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Cefatrizine (S-640P) 1= A 3 5 IEBERI 7z Db O EE KI5

=ARICHE - BIRERS - BRFHE

A - AR - FHEZ

KIR 7L KPR — B E
(FE EREBEZHR)

Cefatrizine 13 kE 7V A F A TFZEFTIC ST X
L7z Cephalosporin R AEMHE T, + D in vitro O
B /31 Cephalexin (CEX) X v#&E», oL Xb
HEE2 LI CBREh, £FATRIEEALR#BER
FRIRFPREKRBIBPERE I NS L MEI R TV BDY,

4|, = o Cefatrizine o\ T, EEKSBE T
B I%E CEX &L, BRERACESE LA
MEFREOHRS  RAHEERLWEL, bb¥T, N
FRRRIEC X T3 BHEHR L B>V TREE N
AT DTHRET S,

IL. # 4] 5

A. TR R HOCHFE S

FHREOREDL L4 Ui Staph. aureus 43 f, E. coli
35 ¥k, Klebsiella 17 ¥, Proteus 24§, Pseudomonas
12 #% @ Cefatrizine ¥ X 0% CEX wxt3 % BF e
%, [BERCFREESERELEY XV HIEL, WED
BB xR I Ulco 7rds, HE¥ERRE LT, Staph. aureus
209P JC 3 X O E.coli NIH JC 2 x5 WEHI OB
B RFCRIE L,

B. B #&

Staph. aureus 209P. JC zx}3 % Cefatrizine 35 X %
CEX o MIC i, zhXh 0.39ug/ml, 1.564g/ml,
E.coli NIH JC 2 1zx}3 % Cefatrizine 33 X 08 CEX »

MIC 13, #h#h 6.25ug/ml, 12.5ug/ml *75% Uiz,

JRES B D Cefatrizine ¥ X O CEX 1oxy 3% &%
Ptk Table LIc/R$ &% THY, WHRICATTHRE
FHeo Y — 2%, Staph.aureus 13 1.56 ug/ml L 6.25
ugfml, E.coli 1% 6.25ug/ml & 25ug/ml #/RL, &
1z Cefatrizine | CEX it LT AfEHE %L
fzo Klebsiella wzxt3% Cefatrizine & MIC 7Dy
— 211 1.56 ug/ml T, CEX wixi3 BRRZMSAFDOE
— 2 12.5ug/ml wH LT, ¢3S hicfiEhv T
L, Proteus i=xf LT Cefatrizine |3 CEX X bR\
WS %R U, 7r3s, Pseudomonas 1344k, Cefatri-
zine, CEX O#Zic® L T, 100xg/ml LI EofitE%d
i Lﬁ:o

II. R S TS HEf

A. BRFExEGis b ONCRRE

BERA 4 &% x5 & LT, Cefatrizine 500mg % %=
JER: %9 200ml ¥R THRA 2%, RAK305, 1, 2,
4, 6RfBIcEMmML, mELXSEEL, BlmFcouw
T Cefatrizine EE % HIE Lo \ -1 5, Cefatrizine
R 6B ¥ T, 2BFEIBIRAiREL, R Cefa-
trizine IBPERXHAIE L, FOHEHEFREND, R~ Ce-
fatrizine BB M Ui,

Cefatrizine & OflE (L Cefatrizine fh¥gp R R

Table 1 Distribution of susceptibility of clinically isolated bacteria to cefatrizine and cephalexin

MIC (ug/ml)

Organism Antibiotics |——-
l
0.1 }

0.39‘ 0.78 ‘1.56 ‘3.12 [6.25] 12.5 } 25 ' 50 ] 100 \100<:

Staph. aureus | Cefatrizine 2

(43 strains) Cephalexin

E. coli k Cefatrizine

(35 strains) | Cephalexin |

32 5 3 1
2 9 21 5 2

1 5 22 3 1 3

Klebsiella Cefatrizine
(17 strains) Cephalexin

Proteus Cefatrizine ‘

(24 strains) Cephalexin |

| | i

Pseudomonas Cefatrizine

0z |

-~ o
|

|

|

|

|

-

|

(12 strains) Cephalexin

| 5 | 22 | 8

‘ 10 5 1 1
3| 5 4| 2 3

l 3 2 2| 1| 3

| 2 8 2 3 3 4

| | 12

’ 12
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Table 2 Clinical results with cefatrizine
Case Complication Causative CE?:::igzigi ! Effect |
No. |Age Sex Clinical diagnosis and/or ) ‘M(Téfly duration bacte- clinic_ iSide effect
underlying disease organism |qose (g)| (days) | rial cal
1 i 30 \ M | Acute bronchitis — Haemophilus ‘ 2.0 i 10 ; ? \ + '{ —
‘ N ) i | Elevation
2 |16 | M | Pneumonia — Staph. aureus 2.0 25 | ? | + iof GOT
L land GPT
3 49| M " Diabetes mellitus| 8-Hemolytic |5 o 9 | 2 | + Soft feces
strept. |« | | T
4 |37|F " S.L.E. | ? IR B -
5 73| F " % Bronchiectasis ’ E. coli | 2.0 i 13 | — ‘l - ; -
Pulmonary . . | [ 20 27 | 2 o+ | —
6 43| M bscess Diabetes mellitus ? ‘ { 2.0 6 i ) l _ ! _
Pulmonary cancer ‘ L T e lﬁIV\IeV:Vursrtreia
7 162 F | 4ith infection Pulmonary cancer ? | 2.0 ] 2 } ? i ? | Vomiting
8 |55 ' M " " ! ? } 2.0 ] 8 ? ? ‘ + l —
e R .
9 |33 | M | Cholangitis 1 Choledochal stonel E. coli i 2.0 1 12 | 2 i - ! —
Acute Chronic nephritis 0 ‘
10 148 F pyelocystitis | Thyroiditis E. coli | 2.0 5 E T -
1 | 22 ‘ F | Chronic cystitis | S.L.E. Enterobacter | 1.0 s | — | = -
————r———— | o————— L] ! - SO P — ————
Diabetes mellitus l
12 |46 | F " Vesicorectal E. coli 1.0 25 + -+ —
e o disturbance | I A P T
Asymptomatic _ . | i
13 20| F bacteriuria E. coli ; 2.0 9 ! + : —
FBNEREENTE ST, Sarcina lutea ATCC 9341 B. B #%

FREBEE Lich » 7R L DTV, mMBRFAReS
FEefEl, pH7.0 BEBHEEAFERMEY AT
BEOHMAITIN, ik pH6.0 BRIEEN < T506%
WAL CTHEL, pH6.0 BEARIREIRA TURE g2
BUCTREOHB %It o

Fig.1 Serum levels after single oral administ-
ration of cefatrizine (500mg)

ug ‘ml
7

wr

3

1

4

Time after administration

i
6 hrs.

Cefatrizine 500 mg #& O 5-#% D i PiEE OHER I
Fig.1 wRkT&sh T, mEPRED C— 2713485 28
Mg Rd bh 4.2~7. 1pg/ml %R Lic, 4floMmiE
FRIBE DFISEL, 3055k 2. 2ug/ml, 1 KGR 5. 1ug/
2 We[jEk 5.8ug/ml, 4 R§HE 3.8ug/ml, 6]
#% 1.6ug/ml THbH,

Cefatrizine b5 H DO IRPBE & Rl % Fig.2

ml,

Fig.2 Urine levels and urinary recovery rate
after single administration of cefatrizine

(500 mg)

p#g/ml .

2,000+ 150 %
— L4 >
. . 40 §
= (] °
: .  §
£ 1,000
- 202
£ g
5 105’2

0—2 2—4 4—6 hrs

Time after administration



VOL. 24 NO. 9

CHEMOTHERAPY

1769

WRLlco RPBEIRBBATRLLEED, B5H#
2 B[] ¥ TI% 150~1, 600 #g/ml, 2 ~ 4 I§HTIX700~
2,200 ug/ml, 4 ~ 6 B[ T 1% 400~800 ug/ml %R L
oo RAPEIREKIIES S 7 TR LD, SRS ED
BRI S h i By HROICEIR, B, #5
HE OB E TOLERKRXEL TS, 6 REHINDIER
RENREI27. 2% LIEMER R LI 1 BIRERWT, flld 3
F13.43. 4~46.9% T, RbB LMk h, Wihd
Z DRI, BHHE 4BEUPCHEE SR TS,
L. B K & &

A. RSOV RBIREHE

AMSEIR LG, Mikd6l, BHLERELG, RgE
o teitini A 2 B, BEXLE, TR 16
Bt 2 B, WIEBRMAMBEIR 16, H136Iic Cefa-
trizine »#E Lo

Table 2 1z Cefatrizine #5 %1%, BEAHE, Cefatri-
zine B 5B, BEHELOLVREFERAY —EFRLL,
Cefatrizine #5312, WThd 1EELX 451,
6 BRI N Y Lo

R OHEEE LT, 4@ Cefatrizine DG
FBAKEGNL, B1DLIWOMIRERD, EREEDS
WILABHERX B L, {LERELERL TS, WhbWw5HE
FEHELED L S RIEROEE LD B\ T EBK
SER S LEVIERAIL KIS TH 5 © T, Cefatrizine
BEHEZIHFEREONEOF BLECHMELHRELE
BT L b, BRIREFTES, BHORNETb
3, Cefatrizine #5402 X b, B L2 EPER DOk
BHVCXBEOEDLNIHEIX, TTERHEL, &
RIERDOHENIZEAED D VIZLLBHBRIRBE
(XES &K Lo

Bt oRROBEX AN E LT, AMEEROBE
®iTle s L b, FEERBR D Cefatrizine # 5 i,
RHIMREE, B - B, RITRORBLEE L,
B. X

Cefatrizine F¥EFIHBICOWCHAEOWNE » BIFL
B EM KB RRIE 1 6 & REBRYUE 4 Bl oF 5 Bl
TERGA, 20 bHMEENCESERD LRI D
03 1 BB & EAEBR VMR DR 2 BITH B,
BERZ R KB RYIE 8 AIh BRI 6 B (55 1N
1 ER SR AR, H2EAERETIRES), &1
B, HERE LG, 1FORBERIEIER, RERKSL
SE 4 PIhER 16, &% 26, HEH DB RERK
HMER) 16ITh s,

EH 1 BYEERAEH L, Haemophilus %3BH b5y
LA KWy K, Cefatrizine #r51c X b EROA
HIEHEERDN,

Fig.3 Case 2. 16y. m. Pneumonia

722 Ja b 8/13

Cefatrizine 2g day
C
@
. g6
38
37 /\/\/\V\/\V\/\,_/A
* MAANANNAN I ANANAN

ESR 67 48 29 5
WBC 12300 7500 3300
CRP " - -

GOT GPT 27 50 26 32 46.76

Organisme 51,
a

7.
Co
Ne
I

Fig.4 Case 4. 37y. f. Pneumonia, SLE

§ 21 91 10 20 10/1
Cefatrizine 2.0
¢C ] CER 4.0
40 Frednisolone 15mg
39
38
37
ESR 102 58 18 9 11 8 6
WBC 8300 5160 6800 6100 5800
CRP + - -
GOTGPT 2215 24/24 11/19 1114 20718

Organisms Klebsiella
Candida

FEB 2 FF vEREMM A, Cefatrizine 1 H 28 ©
BET XD, SEHBCRBZIEESCMEHL, RITRE
3 2EMBRIE LA EHE LN, GOT,GPT 0k
rHER» (Fig.3),

fEGI3  37.5°C pystoo R, B, REFxIBE VR
BT, ATHCBEEOBRHK YWD, Cefatrizine H 5
7 BHRCIERIEEAEHEAL, 9BEMTREYBIE
Lico ¥, = 0fEHE, Cefatrizine #¥4 3 H BEE
LERE R BF 2 Ao

EF 4 SLE oDz Prednisolone 1 H 15mg
ke 5 i R, R VERERT, ATEHCOXA%E
BEHB, RN O Klebsiella % /3Ht L7z, Cefatrizine
1H 3g, 21HMO&KLER X Y #KIkfE, CRP oHFELR
Biepy, FoBEEE ORI O %o BRESC L
TRRTRALEL bR »E CER 1 H 48 offiic
EEL, viRBogEt i (Fig.4),

EHS K[EZBREXYEBEEL LCHTIREN
Wi Zs % B&fE, WK S E.coli #31¢, CER1H 2g,
13 BMZ S Lest, 2 EROBJBIAD bR
oo

EG6 HRWCHILIRELX S LIEMNTHL B, B
ROMER, HFERBE Y IRE LIBRD - ke, Cefatrizine
18 2g oBRGEHMMB L, B5BK5 B HiCcR
BEADIcDT, Cefatrizine O EHE &L L fopt,
PRLOFERC IS e N L 2 BHFOV Ce-



1770

Table 3 Peripheral blood picture,

CHEMOTHERAPY

serum GOT and GPT,

DEC 1976

alkaline phosphatase, blood urea-N

and protem in urine before and after admmlstratlon of cefatrizine

i ‘ | ~Alkaline i P
Case (E?O(i) ; (gl/{dli) | WBC ! CZS;I‘ : G(P'%‘ \phos?hatase} (gg/lgl) ! Pr(Lt:ilr?em
NQI B|lA B|A| B A |B alBla[B|A[B|Aa]|B | A
2 407[ 437 [ 13.0 | 14.4 | 12,300 | 5,300 | 27 46 50 76 16| 10 17| 16| (=) | (=)
4 | 381 301 12.8 [ 12.7 | 8,300 | 5,800 | 22| 11|15 |19 5| 7 18| 19| ()| (%)
6 485] 453‘14.3 14.6 | 8,200 | 11,000 | 14| 16 |16 | 19| 15| 10 13 11| (=) | (=)
9 328l 321 | 10.5 | 10.2 | 12,600 | 8,900 | 29 | 24 (70| 48| 10| 10.5| 14| 16| (=) | (=)
12 | 465 | 365 ‘ 12.7 | 10.8 | 6,800 | 3,400 | 31| 22|23 I 6| 6 13 17| () | ()
13 362 358‘11 4(11.6| 7,600 | 5,800 | 24| 28 32 36, 7| 6 19| 16| (H) | (P
"B: before ad?n;rvi;stratlon A : after administration T )

Fig.5 Case 6. 44y. m. Pulmonary abscess,

20
Cefatrizine 2.0
|

98 11/9

Diabetes m.

15

5, Cefatrizine 1 H 1g, 7.5 HE#
B L eh, MEFERCLERRINCH &
ik o 1o

25

Cefatrizine2.0

g% B8 6o

E@E A%, A% on

CER 4.0
FEGI2 RIEBIE K, BERRE LU

EBBHEELATFE T > bbb
¥, X#F1H 1lg, 25 AHoREFIC X

37 - WY
35 AV NNV AN \w

b, e E.coli (xiH%L, HRLH

35
10600

ESR 4 20
WBC

CRP

25
8200

6100

+#

40

& 4L,

11000

B3 MIERMEMBEIR, Cefatri-

Organisms a@-Streptoc. Staph. epid.
oc. @-Streploc.
7-Streptoc.
Neisseria
Haemaphilus
Enterobacter
Candida

Microc.

i ”,mm
Acine 'r

seudomonas lebs
Candida Candida

fatrizine OHEXBIBR Lo MBMBEHEEN IZLAL
W Licn T, 27HMIT Cefatrizine o5 x bl L1
Lon, hERN4BHBCBUCREOHAKYREL, B
m¥R#%, CRP H :REEROBILERDILDOT, F
" Cefatrizine 1 H 2g o5 »BB Lics, FERILK
B EAL, W vREGEIHELXRDLOT, CER 1H
4g OHFERERE, ERoHJFLRB® I (Fig.5),
EGIT EHBIS rhiinAREREMEL, 3BCH
S oiRE, REREYADTEMT S 5 2%, EMTIX
Cefatrizine # 5 BHAB H i E L, EH- %3 2, Cefatri-
zine O EF LU, fEH 8k Cefatrizine 1 H 2g
S HMOKRET, Wbk ) RPEROBERYRD I,
EFY BEARECH L CEBTRNEEFEERS, BY
REESALRD, BR¥PEr, 38C WitoR#H, £
ZMPEEFLEGATH B0, FH 2g, 12 BHOR
Hi ko THRBRPIEROBFLRBDE R - o
fEHI10 38.5°C Wit oitiik#, HMREFL, R E
coli 108/ml L\ k-, RitEHMmMER (). Cefatrizine 1
H2g, 5BMKEE LD, ER, REROKZFIIRD
Ll olcs
fEMI11 SLE 2 EBEB CRAL, BHERAER?F

a- Streptoc.

Corynebacl.
Neisseria
Hacmophilus
Kicbsiella

zine 1 H 2g, 9 HMOKRET, K+
E. coli (3% i,
DAEIBEBID 5 B, 6 2T,
Cefatrizine ¥ 5.7tk 0 FEKKREEY
W LB, o Table 3R Lick kb, fE
B2\ T, GOT, GPT % Cefatrizine # 54, *
hrhde, 76k LR BRI, AFIES R X5 KRIBM
Wt B BEEOREORIAIEDLhIsh o1 L
el o T, AFE G X BWER ORD bR ICEMIL13
Bish, GOT.-GPT LR, #%{E, Bl -mEhof 14, &t
3BTH Y, BDI0FITIE, FLEIERIIZED bR CH
Py
IV. BELLSUCER
2 L\ &1 Cephalosporin &yt #E Cefatrizine (=
3 IR R ORZ S %k, CEX wxid 28%
Mo &l UIckE R, Cefatrizine w3 % EEZHD
¥ — 2%, Staph.aureus 43T 1.56 ug/ml, E. coli
358k TIL 6.25ug/ml, Klebsiella 17#k T 1.56 £g/ml
@B bR, Cefatrizine OHE 1L Staph. aureus ¥s
YOt E.coli wwxtLTix, CEX D# 4%, Klebsiellaiz
LTI, CEX ofy8f5MANTH S &b bhic,
Proteus 24¥kiz o\~ T %, Cefatrizine O E 1L CEX
XD 1~2BRRZ ENED LR,
X LTy, Cefatrizine 13 CEX E#HEHINAD D
HichoTcs

Pseudomonas
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Cefatrizine 1[H 500mg % Z2ff R A &0 &5
LB A oMmEREEDOY — 713, #Y 2 BREBCED
bh, 4.2~7.1pg/ml &KL, #y5 4REHEDFH3.8
ug/ml, 6 BRI S FHS 1.6 ug/ml %R Lice © DIMIiE
thigE OfEiz, CEX o 500mg »f0#s LD
HUT, »ich BRERERT 52, REEEE1/2E
DY EHETH D0 VW oiEd, RPBEURERITEYS5 6 b
MR 1 FlOFIs #E\T 45% st %RL, CEX 06
RN R EIRR T LTH 1/2 LEETH B, 7tk
Cefatrizine 500mg #% Q#5845 o R Cefatrizine ¥
EELL 700~2, 200 #g/ml #5R Lico

ARRRHIE 13 #1 (RERRGUES B, JEE RPIE1
B, REEEYSE 4 6]) = Cefatrizine 1§ 1~3g %
AREL, BEYRLSVCREFROBRN XTI,
&E, AFlOFEExGE Lic13641060iz, WTFhd,
MO OEBERED 5 \IIEMELHE L, L¥EEREOR
RM¥Bbh#\v L2 bh B EFANS L Hdicicb iy
bbb, JERYPIETIIHEL 66, &% 1H, HETHE
161, BERHIED 1 FIRESD, RERRSIE 4 IR E%
260, ®BH20E ETETORBLINDEL, Lrl,
BERFCED LICIMEBED X 5w, %1 H 2g, 27H
Ho#bie X h —RHEELEHBLCBLLT, B
FIEREREYRD, FHBREC X5 Ti2ELR, CERO
BHHEC X ) ERIBEE, 5 i3, SLE cxiL
T Prednisolone #E5.d&fH LicfiRict LT, &# 1
B 3g, 21 HE Q&S X hERERITESE Ll s
VIRIAE ORI RRARR T, ®ith CER DfEE
Bk, VIREBEORNYLRICEELEOEANLART, &
HoOBELRL, CER KEBBEDFETS 2L 26
ELET, BOACI2BROBRLFETHIOLE
zbhs,

V. ¥ & &

Cefatrizine 2D\ CTHRE XTI,
1o

1) SR 8EE o Ceefatrizine 12 53 % BE M 4545 D
¥ — 7%, Staph. aureus Ti¥ 1.56ug/ml, E.coli T
1% 6.25ug/ml, Klebsiella Ty 1.56 ug/ml, Proteus
Tik 3.124g/ml ZF@B»Hh, CEX oHEHE LT,
Cefatrizine X 4 ~ 8 f%58\~ in vitro HiE 1 % 7R3
Pseudomonas 13.3-XT 100 ug/ml L) ottt % 5353,

2) ZepgfEER A Cefatrizine 500mg # EO# &
LicBEDMfiEhBED Y — 213, 5 2BRIBED S
h, 4.2~7.1lpg/ml %751, 6BMHIHED /isFH 1.6
ug/ml %783 6RO RABEUINEKIL 27. 2~46.9%,
F$540. 7% %R Lo

3) SXGHRRHES8 O, NHERYYE 16, RESRYIE 4

DT o=’

I, 13l Cefatrizine 1 § 1~3g % 5L, HX
86, &%) 46, HERE 1GOREL B BIfFH &
LT, GOT :-GPT o®E L&, Bl - Er, &EL1
BlERBDdI,

(FARXOEE L4 23 B B RMLFREELTEE RKIZH
BT B WTRRLE,)

X [
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BASIC AND CLINICAL STUDIES OF CEFATRIZINE (S-640P)

Fumio Miki, Tatsuo Osaki, Tomorazu Asai, Micumnipe Kawar,
Kenyt Kuso and Tapavukr TErapa
First Department of Internal Medicine, Osaka City University Medical School
(Director : Prof. KENZO SHIOTA)

Investigation has been made on cefatrizine and the following results were obtained.

1) The susceptibilities of the clinical isolates to cefatrizine were shown with a peak of distribution
at an MIC of 1.56ug/ml, 6.25ug/ml, 1.56u4g/ml and 3.12ug/ml in Staph. aureus, E. coli, Klebsiella
and Proteus, respectively. The in vitro antibacterial activity of cefatrizine was 4 to 8 times more
potent than that of CEX. All the strains of Pseudomonas were resistant to more than 100ug/ml of
cefatrizine.

2) The peak of serum concentration level in fasting healthy adults was obtained 2 hours after the
oral administration of cefatrizine at a single dose of 500mg, its value being 4.2~7.14g/ml. A serum
concentration of 1.64g/ml was given as average 6 hours after dosing. The urinary recovery within
6 hours was 27.2~46.9%, its average being 40.7%.

3) Cefatrizine at a daily dose of 1 to 3g was administered to 13 patients consisting of 8 with res-
piratory tract infection, 1 with biliary tract infection and 4 with urinary tract infection. The
results were good in 8, ineffective in 4 and unkown in 1. Slight elevation of GOT-GPT in one, nau-
sea-vomiting in one and soft feces in one were observed, as its side effects.



