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Cefatrizine (LA F CFT) 3 kE 7 v A + V HBFRFTC
BUOWTHRIAEHELOLVWEAXER 77y ARY v
FHEHBETH D, BARYEL S-640P 2 Xh-HE
¢ 3) 6 19)20)21)22) (Flg 1)0
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‘Chemical name: 7-[D-2-amino-2-(p-hydroxyphenyl)

acetamido]-3-(1, 2, 3-triazol-5-ylthiomethyl) 3-cep-

hem-4-carboxylic acid (propylene glycol solvate)
Molecular formula : C,gH;3Ng0;S,-C3G50,
Molecular weight : 538.6
BREIIKCRRPEI, 227N, =587 —
, TPV, ==FN, Zreri L ARERIIEEAY
BT,

CFT o FKR: LTEREHAERPIC SV TEETH
Bo ¥7c40°CTh, 47 ARETH S, KEKFTI,
37°C pH6.0 LIFTOMERAITILIHENEETH AR, 7
A VRITRITNEETH D, 5°C Tk 37°C X h RE T,
pH2.0, 5.0, 6.0 Tix2 HHAMOETIZZbhIiE,
MEEEAS T 5 AR AmF S LTk 50% &
BT %5,

24

L HERRIML

BEFEOBREC T CFT OB HERHNL
F=o J#iL, Bacto-Peptone (Difco #4) 2.0ml iz, 1
BSHOEAEMEL, 37°C 24 RERE® LBk (108
cells/ml) &o\T, Heart Infusion Agar (3:8F) #
WICERSER A Rk (Agar plate dilution method) &
X O BUNEBIIERE (MIC) ki, ZORERE,
CFT 13777 2B EB X O 7 7 AR LER:
B D ®RT T E0VH 5 fent, Strept. faecalis, Strept.
Mg, Proteus morganii 3s X' Pseudomonas aeru-
ginosa X LCIXY R AR T & g\~ (Table 1),

II. BESHEOKBUI

A2 PV ERABOFIET, ARHRELLHHEL

FHES P RE, KBER JOMABRECOWTEE

27 7y r AR VRIAFICHTHREMEZREL, &
RS2 T B E Ui,

1) EESFPyEE

CFT T, 1.56~12.5ug/ml ORI TN TOHKNS
i 5A%, 54 #rh 22 # (40.7%) 1% 1.56ug/ml 1T,
12 ¥k (22.2%) % 3.13ug/ml &, 17 ¥ (31.5%) ik
6.25ug/ml iz, 3#k (5.6%) % 12.5ug/ml 4L
#20 CFT 1%, CEX % X0 CED X h 2R T35,
FOMOEHBET » v ARV VHRIEHK & HHEET5 L
h HBERE R LI (Table 2),

2 K B B

7" ¥ U R & AR O IFNT O TR MR TIIE Lico
CFT T3, 54 #keh 45 B (83%) 131.56~504g/ml @
R fiL, Bb o 9KRIL 100 2g/ml Bl w546 Uiz,
BAFDY — 21% 6.25ug/ml TH b 20 £k (37%) 4
L, KT 12.5ug/ml @ 13§k (24%) 23571 Lico
ZhboREIE CEZ, CER X0 CTZ X i34 5%,
CET, CEX, CED, CEP % X' CEC X b i3 Bh ik
ETH i (Table 3),

3) MABRBE

Pl AR 27 BRie o\ T CFT e 3 5 RREZ M 5 A % &
% &, 27 #keb 14 #k (51.9%) #»% 1.56~3.134g/ml 1
SfLTxY, CEZ, CTZ LEULERI-EETH-
7= (Table 4),

III. Cefatrizine QW4Y, HEft

1) B2 ¥ i AR

CFT o Standard curve %, Sarcina lutea ATCC
9341 ¥R HREH & 3% paper disc method i X b HIE
L1-o ¥2ibix SL-15 agar medium (polypeptone 0.3
9%, vyeast ext. 0.1%, beef ext. 0.1%, NaCl 1.0%,
powder agar 1.2%) %\ i, FENELFBEND D
z &, ¥ pH7T.O LU L CRAMDETHRH L &b,
iR ORI 1L, Monitrol serum % pH 6.0 PBS
TAEEFR UK 2B WT CFT FRa AR LIER L
TR R A, i, RPREONE L pH6.0 PBS
FRO L 0R AW (Fig. 2),

2) i X ORBERE
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fRFERA 3 £ FRiZefn, CFT 500mg % PR X4,
1/2, 1, 2, 4 B X 6 BfEomti XORPEEY
PUE Utco TUEST M TEEREMR & A UH IR X »Teo T
BMETINEEFE LT2 = VEEF F V) w7 A% F R
L, EbERELLE DA mEIiE & CAHRE
Uleo Eifeiiff (#fk) 12 pH 6.0 PBS T 4 5Ll R 7

FLTHRERBE Lo BEE%Y 108 cells/ml H$5H
WD 1% R&ETHHEME (108 cells/ml) & fiu
T, paper disc FRIC X H WEETlo ot TfIL,
FEROFEFIE, pH6.0 PBS %A\ i,

BEMA 340 CFT 500mg #£ n#y 550 g
DEBNTI 5% 30 45Tl trace DRI TH »Too 1HE

Table 1. Antibacterial spectrum of CFT

CEX CER CFT

1 Staph. aureus 209 P 0.8 <0.025 0.2
2 Staph. aureus JC-1 0.4 0.05 0.4

3 Staph. aureus Terajima 1.56 0.2 0.8
4 Stap_k. “aureus Smith 0.8 <0.025 0.8
5 ' Staph. aureus Newmann 3.13 1.56 0.8
) Staph. aureus ATCC 6538 1.56 3.13 1.56
Leg Strept. faecalis ATCC 8043 3.13 50 25

8 Strept. Mg >100 0.05 25
‘9. Micrococcus lysodeikticus 0.4 <0.025 0.8
10 Sarcina lutea ATCC 9341 3.13 0.1 0.4
11 Klebsiella pneumoniae PCI 602 0.4 0.1 1.56
12 Bacillus pumilus IFO 3813 0.8 0.2 0.8
13 B. subtilis ATCC 6633 0.1 <0.025 0.1
14 B. cereus mycoides ATCC 9654 50 12.5 25
15 B. cereus mycoides ATCC 11778 50 6.25 25
16 Corynebacterium Nozi 0.4 <0.025 0.2
17 E. coli K12 25 6.25 12.5
18 E. coli B 3.13 3.13 0.8
19 E. coli BMW 6.25 3.13 50
20 E. coli C14 6.25 25 3.13
21 E. coli NIHJ 6.25 6.25 12.5
22 E. coli JC-2 12.5 3.13 6.25
23 Shigella sonnei 1 12.5 3.13 1.56
124 Aerobacter aerogenes TAH 1102 3.13 3.13 6.25
25 Proteus morganii No. 1001 >100 >100 >100
26 Proteus vulgaris ATCC 21100 3.13 6.25 3.13
27 Ps. aeruginosa NCTC 10490 >100 >100 >100

Table 2. Sensitivity distribution of Staphylococcus aureus to CFT in surgical fields (54 Strains)

 |s01] o2 | 0.4 | o8 | 156 | 3.13 | 6.25 125 | 25 | 50 | 100 % i
CEZ 10 23 10 11 ‘
CER| 12 14 9 17 2
CET 2 22 30
CEX 21 20 11
CED 9 20 23 2
CEP 7 20 16 10
CEC 12 32 10
CTZ 16 18 13
CFT 22 12 17 3
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Table 3. Sensitivity distribution of Escherichia coli to CFT in surgical fields (54 Strains)
|<0.1| 0.2 | o4 | o8 | 156 | 313 | 625 | 125 | 25 | s0 | 100 | M0,

CEZ 2 27 7 4 4 3 3 A
CER 12 28 1 2 2 2 7
CET 2 4 26 13 9
CEX 3 36 9 2 o4
CED 10 34 5 1 4
CEP 2 1 2 8 23 18
CEC 5 30 11 1 7
CTZ 13 26 6 2 1 2 4
CFT 2 5 20 13 2 3 9
Table 4 Sensitivity distribution of Klebsiella to CFT in surgical fields (27 Strains)
<0.1] 02 | 04 | 08 | 156 | 313 | 625 | 125 | 25 | 50 | 100 S
CEZ 1 3 10 3 2 1 4 1 2
CER | ‘ 1 13 3 3 2 2 3
CET 1 5 7 5 6 3
CEX 1 11 10 2 .1 1 1
CED 17 5 2 2 1
CEP 1 2 9 4 3 4 4
CEC 3 14 1 2 4 3
CTZ 1 8 6 2 2 2 4 2
CFT 1 6 8 3 2 2 1 2 2

Fig. 2 Standard curve of CFT

¢mm) Test org. I S. lutea ATCC 9341
Medium : SL-15 agar medium
Method : Paper disc method ,,

25} o

20+
15
&= \oni -~trol
% % Moni—trol +pH 6.0
Y o——o pH 6.0 P.B.S.
10 / &———apH 7.0 P.B. S.

4———a Human urine

0.1%5 0.25 0.5 1 2

#g. ml

T 2.2ug/ml, 2BE T —2&7cb 3.73ug/ml, 4
BT 1.93ug/ml Xich, 6BFRITH 0.57ug/ml T
&t (Table 5, Fig. 3),
RO TG 1R R v — 2 L7 b i
1,412 ugfml % R URFRIOREA & & SIBE IR L,

Table 5. Serum concentrations of CFT

[1/2 112.4 6 | hrs.
LN. (6.1mg/kg) | — 2.63.8 2.2 0.6 | ug/ml
M.O. (5.9mg/kg) | 0.2 0.83.0 1.4 0.4
H.K. (5.6mg/kg) | — 3.24.0 2.2 0.7
Average 2. 2|3. 73[1. 93‘0. 57

- 500mg. p.o. (fasting)
Test org. : S. lutear ATCC 9341

Medium
Method

: SL-15 agar medium
: Paper disc method

Fig. 3 Serum concentration of CFT

ug/ml

2 el 1,377 ug/ml,
} ¥ 97ug/ml wRL,

5

500 mg p. o. (fasting) 2
Test org. . S. lutea ATCC 9341
Medium
Method

L-15 agar medium
. Paper disc method

771

7 4

AT 707 ug/ml,
6 5[] & T JRepEIRRILF

15 31.1% TH -1 (Table 6, Fig. 4),

é hrs.

6 e[ T
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Table 6. Urinary excretions of CFT
1/2 1 1 ‘ 2 4 6 hrs. Recovery
LN. (6.1mg/kg) 2 185 2,350 1, 550 290 ug/ml
18 20 .24 66 127 ml
0.04 3.7 56. 4 102.3 36.8 mg 199.2mg (39.8%)
M. 0. (5.8mg/kg) 1,075 2. 600 1,000 315 1 #g/ml
16 22 36 72 85 ml
17.2 57.2 36 22.7 0.1 mg 133.2mg (26.6%)
H.K. (5.6mg/kg) 2,225 1, 450 780 255 tre. 4g/ml
22 30 34 60 61 ml
49.0 43.5 26.5 15.2 mg 134.3mg (26.9%)
Average 1,101 1,412 1,377 707 97 #g/ml
22.1 34.8 39.6 46.8 12.3 mg 155.6mg (31.1%)

Fig. 4 Urinary excretion of CFT

pg/ml
3,000 500 mg p.o. (fasting)
Test org. : S. lutea ATCC 9341
- Medium : SL-15 agar medium
Method  : Paper disc method
2,000} 71007,
1,000} 150
31.1
6 hrs.

IV. WA RE

Sprague-Dawley %, #, R#Z o b, 4% 4~5
B4, {AE 180~200g #FH\, 3PE1FFELLT, MC-
labeled CFT % 20mg/kg Bl OREL, *
DIEFBABITH: 2 et Uico CFT #5:4%, 15 47, 30
Gy, LBERE, 2B¥M, 4FER, 3 XO° 6 RERICHIEE,
MUt FEELAHL, SEAEKTHRESHER, 3~
5 f5RD 9% =X/ —NVEMATHEESFAXL, &
Wk, FToOLEFEXHBKE LT, Bioassay & LTilifn
FRIREE L Rk EC X D paper disc JETHIE L,
oL, EBE ¥ THET 5 HAYT Thin single seed
layer method #fH\ tco Fh, Bl—H v IARDOWT
Radioassay #177c -7z, Toluene ¥ X' Dioxan %
Scintillator %#jn%, Packard #! Liquid Scintillation
Counter ‘THIE Lico £ D#fEE, Bioassay, Radioassay
LIl L1 Distribution Pattern %R Uico Tih
% Bioassay TiXBEr kb, Kk\WTl, I, M,

500mg. p.o. (fasting)

Test org. : S. lutea ATCC 9341
Medium : SL-15 agar medium
Method : Paper disc method

B, O BADIATH oo W oiEH, Radicassay T
} 4> { Bioassay & [l#f/c Pattern % Rk L7 (Table 7,
Fig. 5 and 6),

o b ORBPEEICOVCTILEEREE & Al
TITIs » T #451% 30 4T 31l.54g/ml, 1B$fHT
361.7ug/ml, 2BsfCTY— 27 Lich 645ug/ml, 4B%
fC 355ug/ml, 6REMITSH 7ds 116.7 ug/ml L& igEs
%7~ L7z (Table 8, Fig. 7),

5 o MEHSRBTEOWTIE, BESAERE X RERS
BCHE Lico TEHEBUCBA LTI, 7 v F ORBEFC
Canulation #MEfTL, MBHOBEEZFFICHERL T
b, EHFOBGEEITIEoto TOMKE, HE5%® 30 5T
Sty 4.3ug/ml, 1BERIC 11.24g/ml, 2 BERTC 19.7
pg/ml, 4 B5fEC 40.7 #g/ml, 6 BT 68. 9ug/ml L
RO L &b RIBE OBk % 7R L ic (Table 9,
Fig. 8),

Table 7. Tissue concentration of ¥C-CFT

2| 1 | 2 | 4 [6hrs |
Brain — — — — — | wuglg
Heart 1.4 2.0 1.4| 0.6 trc.
Liver 7.9 9.2 9.3, 55| 3.7
Kidney |19.7 {21.9|13.1| 8.3 | 4.6
Lung 34| 43| 35| 1.1] 0.6
Spleen 2.3 29| 1.7| 0.8 0.3
Muscle 1.2 1.7| 1.0| 0.4 | trc.
Serum 10.4110.0| 7.7| 4.0 2.0 | ug/m?

20mg/kg p.o.
Sarcina lutea ATCC 9341
Cylinder plate method
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Fig. 5 Tissue concentration of 4C-CFT

Bioassay 20 mg/kg p.o.

ug/ml
20F
o———oKidney
&———o Serum
15k ¥—————x Liver
5 o————o Lung
o——a Spleen
X—-——-x Heart
0———-o0Muscle
10F
5.—

L1
172 1 é 4 6 hrs.

Table 8. Urinary excretions of CFT
1/2 1 2 4 6 hrs.

A 80 615 690 | 335 | 90 | ug/ml
B 1.02| 350 375 | 215|110
C 13.6 | 120 870 | 445 | 150

Average | 31.5 | 361.7| 645 | 335 | 116.7

20mg/kg p.o. (fasting) 3 SD rats
Test org. : S. lutea ATCC 9341
Medium : SL-15 agar medium
Method : Paper disc method

Fig. 7 Urinary excretion of CFT

Mg /ml 20 mg/kg p.o. (fasting) Ave.3 SD rats
1,000F Test org. : S. lutea ATCC 9341
Medium : SL-15 agar medium
Method T : Paper disc method

500+

121 3 i § hrs.
V. £ 46 A8 KH

CFT o4 &PR#LBRH T3, #Esr~<17
77 4+ —%MWifT L, Bioautogram iz X 2 HiEiEMO&
& Radioscanning 12 X A R#EBRE B ot Bk
% CFT 50 A X AR & 1C labeled CFT
BEHRDOT » PREAV. #1 OBERIEB=F
NIV DV TR EERE K=42:21:21:6:

Fig. 6 Tissue concentration of #C-CFT

ug/ml Radioassay 1.5 uCi/rat p.o.

201

om0 Kidney
o———e Serum

15F 12 x Liver
&-——~e Lung
&———a Spleen
x——--x Heart
O——=—=0 Muscle
10

1/2 1 2 4 6 hrs.

Table 9. Biliary concentrations of CFT
2] 1| 2 | 4 ’ 6 | hrs.

A 1.3 |14.820.0 | 33.2 | 64.0] ug/ml
B 3.3 5.7|18.0 | 24.0 | 42.8
o] 8.33 |13 21 65 100

Average | 4.3 |11.219.7 | 40.7 | 86.9

20mg/kg p.o. (fasting) 3 SD rats
Test org. : S. lutea ATCC 9341
Medium : SL-15 agar medium
Method : Paper disc method

Fig. 8 Biliary concentration of CFT

pg/ml 20 mg/kg p.o. (fasting) Ave.3 SD rats
100 Test org. : S. lutea ATCC 9341

" Medium : SL-15 agar medium
Method  : Paper disc method

50

i L J
1/2 1 2 4 6 hrs.

10 DF% AV, TEMAIZEFILE Spot film(Silicagel)
FHEA LI H20BERIT & 7 — 0 ¢ B : K=4:
1:5 OFREHVKEHIL Eastman chromagram 6061
#{#f L7z, Radioscanning 12>\ »Ci%, Packard
Radioscanner B\ iz, FDMEE, #FH10OBERYH
WRSEHR & LT Sarcina lutea ATCC 9341 %\ iz,
CFT 500mg #5486 1 B3R, 2B%R), 3 XU 3BERICiR
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LM d =% ) — LAE Ui=D% Bioautogram %
Tl eBRE TR WThork o OFIEMAd Sta-
ndard @ CFT }[F—D Rf{&0.13 2= Liz (Fig.9)o
Fhe, ARZBRBTOVWTHRAFETH -0 Vol ),
#1DRTRER & LT B. sub. ATCC 6633 % i\ iz
AR 3BBMEOFE TS LhORFL—FKL, Doz &
b, CFT ke AN TIHERREYIFEL
o E&FER L (Fig. 10),

%2 OBEEER Y AVBRER & LT B. sub. ATCC 6633
Wi AR 2 kD Bioautogram D TIX, W3
hofkd Standard o CFT ¢ [FE—d Rf{E 0.27 &
RFFRIEARRED bhie (Fig. 11), WoiE5, H20
B BWKRER & LT Sarcine ~ <ca ATCC 9341 %
\ 7o Rat JR (1#C-labeled CFT 20mg/kg #&1) DR
T 0~2 BERIR Tix Standard & [F—o Rf {f 0.3 %5
> spot BB HRIH, 2~6 KEREIRE LU 6~12 B
B TI%, Rf {£ 0.3 & Rf fi 0.051C 2 oDHED

Fig. 9 Bioaufogram of CFT

Solvent ! EtOAc : Pyridine : n-BuOH : AcOH: H.,O
T=42:121:21:6:10

Adsorbent :Eastman chromagram 6061
Test org. : Sarcina lutea ATCC 9341

front

(Jo00

CFT Human serum "
1 hr. 2 hrs. 3 hrs.

origin

Fig. 10 Bioautogram of CFT

Solvent; EtAc : Pyridine : n-BuOH : AcOH : H.0
=42:21:21:6:10

Adsorbent ; Eastman chromagram 6061

Test org. ; B. sub. ATCC 6633

front

OO 00

T Human
urine 1

origin
Human
urine 3 -

Human
urine 2

% Spot %W, AN THERRBYNERIRT
WAHBEER LI (Fig. 12), £ T 0~2 KR X
O 2~6 BERRD 220 TLC plate 120\~ Radios-
canning HHifF Lico FOEE, 0~2 BHIRTIE, RE
& 0.35 %rulyc one peak */RTHKHEX#, Bioau-
togram I —F LR E B, 2~6 BRRICOLT
/%, Rf {f 0.35 :sX 0" Rf {f 0.1 & two peaks ¥R
THE R, “hd Bioautogram DOREEEFMT DK
BTHotoo LichtoT Rat JRicBIT5E5% Tix, CFT
AR TRE ShBTEERBRER Shb o EHGE
BIhi (Fig.13, 14),

Fig. 11 Bioautogram of CFT

Solvent; n-BuOH : AcOH : H.O

=411:5(top phase)
Adsorbent ; lastman chromagram 6061
Test org.; B. sub. ATCC 6633

front

O

Human
urine 1

origin -
° Human - CFT
urine 2

Fig. 12 Bioautogram of CFT

Solvent :n BuOH : AcOH :H,0 :v4:1:5
Adsorbent  Spot film(Tokyo kasei) silicagel
Test org. Surcina lutea ATCC 9341

front

origin : L 1 L

CFT  Rat urine Rat urine Rat urine
0~2hrs. 2~6hrs.. 6~12hrs.
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Fig. 13 Radioscanning in rat urine (0~2hrs.)

i

Radioactivity (X10°cpm)

L 1 Il 1

0 0.2 0.4

1 L )

1 I I
0.6 0.8 1.0
Rf

Fig. 14 Radioscanning in rat urine (2~6 hrs.)

Radioactivity (X 10%cpm)

1 L L 2 L SR

002 0.4 0.6 0.8 1.0
: Rt
VI. BB K m #&

SRR 34 flic CFT 2@E L, *OEEKMERE
FRE LI, TORBINRIL, £ THRKBAMTIE
Thh, HH 10 4, W46, X526, BESH, ¥
BRI, REMR 5 6, AURE5 4, {LIBMET
BR% 1B, RRYMEFFIE 1 BIDG 34 BITH 5o H#NI 15
~79 %, MEANEENE 22 B, Ltk 12 BITH B, 1
#5801 250mg 24 4, 500mg 10 FITHH, BEL
BIIRE 3g bk 188 Th oo BEWINTIL,
Staph. aur. 8 5, Staph. epid. 4 5], GPB (Anaerobe)
1%, E. coli 3, Pseudomonas 2, GNB 2 f|, no
growth 2§, 3 X0 Cloaca, Staph. aur. 1HDEt 23
BITHBo BERBFEDOHIENY, HE DO IRZYRFIEILE
KX oe® ¥, BREBECE] U TQiIe THSREES)
THDHIDBRBINAEETH - o TDORER, 34 fi,
28 BIASERD, 5B ES), 1FANHERETD-% B
B ix 82.3% HR LI, BIFFARBILTIE, 3461
BPICRBRARE R L IEES % B Ichy, BG5E2PIETS
@ ETIRIeh ok (Table 10),

* ®
CFT o#iiAR2 b, CEX & CER orhRicfr

T %o ABHRREEROSHRC KT 5 RZMEFHIT DU
i3, AT FYRERY LT, CFT & CEX, CED
Ib 2~3 BEERCEEEY R LY, ox7 > v A
R Y VREH X D13 B VINNONDE), REEEI 5 LT
12, CER Xh&4%5nEhicREsmtRTo I
RBEICO\WTIE, CEZ B X0 CTZ LEAMIULBUE

T 9, BUY, PRcBIL T, CFT 500mg 22

[ ORI T, SR 2 —223bY, %
D rpRE 3.734g/ml TH ol T DMAERE X
— 1z CEX 500mg RHICHY LicmAsEE L EAIL
T\ i (Fig. 15, 16), Licdt T CFT oA,
BUTEWERCS 279 ReBTCBEL UL £08

Fig. 15 Serum concentrations of cephalexin
500mg p.o. (fasting and no fasting)

pug/ml
20f

—— fasting

——== no fasting

L,
172 1 6 brs.

Fig. 16 Serum concentrations of CFT
500mg p.o. (fasting)

ug/ml
2f

151
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Table 10, Clinical responses of CFT
No. | Name|Age| Sex| Diseases Organisms | Dose/day | Days Eg;il theggby eSf}gSt l;::;es
1/H.1./23| M | Felon Staph. epid.|250mg x 3 4 3g Incision — Good
21J.K.| 52| M | Felon Staph. epid.|250mg x 3 5 3.758g| Puncture — Good
3|K.K.| 34| F | Felon Staph. epid.|250mgx3| 4 3g Puncture — Good
4 |T.K.| 27 | M | Felon 250mg X 4 3 3g — — Good
5|K.Y.[ 20| F | Felon 250mg X 4 4 4g — — Good
6 |C.M.| 46 | M | Felon 500mg X 3 3 4.5¢ — — Good
7 |T.K.| 36 | M | Furuncle Staph. aur. |250mgx4| 4 | 4g |Incision | AR | Good
8 |H.H.| 54 | F | Carbuncle Staph. aur. |500mg x 3 7 | 10.58 | Incision — Good
9 (M. O0.| 18 | F | Carbuncle G.N.B. 250mg x 3 9 6.75 g | Incision — Poor
10 (M. N.| 62 | M | Phlegmon Pseudomonas 250mg x3| 15 | 11.25¢ —_ — Poor
11 |Y.T.| 56 | M | Infected wound Pseudomonas 250mg x3| 17 | 12.758 — — Poor
12 [T. A.| 29 | M | Infected atheroma Staph. aur. |250mg x 3 7 5.25g| Incision — Good
13 |T.K.| 35 | M | Infected atheroma 250mg x 4 4 4g Incision — Good
14 M. T.| 37 | M | Infected wound Staph. aur. |250mg x4 5 5¢ — — Good
15 |H. 5. |32 | F | Tection of o lana| Staph. aur. |50mgx3| 8 128 |Incision | — | Good
16 M. O.| 15 | F | Abscess E. coli 250mg x4| 18 | 18¢g Incision — Poor
17 |G. K.| 37 | M | Abscess Staph. aur. |250mg x4 5 58 Incision — Good
18 |T. 1.| 35 | M | Abscess G'(};'n B. robe) 50mgx3| 5 | 7.5g |Incision | — | Good
19 |T.H.| 79 | F | Abscess E. coli 250mg X 4 4 48 — — Good
20 (M. M.| 40 | M | Infected atheroma 250mg x 4 8 8g Incision — Good
21 (I.K.|16 | M | Felon 250mgx4| 3 3g Incision — Good
22 |D. A.| 57 | M | Furuncle Staph. aur. |250mg X4 4 4g — — Good
23 |H. O.| 52 | M | Anal fistula no growth [250mgx4| 10 | 10g — — Poor
24 |K. S.| 38 | F | Abscess E. coli 250mg x 4 9 9g Incision —_ Good
25 |H. H.| 26 | M | Furuncle Staph. aur. |250mg x4 5 5¢ — — Good
26|J.A.| 22| F | Infected atheroma G.N.B. 500mg x 3 5 7.58 | Incision — Good
27 |K.W.| 33 | M | Infected wound 500mg X 3 5 7.5¢ — — Good
28 |T.N.| 34 | F | Infected wound 500mg x 3 3 4.58 — — Good
29 T.Y.| 41 | F | Felon 500mg X 3 6 9g Incision — Good
30 (M. M.| 40 | M | Infected atheroma Staph. aur. |250mg X 4 8 8g Incision — Good
31 |1.K.| 16 | M | Felon 250mg x4| 3 3g Incision — u:;:,n
32 |[K. T.| 20 | F | Furuncle cé‘t'z;%‘ aur. 500mg x 3 4 6g — — Good
33 |T.M.| 46 | M | Felon 500mg x 3 3 4.5g —-— — Good
34 |E. 1.{36 | M | Infected wound no growth |250mg x4 4 4 — — Good
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TRBFTHY, BVBETHEINR S, 6BME T
DRPEUEHFE 31.1% THH, EH»LOPEED
FHRCEZL NS,

F v T DR LU FRANDOBTICOWTL,
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ANTIBACTERIAL ACTIVITY, ABSOR?TION, EXCRETION,
TISSUE CONCENTRATIONS, METABOLISM AND CLINICAL
APPLICATION OF CEFATRIZINE IN SURGICAL FIELDS

Suunjt Isurvama, Isser Nakavama, Hipeo Iwamoro, Suiceromr Iwai,

Mursumt Takator:, Takamicar Kawase, Ikuniro Sakata, Ikuo Murarta,

Mitsuru Onasur and Hiroko MizuasHi

Department of Surgery, Nihon University, School of Medicine

Basic and clinical investigation: on cefatrizine (CFT) was made and following results were obtained:

1) Antibacterial spectrum

Excellent antibacterial activity of CFT against Gram-positive and Gram-negative organisms excepting
Streptococcus, B. ceveus, Proteus morganii and Ps. aeruginosa was observed.

2) Sensitivity against clinically isolated organisms

Excellent antibacterial activity against Staphylococcus aureus, Escherichia coli and Klebsiella pneu-
moniae was noted, especially, against Klebsiella pneumoniae CFT demonstrated equal result obtained
with CEZ and CTZ.

3) Serum and urinary concentrations

The results obtained by paper disc showed the peak concentration at 2 hours after 500 mg oral admi-
nistration with an average of 3.73 ug/ml. Peak urinary concentration was observed 1 hour after dosing
with an average of 1.412 u#g/ml, and the average recovery from the urine during the time of 6 hours
was 31.3%.

4) Tissue concentrations

Tissue concentrations when orally administered 20 mg/kg of !4C-labeled CFT to SD strain rats (a
- group of 3 rats) were high, both by bioassay and radioassay, in serum, liver, lungs, spleen, heart
and muscles in order. '

5) Metabolism

Metabolism in human plasma and urine. after CFT administration as well as metabolism in rat urine

The results obtained by bioautogram and radioscanning

with TLC demonstrated that there was no bio-active metabolite in the human plasma and urine.
However, in rat urine the metabolites with antibacterial activity were produced with the lapse of
time.

from soft tissue infection.

6) Clinical results

Thirty-four. infectious patients in.surgical fields were treated with CFT, all the patients suffering

The clinical result was effective in 28, ineffective in 5 and impossible to

evaluate in 1 out of 34 patients and the effectiveness rate of 82.3%. No markable adverse reaction
was noted, excepting that one patient who complained of anorexia.



