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ABHEIRIC 331 % Cefatrizine (S-640 P) B33 5 w0, BEKMKRH

WoH R OR-F B OB
v 7 5711 B 1

Cefatrizine (L\'F CFT) 3kE 7V A b A+ &R
ERCTERIhEFHLVEAR €7 » = AR Y vRY
HEMBE T T, Cephalosporium acremonium ¥ i
1% Cephalosporium salmosynnematum oO¥5HEH» b 15
bhb, £77zaeARY) vOIENFEETHLS, 77
A5, BEECH LARIAHEAX2 P 7 a2HL,
oW E i Cephalexin 0 4 ~ 85T H % L
50:0.9, WRBROBEE B0 T, HREYBET
%o

BERABECNT S MIC ORITHE, HSLUM4
B & DB O L8

AERIAE P SRR LA 71 #k (Table 1) >
W, CFT % X0t CEX, CER, ABPC, KM%, 4#%|D
BN FEEBLIEIRE % B AL R SRR T i E
L, J:I:EE&?H‘ Lo

& 8% Table 2, Fig. 1-a, 1-b TR Lo

E.coli 20 ¥z s\~ Tt Fig. 1-a @ X 51, MIC
0.78 nug/ml T 35%, 1.56 ug/ml T3 90% HHEHH
E&h, 2 3.12ug/ml LITFTRE XML SR,
fbFl & DT, Fig 1-a, 2-a RT X5k, KM
Ry, CEX, CER, ABPC iz bt USiEFERE 5o

Staph. aureus ¥s\Tit Fig.1-b ® X 51, MIC
0.78~1.56 ug/ml T 95% MREERFHIE S h, f#F &
DT Fig. 2-b D X 512, CER ©RREHHER
R IAMRENT BB 5o

ZDfth, Proteus mirabilis, Pseudomonas T\ 4EZS)
LBbhan, Klebsiella D—Fix LTIERHMTE
bh b, EHEHCOVCTORNILETD B,

HRARE (RepgEtt, BARRE) %

TED X 57 3fEMIcxt L, CFT 500mg PIiR%% 6 A
MioMmiEFRE, BHBRE, Kby, kT, 2¢g
54 WIREED 24 BERIAAETE, & X ORPHERBE L

Table 1 Species and numbers of test organisms

Staphylococcus aureus 21 strains
Escherichia coli 20 strains
Pseudomonas 12 strains
Klebsiella 11 strains
Proteus mirabilis 7 strains

Total 71 strains

1o

EM 1 Y.K. 55 %, 7, BE, BRESHETER
W, RBE, T-F.-7Fuvr-omadc, BHH#E
HWEIXT1H 400ml BETH 5,

fEHl 2 Y.K. 63 &% &, BRAMEBC X 5MER
HETHARL, BRNBEEE T, FABRFIRE
SERFAEORBOLD, BENBEE N VI -2 Tt
t2o 1 H 400~600ml o fBH il 2% v FEKBITA
Bz4m 200 2B 29 A Lic,

Fig. 1-a Comparative activity of CFT, CEX,

CER, ABPC and KM against 20 strains
of E. coli
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Fig. 1-b Comparative activity of CFT, CEX,
CER, ABPC and KM against 21 strains
of Staphylococcus aureus
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Table 2 Comparative activity of CFT, CEX, CER, ABPC and KM against various
bacilli in the total number of 71 strains
. MIC
[Ngrffa‘i‘;zﬁies] (ug/ml)| <0.19| 0.39 | 0.78 | 1.56 | 3.12 | 6.25 | 12.5 | 25 | 50 | =100
) Drug
CFT 7 (35)| 11 (55)| 2 (10)
E coli CEX 4 (20)| 13 (65)| 3 (15)
. CER 17 (85)| 2 (10)| 1 ( 5)
(20 strains] | Appc 4 (200 7 35)| 4 (200 1 (5) 4 (20)
KM 6 (30)| 8 (40)| 6 (30)
CFT 6 (29)| 12 (57)| 2(9.5) 1(4.8)
Staph. aur. CEX 11 (52)| 7 (33)| 2(9.5) 1(4.8)
CER | 11 (52)| 1(4.8) 5 (24)| 3 (14) 1(4.8)
(21 strains)
ABPC | 3 (14)| 1(4.8) 4 (19)| 2(9.5)| 3 (14) 4(19)| 3(14)| 1(4.8)
KM 3 (14)| 10 (48)| 1(4.8)| 1(4.8) 6 (29)
CFT 5 2 1
Klebsiella CEX 4 z 1
' CER 6 1 1 3
(11 strains] ABPC 3 3 5
KM 3 3 3 1 1
CFT 5 1 1
Proteus mirab. CEX 2 1 1
. CER 1 5 1
(7 strains) ABPC 1 6
KM 1 4 2
Pseudomonas
(12 strains) CFT 12
CFT 1.56
MIC-against CEX 6.25
. CER | 3.12
E. coli JC-1 ABPC | 1.56
KM 0.78
CFT 0.39
MIC-against CEX 0.78
Staph. aureus CER <0.2
209-P JC-1 ABPC <0.2
KM <0.2
#fEGl 3 R.F. 60 ik, 5, BEERC CYBRTESN, BRI

REMEEEE T, THRREFOREEN TS S,
T EN AL EE 2B, 1 B 500~900ml o
T HRE A 5 B,

FAERIDEE KRR AR X Table3 © X 5TH %,

MR

REBIL, 2wxL, Z2fERs CFT 500mg PRREEDE
BE, HEHy THETEKDI, BERIL Sarcina lutea
ATCC 9341 # H\ teo f&5R1: Table4, Fig.3 o k5
T peak (X2~ 4B D X 5Th B,

BEH- R B A fR B A IS D\ TRRBS AN BIE T DS HY
RN DT, BIEED 3EMC D FHRE Uic, EXEiiigIL,
CFT 1,000 g % pH6.4 Bp-3y 7 » — I CHMR, B
BERHw T, 100, 50, 254g/ml~0.19ug/ml & EyF&
FRUER Lo fERT, ER 2 (RRSTLHA%ER)
CEWTRIIBEETH - fco #F% Table 4, Fig.
4 TRLT Thich, CFT #5813 17 mg/ke T,
MR 2 FERE 6. 4ug/ml, LIETRE, IBIhiREe
2 BRI L, 4B5RT 5.2, 6KERME, 11xg/ml
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&:gb'l’:o 75;@\4‘0
g 2) H%p (Table & (+))

500mg PIRR#E 6 B ¥ TO PR RS XU RE Y,
Table 4 wR Ui, fEGI1TIX, %D 13%, fEMI 2T
1%, 7.4% OPERET Rio £h Zh d Creatinine {H
1%, 0.8, 1.5mg/dl TH - 7o

1H 2g 4R EWTIE, #Fi1x Table5 o X

i) 1), i) BERIHN, ¥FREHRICNEETKRL,
SAEHALE IR <, R THE Licd D,

i) 1, 1) ¥k i) RERSLABLE Ticbh,
MR OFIME, REABORKERROWMENZET, 7

Table 3 Laboratory findings of the 3 cases

51z, fEM1, 2BLTIISTLY, Creatinine {f Case, Sex
R . > 1)Y.K. 2|2)Y.K. ¢|3)R.F. 5
LITAEB LI s R B, ¥ 7, JATRIREES X UBE g:f;- Age, kg 5)5, 43kg 6)3, 29kg e%, 53kg
MR, EF 2R WTRYT, HETHHHIMERET Meule 4 29 40
Bt Al-P 5.8 4.0 2.7
B R R & LDH 340 390 390
Table 6, 7 © X 51, FHEMRIELFOLTRHFL ZTT 11.0 8.2
o TTT 4.6 2.7 12.8
#HEEHAGILE 2g #H 4851, #5BHI, GOT 70 28 40
®E2H, %K 21 H (THLWA, 15 4], 8~13 A8 GPT 70 23 38
B, 21 B14) TH%o A/G 1.38 1.28 0.49
SARHAE, BHETTEL 13 Bl Creat. 0.8 1.5 1.0
BRI BUN 9.7 14.4 30
R CRP - + o A
1) %% (Table di(4)) ;gg/h - - +~12*5
i) WBH, FREREDNOME & b Bbhs RBC108 a6 421 505
EGIT, RETHTREE, l:;bs UBBIB R 2T <, Hb g/dl 12.5 12.0 1.8
F3~5HTCEEFEROHKENDDY, 7T~8HMT, 4 WBC 4,700 5, 400 6, 900
PHLE T <, BRERIR, TOBERERY Ry Retic. % 3 1 5
i) i) X DOREEN, HWIVNBEBERND Plts x 10 29.4 21 34.1
b, WEIRISARHRE (BRI, IBE) minx ik, KIE G(—)B
BROE, MEOTMIMNLLRD, IFHLEELL, Culture fest E.coli |Achro. | Kieb.
FABERAD X D BHEE LK Sh, 7~ 8B THEERA Flavobact.
Table 4 cf Fig. 3 & 4
Plasma concentration (ug/ml) Urinary excretion
Sub]:ect. No. mg/kg Time after dosing (hrs) during 1st 4hrs
0.5 1 2 4 6 (mg/Ur. vol)
Dose of CFT 1 11.6 0.4 1.5 4.8 4.8 3.0 67/600
500mg 2 17.2 0.5 1.5 6.4 4.8 3.0 37/400
Bile concentration (ug/ml)
Subj. No. Time after dosing (hrs)
0.5 1 2 ’ 4 6
Dose of CFT 2 0 0.2 1.1 ‘ 5.2 11
500mg 1 not detected
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Fig. 2-a Comparative activity of CFT, CEX, CER, ABPC and KM against
20 strains of E. coli )
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Fig. 2-b Comparative activity of CFT, CEX, CER, ABPC and KM against
21 strains of Staph. aureus

ug/ml CEX CER ABPC KM

100} 1 1 3 2

sol- L ol

251 2 .2
12.5} ) ) '
9.25 " g1 .1 .1
3.12¢1 1.2 2 1
1.5 5 9 2 3.2 1.3 3.6 1
0.78} 1 43 2,1
0.39+ 1 1
0.19f 6 3

! ! L ! 1 L 1og 1 f£omo 00000 ¢ ! L 1 1o | L 1 | Lo L L ! L 1 I
=0.19 0.39 0.78 1.56 3.12 6.25 Z100 0.19 039 0.78 1.5 3.12 6.25 0.19 0.39 0.78 1.56 3.12 6.25 ~ 0.19 0.39 0.78 1.56 3.12 6.25 =

of CFT (oral use)

Fig. 3 Serum level after dosing of 500 mg
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Table7 (i) Clinical evaluation
Medical note f . . e
Clinical diag. € 15::3 :r?s:t rom Causative organisms sensitivity
No.| Name |[Age|Sex (
& Underlying dis.) )
Onset 1st. Date Ol R
visit (SYSa)
& <o
1| H.M. | 22| ¢ | Phlegm. on abdom. walll 2/VI | 4/VI 4/WI | Culture neg.
8/ Staph. aur. + —_
10/ | Staph. aur. —
2| 1.S.|33| & |Phlegm. on back 24/v |28/ 28/ | G(+)diplo. a little
2/VI | Staph. aur. + —_——
3| M.U. [ 31| & | Phlegm. on hip 4/vr |11/ 14/vi| Staph. aur. + HHH
4| S.I.|27| ¢ | Phlegm. on knee 18/v|21/V 21/v | Staph. aur. —I4H
23/ | Staph. aur. +|+
26/ | Cult. neg.
9/V | Staph. aur. + H—
5| K.w. | 37| & | Phlegm. on ankle 20/v | 47w | A3F gaf,'so 4/% | Cult. neg.
(Polyarthritis) 6/VL | B-Strept. -
13/v | Cult. neg.
CoOMBS’_test 20/ | Staph. aur. a little
6| T.F. | 23| ¢ | Panaritium unguate 30/v| 5/vi Q%Pga;'o 7/V@ | Staph. aur. + —|=
7| A.Y. |18 | 8 | Panaritium unguate 14/w| 21/ 21/vi| G(+)diplo. c. [
23/ | Staph. aur. —|—
8| S.H. | 60| 5 | Infected atheroma 10/VI | 14/vI 1%}“ G(+)diplo. %8 el
9| v.0. |31 ¢ | Mastitis 5/VI |11/vI
10 | K.H. | 26 | ¢ | Mastitis (Abscess on |E/V |12/ 12/w1 | Staph. aur. —|—
ateoler region) 13/V1 | cult. neg.
11 | T.U. | 26 | ¢ | SCHLOFFER’s tumor 23/v|30/V
12| T.T. | 40 | &8 | SCHLOFFER’s tumor 4/vI |14/v0 4/VIL | Peptostrept. cocc. H{HHH
17/M1 | Peptostrept. cocc. +H|HHH
Acute lymphadenitis
13| T.N. | 62| ¢ (Neck) 31/v |7/
14 | Y. T. |12 | @ | Acute lymphadenitis E/V| 4/vr g%z};g_g]o—l
Acute lymphadenitis
151 8.1 191 ¢ parotid region 3/vI | 3/vI
16| S.M. | 23| o |Acute lymphadenitis = [,q,y o7, y 11/VI | Cryptococcus ?
S.M. cervical & axillar region Y :
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of CFT in surgical patients

Outcome
test for antibiotics Dosage .
g Additional or clinical bac- Side
bined treatment teriolog. ffect
~ SK<MIC com effec
SR STp=1p=1p=1b1]-] = . from/~
m 1 of |daily sum. A= 2 ] ?
oPE LRz SR cF T (days)
2.0 (11) 22 |Incision, on the 7th day| |O O
H—|—=|— |=l+—lH+]| 0.78 4/\I~14/
=== [
Incision, on the 5th day]|
T R N T T 2.0 28/v~(7)| 14 O @
HELHE [ 0.39 | 2.0 [11/vi~(4) 8“ﬁ$mmMMnO
A A 2.0 |5/M~(3)| 6 |Incision, prior to O O
H+ fHH| [H A 0. 78 medication
HHH A A | 6. 25
{&BPC 2. 06‘}/\2['\'8/\'[ Diarrhea
B T ll _ ncision, . keep on
#t it 2.0 |9/v~(8)| 16 (prior to med.) O O (med. )
s [ | 2o s | e [ s o [ 1] 1] o
H-HHHH HHHHHH—] 0.78 | 2.0 | 21/~(6) | 12 | nail excision, o le
—|=|={=| |—HHHH|—| 1.56 prior to med.
A HE A (A 0.39 | 2.0 ) 14/~(5) | 10 | Incision, prior to med. | O O
2.0 [11/~(10)| 20 O O
| A 2.0 |12/~(5) | 10 | Incision, prior to med. | O O
2.0 | 30/~(7) | 14 0 0
== [ A 2.0 (14/~(10) | 20 | Resection of localized O O
HHAH— =] A abscess & curettage
2.0 [7/vM~(4)| 8 o e
G. L
2.0 |7/u~(2)| 4 ) O (Med.)
stop
2.0 |5/w~(4)| 8 O O
27/ VL~
2.0 27/1 ao)| 2 O O
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Table 7 (ii) Clinical evaluation
Medical note from . . e
; Clinical diag. the onset Causative organisms sensitivity
No.| Name |Age|Sex )
! . (& Underlying dis. 1st ) 8 1S
. a
Onset visit Date O % 8
17 | K. W. | 37 | &8 | Anorectal abscess 3/vr| 8/ 9/VL | Strept. cocc.” ++ HE
15/ | Cult. neg.
18 | H. K 36 | ¢ | Anorectal abscess 13/v| 16/ gce:;"lyfi;
19| Y.Y. |50 ? | Anorectal abscess E/V |24/V Q%P;SSZ.O 26/ HH
) 28 | Cult. neg.
20 | H. N | 44 3 | Anorectal abscess 22/
HE Spontaneous
rupture
21 | M. S. |19 ¢ | Acute appendicitis? 1/vi | 4/
. (Ileocoecalgia)
22 | H.K. | 55| ¢ | Cholangitis 14/v MPIPC, Post |11/v| E. coli i
e ope. 5d. Enterobact. G(—)B
(Choledocholithiasis) 7/ Drainage & 16/ Hafnia + i
: T-tube 18/ | E. liqueformis
23| Y.K. 63 | ¢ | Metastasis on hilum 9/ | G(—)B 4l
of liver (Gastric ca.) 11/ ﬁf:&%’:gg ac:ﬁ._(G—)B ++
PTCD 17/ | G(—)B -l
19/ | G(—)B —=
20/ | G(—)B -t
24| R.F. |61 | 5 | Cholangio ca. ABPC |5/ | Kiebsiella 4 -
9/ | E. coli & Kleb. H | |—|—
PTCD 12/ | E. coli & Kleb. # | [HHH+
; 13/ | E. coli & Kleb. + | [H#HHi+
19/ | E. coli 4 i
' 23/ | E. coli i
10/V1| E. coli & Kleb. # | |—|—
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of CFT in surgical patients

. Results
tests for antibiotics Dosage Additional or imical | Bac Side
bined treatment teriolog. £
=(edl | l m MIC combine effect
O SIS SM = .| from/~
iml | i of |daily sum. H i+ —| 2 | HH =] ?
u.QOE"Mi"’C’"‘ZQ"”"‘ CFT (days)
HEHHA — [ <0.19 | 2.0 | 8/~(9) 18 |Incision, prior to med.|O @)
2.0 17/~(7) | 14 O O
=i . , N
HizoH H +| 1.56 | 2.0 {26/v~(8)| 16 |Incision, prior to O O
++ med.
|
22/~(4) Drainage O gg”ll“%
' Choleli-
thiosis
2.0 [4/vi~(2) 4 O O
TR e : |
fifz O H 2.0 ™ 1 ©) O
T ~| 100
12.5
— =S
H—|zlo—| — 2.0 (12) 24 O O
IERNN
=[] ~| %
B ~| 100
HH—H#HHH— |~ H# 100
H— =] [ —| >100
<=
HHH{zo+| H + 2.0 (21) 42 O O
o
-+ i
B [ #
e H
| 1t
- 1 |
| + |
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Table 5 Excretion of CFT during 24hrs after
oral administration of 2.0g of the drug
4 times a day

Urinary excretion Biliary excretion
Case
g/Urine vol. (ml) | ug/Bile vol. (ml)
1 0.72/1,120 0/470
1. 56/990 280/350
3 1.25/1, 000 0/1, 000

Table 6 Clinical cases treated with CFT

Infection in subcutaneous

soft tissue

panaritium

infected atheroma
Acute mastitis (purulent)
SCHLOFFER’s tumor
Acute purulent lymphadenitis
Anorectal abscess
Ileocoecalgy (susp. of appendicitis)
Cholangitis

W s A NN - DO

Total

[\
N

~8 HT2H, IhtThEWRBEL-dDT, K
HDTDEB L LickBbh b0,

3) 4&%h (Table ik (—))

Wh D, RRBERLT, FRBEREERED L
Do

4) 7THE (Tabledr (?2))
ERERERRCE L, ARV R Shicd
O, ABHLE, MFHRST XD, FEIK X5 GREDE
DLEEH LGSO, BERTHEDRL LD, %,

iE Bl B 4F

LN D\NT 5

FEG] 913, BEHEHILRA TR L, TLIBMERLIR S & 2
LcBlT, %2k, BEEH 10cm ORike b > RIEM:
DB L RO HEMBE 4B ELD, BUEERD
BENRDD, 10 BEAFEEIC X b 28 Uico fEF 15,
17, 19, i+ 46, X EEHRENSERE L,

BEB, I XOHEREFICOWT ;

ER6, 7, 1%, HTEOHT LS, FRIiC X 5%

BAbocbBbhb, Lo L, KEBREDEETHT
HBHDT, TEEFC AR, FEMI21E, FBIBADR
RYERB R VIR Uico g, NEDOBHIBEERMD »
TR — TR Lico AR DRREBIIESIEN D o 1o &
Bbhsh, BEDETHCEGOTTREE Lis

R, X% 24 fih, HWETESH, ExH4,
10, &%) 26, DEREB.

B % A

L, BIfERO VKR EE X bh b, EF
14, ROEMARED Iod B bl Uicht, JEAERE 2,
B I ORTE DREF S L ORARBRE2ZT TED,
WTRAER LAchRATH 528, AFicd 1 Bb 5D
LR LT

FER 20 1%, #5148, GOT, GPT D LF*2
i, EbIfsdik LEBER1 » AR HFLRT,
BEOKE, EERMEOBGEYRR Lico AFOKE
ETHIE, BEHRTEL, FEEREIRAEESL
EnbL LA, BBEECIAHDEEL S,

¥ & &

1) FEiK4Htkk, E.coli, Staph. aureus 335
INFEE BRI JBER T, {S¥8RE T, ffio CER, CEX, ABPC,
KMEEDS DD 5o

2) BRI, GHIERFTIZERDI I,

3) MBI EE I LTS METD B,

4) EEIRSHRIIMEENZRICTET Lo

Eif 3

KERRBBICEE L, %M - b RREREE T
f BEEEZHEKE LD ERCELLHELET D,

7t¥s, A¥BBw A\ Cefatrizine i 8 4A I (k) o
555%9#3 ﬂﬁ:o

EEE

X [y

1) LEITNER, F.;R.E. BUCK, M. MISIEK, T.A.
PURSIANO & K.E. PRICE : BL-S640, a cephal-
osporin with a broad spectrum of antibacter-
ial activity : Properties in wvifro. Antimicr.
Agents & Chemoth. 7 :298~305, 1975

2) OVERTURF, G.D. ; R.L. RESSLER, P.B. MARE-
NGO & J. WILKINS : In vitro evaluation of BL
-S640, a new oral cephalosporin antibiotic.
Antimicr. Agents & Chemoth. 8:305~310, 1975

3) Cefatrizine PFoE&#4G, £ 220 H R {Lgips
£WH KL MB L, 1975 (i)
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PRELIMINARY CLINICAL TRIALS WITH CEFATRIZINE (S-640P)

YosuiNarl YamMapAa and TosHiakr Sarto
Surgery, Kawasaki City Hospital, Kawasaki City, Kanagawa, Japan

This study was designed to evaluate the in vitro efficacy of CFT and to get further informations
on its clinical utilization in surgery.

Brief summaries were given as follows :

1) Serum levels of CFT in the case of 1) and 2) were shown in Table 4 and Fig. 3. Peak drug
concentration of 6.4 ug/mlwas achieved in Case No. 2.

2) MICs of 20 strains of E. coli were ranged between 0.78~3.12 ug/ml of the drug. Ninety % of
the strains were inhibited the growth by the concentration of 1.56 t#g/ml.

For 21 strains of Staph. aureus, 95% of the strains was inhibited the growth by the concentration
lower than 1.56 #g/ml.

3) Twenty-four patients were treated with CFT. A summary of clinical results is shown in Ta-
bles 6 and 7.



