus
S.hominis
S.simulans

N oW = Lo
W = W

—

S.warneri
GPB® Staphylococcus Spp. 3
Streptococcus spp.
E. faecalis
E. faecium
E.avium
Enterococcus spp.
other GPBM

NS

—_ N = D

Sub-total 19 18 NS

E.coli
K.oxytoca 1
K.pneumoniae
K.rhinoscleromatis
E.aerogenes
E.cloacae

Ll e S R S o)

S.marcescens
S.liquefaciens
P.vulgaris

—- NN N

GNR? M.morganii
P.aeruginosa 10
P.cepacia 1
P.putida
X.maltophilia 2
F.odoratum
Flavobacterium spp. 1
A.calcoaceticus 1
A.lwoffii 1
A.faecalis 1
A.xylosoxydans 1

NS

=N O =N

Sub-total 23 24 NS

Yeast 3 NS

Total 45 42
33/95 26/107

No of patients in whom strains appeared

total no. of patients (34.7%) (24.3%)

a) regardless of bacterial count
b) GPB: Gram-positive bacteria
¢) GNR: Gram-negative rods
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Table 14. Clinical adverse reactions
Treatment Type of Day of  Administration Day of  Severity of Relation to Incidence Statistical
Age Sex . Treatment . o
group reaction  appearance of test drug disappearance  reaction the drug (%) test
68 M diarrhea 2 continued none 9 + probable
22 M  diarrhea 2 withdrawn antidiarrheal 6 + definite
57 F  diarrhea 4 continued none 7 + probable
diarrh +
65 F .1arr' ea 2 withdrawn  none 4 definite
itching + 7/147
CFDN 439)
nausea +H :
45 F  vomiting 1 withdrawn  none 2 + definite
diarrhea H+
chest +
65 F discomfort 3 withdrawn  none 4 definite
general fatigue +
83 M nausea 3 withdrawn  none 6 + definite
NS
40 M diarrhea 2 continued none 5 + possible
60 F nausea 2 continued none 6 + probable
sunctival
71 F ccfn]}mc' va 2 continued none 6 + probable
irritation
increase of + 6/14
CCL 48 M  eye discharge 2 continued  none 6 probable 17
dull headache + @1
oedema of .
65 M extremities 2 withdrawn  none 5 + probable
78 heavy stomach 4 withdrawn none 6 + probable

feeling

RELITS 2Lk Lz, 272, 20 MIC DR D »SHIER
BR, VO TIRBRIE, RABmKRMRC bHET ST
BRBTE T2 2028, EEERRHICBLTIIELD
AR 2 MICHHIES TS, chicetLTH
BROBEFEG CHE SN B 720, MEDOMEES
1T 1THIGER2 2 ESTERY, # 2 CHEEERL
Blesvuty, BiEsnEHOMICOS bRLBE L
MIC 232 DIEBIO MBI RIB I RIS T HESE O L E
R, INEZOEFIERET 3 MIC (REMIC) &L
T 32 DR% MIC & CCL #5BOMBERIRE L D
BIEY £ 34 T 2 72 512 Kendall OIEAIHERIFR 0% R
B, ZDFER, r=0.339 (P <0.01) CHEEMICER
OBENTED &tz T Dk »EHEBREE TIRAR
MIC%Mv3 z & & LT CCL @ MIC 5 2 BERS

LickZs, BEBCEREZRISED Shkdol,

L Lo, HMEBERME, BRIR, KRR
RELE T 2354 1C b, Mantel —Haenszel RE £ F V>,
MIC DIRY 2BELLBEERELITOIZELL, 2O

&, EHEREH BT S MIC 3REMIC A3
k&l

IDESRMBEITS ZEICED, AEOBKIIRD
H&IZ+AEETH B LEX T,

3. BRBRICOWT

SEOKRETH S NI R AEKRSR X, CFDN 858
782.1%, CCL # 58 781.3% L MBMICERE 2D
T, WTFRbEWEMKTH -z, Ihk, RHMERE
RBPFEENRE L TRAThh AR IC B 2, xf
A & Lo CCL OFRE L & T % &, ceftibuten
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Table 16. Laboratory adverse reactions

Treatment group Age Sex

Items and changes of abnormal values

61 M eosino. (8 — [17] — 7*%)
67 M eosino. 2 — [ 7] %)
CFDN S-GOT (18 — [33] — 15*), S-GPT (13 — [32] — 13%)
8 M S-GOT (19 — [43] — 17*), S-GPT ( [46] — [96] — 30*), Al-p (95 — [122] - 83%)
64 M S-GPT (32 — [58] — 37%)
77 M eosino. (5 — [14] — [16]* %), lympho. (37 — [17] — [25]*%)
81 M S.GOT (14 — [45] — 17%), S-GPT (9 — [45] — 20%)
47 F  S-GOT (24 — [68] — [56]*), S-GPT (34 — [70] — [46]*)
el 77 M S-GOT (32 — [76] — 30*), S-GPT (26 — [68] — [32]*)
62 F S-GOT ( [39] — [69] ), S-GPT (29 — [49] ), Al-p (239 — [276] )
S-GOT (21 — [56] — 26*), d-bilirubin ( [0.34] — [1.26] — [0.37]*)
76 M
t-bilirubin ( [1.13] — [1.67] — [1.00]*)
73 F  d-bilirubin (0.13 — [0.79] — [0.27]*), t-bilirubin (0.44 — [1.15] — [0.84]*)
* follow up
[ ] abnormal value
Table 17. Overall safety rating
Treatment  No. of Safe Almost j?f;:]y Not Safety rate Statistical
group patients safe doﬁbtfﬂl safe % 95% CI? test
105 7 6 0
CFDN 18 (89.0) 5.9 5.1) 8.0
—8.8~8.8 NS
105 11 2 0
89.0
oL 118 (89.0) 9.3) (1.7)
a) C1: confidence interval of difference (%)
E OB TIRSEIORN ERRC A T — T VHBES Liedt> TEHE DR HHNEKD H 7 — 7 VFERBES

& P.aeruginosa RBREBP) 2 BRA L T 323, FRIEIZ1L EXRE L, Pseudomonas @i & 5 BPB 2B LIS
FI80.2% L SEIDOBRBC ELDOTEUL TWwB . 72, DTHBILRERT 3L, CCLESHTHBONEDY
cefotiam hexetil & DB TidHh 7 — 7 VIEHBES R.IUWRURHEEELSNE D, &, ZO&)
PRHREL, 116BI575. 9% DEEBHFE SN TN S ZCCLESHCBII2EYRLELERRD RPN
8, Z i iX Serratia I8, P.aeruginosa 7z ¥ CCL D&t CFDN #5053, Kb REBIAE DIEF L
NEESSEINTBY, IhsE2RVWITIFIOBERRIZ TEHOWBEERBLTWBEEEX LI,

88.7% L > T\ 5, & 612, CCL DFFGEBIA & DLL&® MEZRZR B L T3, CFDN i2GPBizRL T
T, A7 —TNHEEABEF EXNRE L, Paeruginosa 89.7%, GNR Iz L T91.6% &, Fi& & b i B\ BN
BABITB 2 S RN TH 248, 9481466.0% DEZ LRETRL, BB LS THIEEL R Do Bk GPB,

RHWEE T3,

GNR & b i T#DAHTH o 7203,  DRIRIE GPB Ti
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o—— CFDN
o—o CCL
Tramai~_5°"® [100~80] 79~60 | 59~40 | 39~20 | 19~0 | Total | Mean  sp | Statistical
group est
53 | 17 | 3 | 7 | 5 N
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Fig. 3. Clinical value.
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To evaluate objectively the clinical value of cefdinir (CFDN), a new oral cephem antibiotic, in the
treatment of complicated urinary tract infections, a prospective randomised double-blind comparative study
was performed using cefaclor (CCL) as a control drug.

The subjects were outpatients aged 16 years or older with complicated urinary tract infections and an
underlying urinary tract disease. Subjects with pyuria of 5 or more WBCs/HPF and bacteriuria of 10* or more
CFU/ml were selected. Patients with indwelling catheter and infection caused by Pseudomonas spp. were
excluded. The patients were given either CFDN (200 mg t.i.d.) or CCL (500 mg t.i.d.) for 5 days. Using the
criteria proposed by the Japanese UTI Committee, clinical efficacy was evaluated in 95 patients of the CFDN
group and 107 patients of the CCL group. There was no significant difference between the two groups in
patient characteristics except for the MIC distribution. Therefore, statistical analysis adjusting the MIC
distribution was also assessed by the Mantel-Haenszel method.

The overall clinical efficacy rate of CFDN and CCL was 82.1% and 81.3%, with no statistically significant
difference. The overall bacteriological eradication rate of CFDN was 90.7% and that of CCL was 85.0%. The
difference was again not significant.

The incidence of clinical adverse reactions was 4.8% for CFDN and 4.1% for CCL, and of laboratory
adverse reactions, 3.5% for CFDN and 6.4% for CCL: the difference was not statistically significant. No
serious reactions were observed in any of the patients. Nor were there other significant differences between
the two treatment groups in overall safety rating and clinical value.’

We concluded that CFDN (200 mg t.i.d.) is as useful as CCL (500 mg t.i.d.) in the treatment of complicated
urinary tract infections.



