NEA L BREEDOEY OB I FBE

Cefatrizine & Cephalexin & i BEFitEREBE AT BT 5 Mg

o K

B =

SR R AR BT WA PR 28 B

FHBEE BEHRX-BHEAUE
BEEEEF- LB R
A B IR EH A RFURBH

i H

L G

(FBAn 54 £ 9 B 4 A2

Cefatrizine(CFT) & Cephalexin (CEX) OREERHEHOEY, BEHCHEN LT, MBE
BRLFO E. coli g T2 2MEHMIERM LT, W2z CFT %711 CEX OLWFhhn%
Flozlm 25mg 51, 8HR, 24 BERIBORPERI Y WE L -, REFHEIL, open study
(CFT,CEX £ X %1z n=8) & double blind study (CFT £t n=10, CEX & n=11) X » T
T, BREMENFHTHRF Ui, EBRIIRE & LT3, WAL 25mg #5 Lo RPEE L
ERRDOPE &, HRAGEHOFEHL AEOBRZT LB LT,

CORER, DHABEORBRERMENY, CFT 13 CEX h#L T 2~8 EFEH T\ oo RHH
PR, RESBE L 8 TORINKCERRD b » T, BRKEA T, CFT 2%, CEX i
B L open study,double blind study & 3 1 8 M, 24 BERIEZ OME ML E TS EE

o oo

F L &

Cefatrizine (CFT) P4t D% D& 2 bh 5 &
51z, cephalexin(CEX) & H#T % &, WIX, HEMT
ReRLEDLOD, /5 ABEEECNL TUX 4~8
BERCHEREY T T2 A0 hTWw 3519, =0
in vitro TRENRHEEROEY, KROY R
e, 1REOCHEHORHEIRD b h bR kB
Bt xrsntge LT, in vivo TOMBEFHRIGD %
BRE L, B SERMERM 2 x5 CET & CEX
DEFRHB RS TIL, BEOREETIEDR VT &N
BROMC L hMEIhTW5, &5 LR, kK
DR 2DBEVINCHLR LI X i, SRR 2
PEDTHIBOREL L - THHRBLBEB L VS 2 Eh
b, BERDHEMNS bz, critical level T o H
BrR#TH R LicL b0 Bbh3,

*zT, SEO2EFOHREEY B L LUK
R dhtco Ty, HERY ZRHEO 1EH 25mg 21T &
L, xRy, 8K, 24 RH &L ERHOR
FAEEROBE A LB LTk h KUK, Ik 24 B
ML, ToehERy Bl LTuThhr oY 1
B 750 mg 3 AMIZE L, UTI 3E3hER(miE % (5 2 iR) '®

T X BHBRAEX T -0
I ER KR

FEIRA 2 K% 25 mg &\ 5 DB ER1T 5 i
=T, WHIORBFEEHC OV THRE L,

(A) RIX - B

5 Z DR A volunteer |z CFT,CEX o i #| %
25mg cross over THRIZG ¥, 8Ef% T D RH
BE L EIRERRE L, MIEAEY, HEBE & LT
Sarcina lutea PCI 1001 % F\», paper disk W& X
Dﬁo‘f:o

(B) #B#% (Tablel, Fig. 1)

FF D 25 mg PRHE X 5 RPBE R XU RFE
INRERLIRETH S, 8K E TORFEIRNEDF
9% 2% &, CFT Ti¥ 63.6%, CEX Ti% 64.9% T
ERRDED oI FHTORBRFRE X, CFT T
1X 90.0 ug/ml, CEX T 74.2 ug/ml THHiZ LA
EERRIED oo 6~8 FMEORPIREL 2 5 &,
CFT % 4.6~13.0 ug/ml (%5 7.3 pug/ml), CEX
Ci3 0.3~2.7 ug/ml(F 5 1.8 ug/ml) & %= CFT
DERILEER@ 235835 b hico
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Table 1 Urinary concentrations and recoveries (Mean+S.E.)
(25 mg, single oral administration in 5 healthy volunteers)
hrs.
Drug 0~1 1~2 2~4 4~6 6~8 Re(c%ery
Case No. °
ml 58 76 218 100 104
1 ug/ml 26 70 40 19 5.6 72.1
ueg 1,508 5,320 8,720 1. 900 582.4
ml 29 20 55 56 68
2 pg/ml 128 138 110 31 13 60. 6
ug 3,712 2,760 6, 050 1,736 884
ml 102 80 112 64 84
3 pg/ml 13 70 83 15 4.6 69.1
ueg 1,326 5, 600 9, 296 960 88.6
CFT ml 38 55 102 102 110
4 pg/ml 16.5 37 62 37 8 54.6
ue 627 2,035 6, 324 3,774 880
ml 24 36 68 66 86
5 ug/ml 148 135 60 38 5.1 61.8
ug 3,552 4, 860 4,080 2, 508 438.6
ml 50. 20 53.40 111.00 77.60 90. 40
Average { ug/ml 66. 30 90. 00 71.00 28.00 7.26 63.6
ug 2,145.00 4,115.00 6, 894. 00 2,175. 60 574.72
S.E.  ug/ml 29. 52 19.92 11. 89 4.69 1.55 —
ml 152 280 128 92 128
1 ug/ml 79.2 10.5 25.8 8.4 2.2 77.3
ug 12,038.4 2,940 3,302.4 772.8 281.6
ml 68 144 233 146 128
2 xg/ml 138.8 32.2 13.2 2.2 0.3 70.0
ug 9,438.9 4,636.8 3,075.6 321.2 38.4
m] 92 158 300 116 216
3 ug/ml 13.2 23 8.4 11.8 2.7 35.7
ueg 1,214. 4 3,634 2,520 974. 4 583. 2
CEX ml 20 34 92 142 150
4 ug/ml 28.9 217.5 88.6 4.8 0.9 67.8
ug 578 739.5 8,151.2 681.6 135
ml 88 84 60 60 72
5 ug/ml 110.9 79.2 23.0 7.5 2.7 73.7
ue 9,759.2 6,652.8 1, 380 450 194.4
ml 84.00 140. 00 162. 60 111.20 138. 80
Average { ug/ml 74.20 72.48 31.80 6.94 1.76 64.9
ug 6, 605.78 5,051.72 3,685.84 640. 00 246.52
S.E. ug/ml 23.79 38.07 14.55 1.63 0.49 -
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Fig.1 Urinary concentrations and recoveries
(Mean+S.E.)
(25 mg, single oral administration in 5
healthy volunteers)

(/1) )

150 0
[ —: CFT(N=5)
---1 CEX(N=5)

64.9(%)

ﬁe(%)

o
=3

50

w
o
TLIIL:
<
<
<

Urinary concentration_,
7
s
Cumulative recovery rate

T

0~1 1~2 2~4 4~6 6~8 (hrs)

II B K8y & &

Open study & double blind study & k b FERAYE
%?ﬁ") o

(A) TEXRK LA

1. XdgEE

BB RIEFNIBFI53 £ 8 AN BLBFS4E4 T
ORI IR BRI REEII K & Z 2 L1 E. coli
CREATHIMEMME R X B E Th 50 EFAKT
open study 16 f, double blind study 24 T3k %,

TeRBELEZ, UTI BLFMELE (F2R) 'O08
Mtk RS REGUEIC 3517 5 BB PHMEREC AT L e b DT
5%,

2. BEHE

Open study, double blind study & gk CFT
¥R CEX OV /4 vry 7 25mg 10, /FkKic
THRI ¥, 24 BERIB (1 B) g2 e, RA—E
Fos7er®B1H 750mg 3 HREIBEL o

3. ##EHERA

1) ERIRERE (Table 2)

LR (0 BF), &5 8B, 10 BRI (open study
V), 24 BER%, 4 BEORPAEBERONTE R LU
2 (0 B, #5 24 BR%, 4 BHEORH & MmEk,
E;‘Eﬂiﬁ‘fﬁ@ﬁﬁ?ﬁoko

ek, BE 8% L 10 BEBOFFLHEROAE
1%, dip-slide & X B HEEIC X » 7o T BETKE
2y TRIV vV L] E—LE 5L, £
RERDOBECTIRELCHMC RE2H Y, chiei
L, BERCTHKESREBHOZZHIEE IR, b
UBTi T 37°C T1ERBHLERZAEL 7o

2) EBmRE

i) SEEEORIHAR

EGIN LB L E.coli » CFT & CEX i35
MIC DRIE% B ALEREFLTRET X YT
BoEEEL 108 cells/ml Th b,

ii) RPBEAE

Open study i} %—ifDfEF CFT 5% 3 4,
CEX #ER7 flicis\T, 25mg IR 8 BF I D RF
BERAEL o WEHEIEHNBEF(A)THT2H
®EERBET -7

(B) B &

1 EE PR B

1) fEVTHREES (Table 3)

FEBISL 1T open study Tix CFT 8, CEX 8fT
3 - 7co Double blind study i 3 @D BiEH T 21
Bipsxtg Ly, TOPWF X CFT 10 4, CEX 11§
Thotoo Bi%E 3O AT CFT 2 4, CEX 14T,
WY S.epidermidis VT X BRRPFEGITH » oo

2) 25mg HEIZ KT HAEFHIRE

i) Open study s} #BEFEHIRIE

(Table 4, Fig. 2, 3)

CFT,CEX zhZh8fI4>0 25 mg %5 8 K],
10 BEfE]3s X U° 24 BEEI R D RPEBEROFH O ¥ &
L, 2z—-v (BR) BIUDEE E coli DRRZIHRTR

Table 2 Programs of clinical investigations

Drug(CFT or CEX . ' 750 mg
& daily dosage ) nd 25 mg (single) - (daily)
Time (hrs) or

days after dosing 0 8 10 2 4(days)
Examinations BY | u» | B U B U B | U B U
Open study o» © (@) — — © ' © © ©

Double blind study | © &) 5 — — — o | o [©) [©)

) Bacteriology
» Urinalysis and symptoms
® Examinations were carried out.
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Lizd Dpt Table4 ThH%, CFT HEHETIZI£FH 8
B R OBt 2R Lo 10 BT % 7x
WLV L e b D5 B, 24 B¥RIE T 4HIT
b oteo —K, CEX $#E5BETIT 8 BRI et L IR

Table 3 Number of patients treated

0 d CFT 8
pen study CEX .
Double bind study? CFT 10
y CEX 11

1) 3cases of 24 were dropped out.

Fig. 2 Open study (25mg, single)
Bacteriological response in 8, 10 and 24 hours

CEX(IN=8)

CFTIN=8)

W s~ O N

Viable cells ml (log)

~
—_ N W A U1 O N o

—

L3 Dt 1 BT, 10 Bl X O 24 BRIk
2PN E DB FED bhith oo U EDKERE
K RLicd o Fig 2 Thib,

RCHAEFHRIG EBRCSTERREEYL 12 b O n
Fig.3 Th %, COERXZD L, MERCYTHHE
b T, BRiew LT CFT 4 CEX @ 5%
%79;%\ 5}1«?\:0

ii) Double blind study & %13 % #l B ¥ HIRIE
(Table 5, Fig. 4)

CFT #E% 10 flic s\, REMEDEELLL
ik <10%ml #/RULI-L DX 8BFHI L T66, 24 B
ME T4 ThH-Tco Zhitl CEX #58 11 4
T 8FEIET 2, 24 BSEIETLIHO RISk RLE
ek E¥Eh, CFT L THh ot

iii) 3% — v S X 5 MEEA RGO f#HT (Table
6, Table 7)

24 BRI COMBEOBAEMITTA 1o0F & kL
T, Table 6 WRL 7z X 5 Is P EEITWHESHROBIT 2T
ot Tiebhb, TCTRTRX—-V1IHELWLIDILS
BefitR, 24 BRERIEORPEERN <10%/ml © 4 DT
bbb, HFx—v 2RI 8RRHEI <10%/ml T 24 B

0 8 10 24hrs'0 8 10 24(hrs) #ix 210%/ml, ¢x —v 3FET 8B i) % =10%/ml ¢
Table 4 Open study (25 mg, single)
Bacteriological response in 8, 10 and 24 hours

Drag (I:\?se | Age W(T(ight Bacteriology (Viable count/ml) Pattern® (l\fféis:g/]::ﬁ)n
: g) ) ) 109 242 CET CEX

1 34 59 >107 (=) 10 102 2 1.56 12.5

2 35 54 107 =) ) <108 1 1.56 6.25

3 46 62 103 (=) (=) (=) 1 1.56 6.25

4 64 50 >107 (=) (=) <10 1 0.78 6.25

CFT | 20 | 50 >10" | (=) =) =) 1 6.25 2%
6 38 37 108 (=) <10° ) 1 3.13 12.5

7 36 54 108 (=) <108 (=) 1 1.56 6.25

8 35 50 >107 (=) (=) 10+ 2 1.56 6.25

1 | 28 54 | >107 >107 >107 >107 4 0.78 6.25

2 54 45 >107 10 103 10¢ 4 6.25 12.5

3 43 54 105 103 <10° 10¢ 4 0.78 12.5

4 32 55 107 <103 <108 <103 1 0.78 3.13

CEX | 5 19 55 >107 108 10 108 4 1.56 6.25
6 49 52 >107 103 10¢ >107 4 1.56 6.25

7 31 48 10¢ (=) 108 103 2 1.56 12.5

8 31 54 108 103 <103 <10? 3 1.56 6.25

1) Before treatment

2 Time (hrs) after administration
3 Refer Table 6

4 Inoculum size : 108 cells/ml
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+ * =

Criteria for pyuria
H+

,\
|
-

i

Effect on bacteriuria and pyuria in 24 hours

CFT(N=8)

Fig.3 Open study (25mg, single)

@ : Before treatment

@ : After treatment in 24hrs

T ¥ =

—
H
7

Criteria for pyuria

PN
|
hd

CEX(N=38)

4

@ : Before treatment
@ : After treatment in 24hrs

0 <0 10° 10° 10° 10° 107107
Viable cells/ml

0 (0° 10° 10 10° 10° 1075107
Viable cells/ml

Statistical analysis of effect on pyuria in 24 hours

Drug | No- of Effect on pyuria WILCOXON’s rank
cases Cleared Decreased | Unchanged sum test

ol 5 it 1 0 t=2.5784

CEX 8 2 4 (P<0.01)

Statistical analysis of effect on bacteriuria in 24 hours

Effect on bacteriuria

Drug No. of WILCOXON’s rank
cases Eliminated Decreased Unchanged sum test

CFT 8 4 2 2 t=2.2822

CEX 8 0 2 6 (P<0. 05)

Fig.4 Double blind study (25 mg, single)
Bacteriological response in 8 and 24 hours

CFT(N=10) CEX(N=11)

W e =

Viable cells/ml (log)

[

8
7
6
5
4
3
2

1

—

8 24(hrs)0 8 24(hrs)

24 BRI <10%/ml, »Sx —v 4 B3 8 BERSIE, 24 1%
BEOWFRY 2103/ ml Thotc b DTHD, DED
RNR— v 1B SEERILIE DI R ML M SR L e BE T
b, Rx—v 4T 24 BRIE CHBEARMELL fo
STBHEDLDTH Do

Open study i ¥si} % 3 & — v SHRIC X 5 ME¥HR

WxidE, CFT 5 H8BITIX X —v 1868, 2
Bofl, CEX &5 B8BITIX 1R 10, 2816, 3
161, 4% 56T 7o Double blind study &3
Wik, CFT #5%8 10 iz th £h 36, 34,
141, 36l, CEX #58 11 fITX ThZXh ofl, 2
B, 16, 8BITH-To

UEDRERZ X —v 1L AT oW T, #itie
T L1z (Table 7), Open study Tik 18 & 4B Dk
# CFT A% (P<0.05) i 1 HELERTHY,
double blind study “T% RHDOEMAZED L hic,

iv) MEFMRILOEIE (Fig 5)

25 mg HH5 UcBR o 8 BERH%, 10 K3fH)7% (open study
7EF) XV 24 BRI L, F ootk 750 mg/H 3 B
S lLct E0mADOHEBFNRICOBEEL E LdlcbD
» Fig.5 Th %, Open study Tk 24 R ¥ T
CEX witL CFT 3R B MIEEAIRIGE R LT
\+%, —7, double blind study T 8 Btk ¥ Tix
CFT »% CEX it LABERES IEXMIRIGY 2D 5
A5, 24 BER% T CFT & CEX oRICHE A I
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Table 5 Double blind study (25 mg, single)
Bactriological response in 8 and 24 hours
Case Weight Bacteriology (Viable count/ml) . (I\/Isl%lsxlztgl,r‘/lrﬁ’) )
Drug No. Age (kg) on 82 242) Pattern CFT CEX
1 52 52 >107 (=) (=) 1 0.78 6.25
2 39 45 >107 >107 >107 4 3.13 12.5
3 34 45 108 10° 10¢ 4 N.D. N.D.
4 66 57 >107 <10° >107 2 0.78 3.13
5 51 60 10¢ 104 108 4 0.78 6.25
CFT | ¢ 57 40 100 | (=) ) 1 N.D. | N.D.
I 28 55 >107 <10° 10¢ 2 0.78 6.25
8 31 44 >107 108 <108 3 3.13 6.25
9 68 48 107 <103 <103 1 0.78 6.25
10 57 48 >107 <108 >107 2 1.56 6.25
1 38 50 >107 108 108 4 1.56 12.5
2 28 51 >107 >107 10+ 4 1.56 6.25
3 27 47 108 <108 108 2 1.56 12.5
4 40 45 >107 107 >107 4 3.13 6.25
5 64 50 >107 10° >107 4 N.D. N.D.
CEX 6 32 40 >107 10° 108 4 N.D. N.D.
7 19 42 >107 <103 103 2 1.56 6.25
8 67 55 >107 104 >107 4 0.78 6.25
9 26 51 >107 108 >107 4 50 >100
10 36 48 >107 104 <102 3 0.78 6.25
11 18 50 >107 103 103 4 0.78 6.25
1) Before treatment
2 Time (hrs) after administration
3 Refer Table 6
#  Inoculum size : 108 cells/ml
Table 6 Classification of bacteriological response RR) 0z eI Utco

in 8 and 24 hours

N 8 hrs 24 hrs
1 <103 <108
2 <103 =10°
3 =103 <103
4n =103 =10°

1 Analysed by FISHER's exact probability test
(two-tailed)

13327, open study (ZHEE LR 1 RIF T
Bo LORDEBETIFAMICE S ZDRD LRI
%'C'% s 70

3) UTI E#RHEZEAEC X HIEEFEKL)E (Table 8,
9)

25 mg L5 o>S\WT 750 mg/H 3 BRI®E L4
fERIe X 3 AR EMmK2RLY UTI SRRt (582

Open study s\~ Cix CFT #5388 A& FIE%,
CEX #5#8PITIXERTH, AR 1ATHABMCE
L EXADIH »Tco Double blind study 1z $\» Tit
CFT #5383 10 AIFER M, Ha14, CEX &5
FHEUHATIERIAN, FR 2L open study Eik
EEDRVERTH T

2. EBHRR

1) # &S (Fig. 6, Table 10)

FEGI B 78 Lic E. coli & 33 kk(open study »b
16 #, double blind study & 17 &) w2 W T,
CFT 30t CEX ORZEM% WE L 1 f5R% Fig6,
Table 10 2R Lo

Open study »& %@ X ht: 16 #Cix CFT o MIC
1% 0.78~6.25 ug/ml wH#L, MIC o — 73 1.56
pg/ml, CEX 1% 3.13~25 pug/ml & 45 L ©— 7 1%
6.25 ug/ml “C#% %z, Double blind study 7 & 7
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Table 7 Statistical analysis of bacteriological response in 8 and 24 hours
Dru No. of Pattern X2-test Pattern?
g cases 1 5 3 40 € 1&4
CFT 8 6 2 0 0 X2=12. 6200
tud o =
Open study CEX 8 1 1 1 0 (P<0.01) P=0.0152
Double blind CFT 10 3 3 1 3 X?=6. 6709 _
study CEX 11 0 2 1 8 (P<0.1) P=0.0550
Analysed by FISHER's exact probability test (two-tailed)

n

Fig. 5 Bacteriological response during the course of treatment (Mean+S.E.)
Double blind study’

8 Open study 87 I
\\
7 —: CFT(N=8) N\ ) _
\ r--+: CEX(N=8) —: CFT(N=10)
P AN : CEX(N=11)
g 5
3 3]
2
= 2
B
14
0l - : Y : .
sutistical 0 > 10 2y 4ay) 0 8 2 (rs) 4 (days)
analysish NS PCOSI PO PCOL0S - NS P05 NS -

l) WILCOXON'S rank sumtest
Fig. 6 Susceptibility of clinical isolates (10 cells/ml)

______

(%) Open study
1007 100
s -
1 v
1 'I
/ ¢
1 .
! H
! L]
/ !
! '
50 ! 50 :
; :
! '
1 1]
! L}
/ E.coli: 16 strains ! E.coli: 17 strains
- et
DrugMIC(#8) 0.—78i1.5613.13 6.25(12.5] 25 | 50 |2100|Total Drug{MIC(#%x1]0.78[1.56(3.13!6.2512.5] 25 | 50 [2100|Total
CFT 419712 16 CFT 81538 1 "
CEX| -+ RN EEEER! 16 CET| - 1]12]3 1|17
25 mg ¢ 5-4% 8 B D IRPIBE L PIE L7ciER % Table

Ihi: 17 gieovwTd CFT,CEX ofAlic® L open
study & RBEORFHHXRL Tk, E.coli wxLT 11 iR Lo CFT #5653 3 fITix 8 BFfEIRIC 7 3 10
CFT 1% CEX il 2~8 fEHEHINER T i, pg/ml BEORPEENEDLhcORIL, CEX &
L7 AT 2ug/ml LTORETHY, CEXITHL
2 CFT ofibBEDEA DD S i, T OBERIK

2) Rehire (Table 11)
Open study iz s\~ T—DER T CFT % 7=ix CEX
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Table 8 Clinical summary of open study with 4 days’ treatment

Case Bacteriurial? Eval
Dru Symptoms? Pyuria®) valuation?
g No. Y Species Count MIC
H + E. coli >107 1.56
1 Excellent
_ _ _ / /
H+ # E. coli 107 1.56
2 Excellent
. coli 108 1.56
3 # # E. coli Excellent
. coli 107 0.78
4 + f E. coli > Excellent
CFT }
H# H# E.coli >107 6.25
5 Excellent
H H E.coli 108 3.13
6 Excellent
H H E. coli 108 1.56
7 Excellent
H + E.coli 107 1.56
8 Excellent
+ H E.coli >107 6.25
1 Excellent
H + E. coli >107 12.5
2 Excellent
H - E.coli 108 12.5
3 Excellent
H E.coli 107 3.13
4 Excellent
CEX
H H# E.coli >107 6.25
5 Moderate
+ — — - -
H H E.coli >107 6.25
6 Excellent
+H + E.coli 104 12.5
7 Excellent
H i E.coli 106 6.25
8 Excellent

Before treatment
After treatment
?) Criteria by the committee of UTI

1)

5 ZORMA volunteer KR WTTHAc MM LA  BECHTS MIC i3, ©7 »w A8 vitHEEYR

THLDTHolo <&, CEX REBLTHRUTIEL, BREZHIEVE
% = ENEDHL R T B571),

ABREANENICSOVTHRD L, CFT 0 75 A&k SEIR 2 DERFRC 3 1 5 EOS FREL 1 EE
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Table 9 Clinical sumary of double blind study with 4 days’ treatment
Case Bacteriuria?
Drug No. Symptoms? Pyuria? Evaluation?
. Species Count MIC
] i # E.coli >107 0.78
H H < = - Excellent
R i H E.coli >107 3.13
Ht H 6 = - Excellent
s +_H' +_+ E.iolz /106 9 Excellent
| E. coli >107 0.78
) # E t
il #+ ! = T xcellen
i H E.coli 104 0.78
5 H il < / - Moderate
CFT
: 8
6 ﬂ_ ﬂ. E‘_c_olz } 9 Excellent
i .
, ﬂ_ : # E. iolz ﬂ’ w Excellent
] 11+ ! + E. ioli ¢7 3} | Excellent
o _|i_ +i|. E.ioli ’ /10‘ 0/78 i Excellent
) |
10 -I-_H- iH E.iolz >)’ ﬁ ; Excellent
. H i E. coli >/10° 12/5 Excellent
) _Ii_ +_|+ E.iolz' >}7 6} } Excellent
. ﬂ_ | H_+ E.ioli }e E‘ Excellent
s 4 +_H' E.ioli }5 &5 1[ Excellent
; 11._ | ,{_.|. E.ioli >}7 9 Excellent
CEx 6 ._ ﬂ E.ioli : >)7 y | Excellent
| 3 ‘
, _1 i E.iolz >}7 6} | Excellent
. ﬁ_ | +_JL+ E.ioli 1 >/10’ g Moderate
o ﬂ \ i-l- E. ﬁ)l i ‘ >}’ >/100 Moderate
# | i E.coli >107 6.25 Excellent
10 # t it c °2 o2 xcellen
. \
N +_H' ﬁ. E.iolt ‘ >}7 6/25 | Excellent
" Before treatment
After treatment
9 Criteria by the committee of UTI
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Table 10 Summary of clinical isolates by statistical analysis MIC values(10°® cells/ml)

No. ) of #g/ml WILCOXON’s rank sum
strains Range Median test
o P CFT E 8 0.78~6. 25 1.56 t,=3.0973
pen study CEX | 8 3.13~12.5 6.25 (P<0.01)
. CFT ; 8 0.78~3. 14 0.78 £,=3.5918
Double blind study CEX ; 9 6. 25~>100 6.25 (P<0.01)

Table 11 Urinary concentrations in patients treated
(open study, 25 mg : single administration
after 8 hours)

Urinary concentration

Case No. (ug/ml)

Drug

3 11.0
CFT 4 16.5
6 15.0

1.8
<0.2
2.0
0.9
i <0.2
<0.2
2.0

CEX

0 3 O O B W =

E.coli =% LT, double bind study iz 35135 1 ¥
FHhE, 2 THACRERZMEZR L %o CFT o MIC i1
10° {EEERERFC, 0.78~1.56 ug/ml o' — 272 B b,
CEX o 6.25~12.5 ug/ml o MIC bt 1L T, 2~8
EOBRICREME R Lo T ORBEEIERD D HEIL
TH3 L, EEEY, NMNEHED, FHEYD LENSET
B ORE L, 2~4 2 CFT OHBEINME-T W5
EEREL T 5, FRIREFICIX, BEREW2 CFT &
CEX 0 —EERI X HBRFOFT, E.coli Fl kL
7o 246 #ko MIC ZRELCW54, CFT EZFHTix
1.56 ug/ml, CEX B&SZM: Tid 6.25 ug/ml & median
MRBBHERELTH Y, CFT RAEHE IV BTz
EERLT WD, AT I BEIBIKITS E. coli iz
#3% CFT ofEholiEwc X 5 &, 10° EFEET
1.56~3.12 ug/ml ¥ — 7B 5D % L, CEX ©
(3 12.5 ug/ml Th B EAVRER TV %, RBEAH
BCBL T, UEDEROBENLRICKEEL, 4E
D 4« DIERBFNHLBBEE L, FEFTILAHKL
D THoto

wiz MIC pvphawvwz kb, BEFROEVZ L DB
BMERLLT, 7472V VERYTRTERERDZICS
TR ERER L THRB, ABEEY 1L E. coli NIH

JC-2 RV I-EBR 25, 10° {E#EfER T, CFT i1
0.78~3.13 ug/ml, CEX % 3.13~12.5 ug/ml &7 4
F 2y VR RS b, CFT 035745
AV MNEBROBENRDINZ EXIEHL T b, T1E
BEEEC X AREFADOREEN S, CEX i3 1/2MIC ¢
Ritxr&evworexL, CFT x CEX o 1/4MIC ¢
EEEOBLBEDLhIzE\ 5, In vivo TkiF 5}
DELTIE, YYARKL, E.coli ORBREY I #3
BEET, CFT © EDs i3 CEX @ 1/20 LAF Tho
ek 3,

E, 5 Lk in vitro 35 X% in vivo T KK
13, WFhid CFT % CEX it LThvie h ik
RERLTWABN, O LAEZEYD in vitro DE
BT 1/4MIC DBET, BEHRCENAL Kl
S5#HER, SEOK 2DV ERE T LD MEENRICO
HEE LB IR B L, BMODTEHENVECLDTH S, &
DESCRENCENAONDIEED 1 2%, Bl
BHEOARELTVWBL51, CFT MR w7 r v AH
V) VDR D) T E. coli &3t LT PC E&EAN
KRLEVEMEARLCZ ENDTFHNR5,

RN - BethcBIT 2 8ER A B &, CFT 12 CEX
LT, MUTRIRARREBHET b Ho 6~8
fl ¥ CORFEUERTHRS &, RiEENL CFT 2 T4~
80%, CEX M 87~93%, i& /K %% 31% & 83%,
EHRENL3B~42% L, 53~78%, )& 62.5
%L 87.1%, ACTOR %53 35% L 68% L#&
BRI oTHELIDELDENLLRL DD, BIL,
CFT % CEX @ 1/3~2/3 BEDOEL B I bo Z0
B LT CFT 21L& D S 0RIRAEV - EHER
ELTHFLRTV B2, HTERBEKRIEHN L
TWwa Lo, Bt hicBs, ARRRRET
BHHIDICHELBRENET DML E L SN,

D EREUIHE DRI - Belhc BT B &I RIS
Bhicwn, B xR T, BERAS5&ZITOWT 2
mg PR 7cBE D RFIBE, EURRKITIZENRRDRED
olo TRV BEOBEMEND DTN IV ER
FZ4vry 7H LD ERHOMENBEE L LERSH
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#x bhah, FMCOVTRIBRFEOKLH Do
Open study DBFE I\ WT—HD FEET 25 mg L&
sEEMBORPBEXAE L IERE Tk, CEX REH
TiRIEE A LD 2.0 ug/ml UTFTHoRe A, CFT
BERTIZ10 upg/ml DL EDBE M EH Xh, volunteer
s BEGE L AR, CFT o HEisBED HEA R0
rohv'/’:o

NAUMANN?Y DBHRER S HALNID L 5 &, SbEEit
M TRRER ORI MmF, EERBEL Y LR
hEENEELERLF O, COBRANLSEORHT
oHEED MIC LRERFRELEZNILZ®THRS,
FhigEOFHDOE — 7% MIC O — 7 TE57cfET
2%%, CFT Tik 90.0 1g/ml/0.78~1.56 ug/ml (58
~115 f£), CEX % 74.2 ug/ml/6.25 pug/ml(12 {&)
Thbo COKEERMACHRS L, CFT Tk CEX o
BIES~0EOHENTHEC/FRAL TS Z LR
%o RFEIREK 1/3~2/3 45 HEEF T EELT
bR LE 2~3 BB VERSE T, ERECKT S
HERY, BEEPHREENRALRICOE, 5 LicER
I EnEREEXLND, coffic CFT TiXRH
~DHREA B D & LA, M3 A B FARREY
EELTWBZEbEZLNh A,

BEMCHECTARIEDEY A5 &, open study
L double blind study r TixZE»HHh, open study
CETBERDOIE MK — v FIOHREHEDOFERITAH
BI5K, LhidoEhELcERED, hizxL
double blind study “TiZ, open study {2t L TRRCH
BXRCRTDERTHTehd, REEEELRD LA
Thotio TOBRIOWTIL, —HICR LBV,
open study T3 H# X8 DERA double blind study
CHLTIDBEETHAZ ENELLRDN, FMTD
\"C”ﬂ-"aﬁ 'f"ﬁ) bo

RE—-v IR, —EOREED MBI TSR
a5 L, 24 BERH O MBI ¥ xRy (<109
ml) OFffixHEL L T % &, open study Tix, CFT
6/8(75%), CEX 2/8(85%) &ishZENHALM? TH %o
Double blind study -Ci%, CFT 4/10(40%), CEX T
1% 1/11(9.1%) & open study i2tbL TEME) R 5
EHRERTFDLR T B, &5 LIRIEDZER, Fig
2, 4 TRUIcH, in vitro TR 5 EEED O IREEE
#OERT, E.coli wiliFlx MIC v <o CTHE I IE
RERBED growth curve ELIL Ty 5 fHE 234
bhd, ACITDBRESETORER, EHEEEPED
NEHE» S OBFISLET, T3 LEERERLA—
VAL TCOHENIRE TS Do L LS EOZEEMNE
Btz 351t B EEERBFZE D, MIC v _A TH B LR

FRIREN MIC 0 10 f5TH % L BTN, 10~25% &
B, 60 fZLl EThB L 45~75% BECHI N B i
AT, EF D 1EHRSES T 24 BEE IR % EDso i3,
RebigEs MIC © 10~60 fEOMicHBbDEEX T
XWX THD, EThIHEEORYHIc\H, Sk
B A TR 1 Do RFRSIC X 5 @EOKL, 5
KEANSHZT, BELE 20 HOEFREIEBDTEH
Bl b FHRIND, €7 rr 2RV vH T2, 8~
10 BB 2@ B0 E#T5 2 & 2%, MEEEOH®
HFEIY, LIEDHEEIL regrowth A M1 4]
THRBHFERL L TOE®REZ DD EELILRD,

RENLR 2L, BHFHED 1OOFHRELT, L&
BHECRT5SHEMEBEA~NORICER S+ % 8
&, BEEYEBRBEANCELLTOE, XK 50% FE
S>lEDOES EDso L L, TOERXVEFD in vitre
L in vivo kT HHEBY &, EHFE D 7 2 —x
—& LT & &80, & @i, 2%/% open study L
double blind study iz X b, #ZEE 25 mg 1@
DHRFEL L, 8B, 24 BEIEORPLEEK © &
FDECDWTHEE U o ZOFER, in vitro T2H)
MR ENEZDH BHE, in vitro T MIC VLT
TFRARRLFICALNALALIS B &5, BERT
b, VERSOBRELVILETT, SHEMEREKL
LWIHORBROFTEAD ORI, TDBE, BT
BHROZEEIH Y T, open study THLhick 5z,
BROJBEFCSEN ADNII, & 0 ZE i, HHCK
IR - P ZENED G Risv & & 22 5, CFT 3% CEX
CELMENDEY, BRIOCRBLIbDLEEL T
Vo

S B BEREZS 1, voiding defense mechanism
Lo THRERBERAOAONBERTHS, 25 L1

FEIHET N E D, BAEDOFBOME i
BEDOFMIBAND D, £ 20% BEX TIZAKE
BOTEMNRDH LYY, SHERARTES L EN D
bo NEDEETIX, CATTEL F*NRR U X 5 /s g IR
MEXT->TW5, BRAREA ALK B —FT,
HEF G52 dramatic CHREZZBLDOTHB L )
AL TV 5B,

AT EMERNL YL, HEREY 1|
BWELEE O RIC® R E L T, KEHN
amoxycillin % 13 500 mg MR LLF I H 5, =
DBE, REMAEDOHE KEMN 60 2T 25.0%, 120 5
T 57.9% Thotcl\do —BAILIBRBKOBKHT
WA %2951, ampicillin T X B BBERE LY ST L 16
B, it 5B TIL dose response At & bR
FVEFHE TIEED bRt ot TORBENLHL
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{BAR X MRz o\ T dose finding study 2175
BE, BHEIRMEO 2B TURELEEINIDE
SRHEEREEXHMIB D LBXT W5,

SEOHE xDEKRFERE, =5 LERECALIADH
BRI E LichDTidied, REHEC X2 2ERM
MREREA &\ 5 RSBt I\ T, REE over dosis 12
X 5T mask ST o% disclose IRB T EIT
X b, EHD invitro W TRERLHAENDOEY,
BERECIBET A Z EMNERTH Do 12T 5 LEHE
THH T, DEEMEBNSH, ERRENRL, BF
HHEC X RGBT, NEFAOLVERET, B
TERCHEFENRICERTZ Lhbd oo

& 3

CFT t CEX o in vitro TREINIHEHDEY,
EERRA B R T BT, E.coli w 8BRT2 SMEBM
MRt ssC %+ L T, open study, double blind study
X vk 1mE 25 mg £5 L, 8K, 24 BRI ED
R EEOBIE & LB Ulco EBANI, FEFN
HoHE L@ MIC L, volunteer IZ X % %I - BEift
ZHIE Lico

1. DHEME (E.coli) DREZ#13, CFT »%, CEX
LT, 2~8 fEEh T\ i

2. 25mg MERL7RFDRPEIREL, 8 K ¥ T
CFT 63.6%, CEX 64.9% LEFR DI ol BE
RehiEEOFE 13, CFT 90.0 ug/ml, CEX 74.2 ug/
ml TEZXEDIE, 5T

3. 1@ 25mg #5%, 8BER], 24 B T DRF
AEEORA, Bt @ |1, open study, double
blind study & % HEEACHEREC CFT 2 CEX i@
% -7, Open study i\ Tik, 24 BEREI# © RebE
MEREATA%RS CFT AER T,

4. B|E¥fHEE, WADOS B WThhkx1H 750 mg,
3SAMHE LR, UTI ¥ X 2¥EX % At
D ollo

5. LA EDRERH»OSHEMERM LT %L T CFT
i3, CEX wht® LT, X B 2oMWBEN% RL
bDLEL bRl
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OBWCHBIEX Wi KW FRAENEH HEFER
BB K EXE ) BROBERL T,
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KINETIC STUDY IN EFFICACY OF SMALL AMOUNT
DOSE THERAPY

Comparative Study of Cefatrizine and Cephalexin in the

Treatment of Acute Simple Cystitis

KE1zo Suzuki

Department of Urology, Hiratsuka Municipal Hospital, Kanagawa

Yorio Naipe, Tamio, Fujira, Noriziko OKIsHIO,

HaruyosHt Asano and TsuvosHr YAMAKOSHI

Department of Urology, Fujita Gakuen University, Nagoya

KEeisur Oxkapa

Department of Urology, Tokai University, Kanagawa

In vitro susceptibility study of cefatrizine (CFT) is accepted for two to four times to cephalexin
The studies reported here were performed to determine the rela-

tionship of the in vitro and in vivo activities of the two oral cephalosporins by the estimation of early
bacteriological response on infected urines with small amount dosage.

In the clinical investigations, a single dosage of 25 mg CFT or CEX wasgiven to the adult female

patients with acute simple cystitis caused by E.coli strain. Sixteen patients were investigated accor-
ding to the open method protocol, twenty-four were to the double blind method.

the two drugs were determined.
The antibacterial activity of CFT against clinical isolates (FE.coli strains) was two to eight

In laboratory examinations, the suscptibility of the clinical isolates,

absorption and excretion of
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times superior to CEX.

2. Eight hourly recovery rate after 25 mg oral administration of each drug was 63.6% in CFT,
and 64.9% in CEX. Maximum urinary concentration in an average was 90.0 ug/ml in CFT and 74.2
ug/ml in CEX. No difference between the two drugs was observed.

3. In view of the decrease or eradication of bacteria in urines 8 and 24 hours after administration
of either 25 mg agent, CFT was significantly superior to CEX in both open and double blind studies
by statistical analysis.

4. In open study, viable organisms in urine were less than 10% per ml in 6 of 8 cases treated with
CFT during the follow up study courses after 25 mg single administration (8, 10, 24 hrs.), but with
CEX only one of 8 responded in the same investigative manners (P<0.01). With respects to the in
vitro activities studied, our data were considered to be well demonstrated the relationship between
in vitro and in vivo activities.



