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'Ceftizoxime DRKPIEIME IS & U R BB

x W Mrefn OB H-E NI WX
L & B s NEMRZM K K E X
£ 3 p g S
EREAX
FLR AL B e R
# ol — 8
FLER kM RN E
BHRTE
1 SLREE R

ATE5HA
FLISLE (BN Pt

# L\~ cephalosporin Rt Ceftizoxime MNIKNEIME & BERRBZ OV TRF L7,

RWBRA BT 6 BT Ceftizoxime 1 g % 1 Relis L UF 2 R QR EROFH MAMES, WK
THRZTHEN 69.0 sg/ml, 30.6 ug/ml & &'~ 27 TL, SMKRTH4BMTENALH 3.4 pg/ml,
1.6 ug/ml T 7co MAHEBMEIT, 1 EER M1, 33057, 2 M N1, 6B Th - 720 KFKIDR
RAOPME, RO 2BFEE T 1 RFRARMNTET56.2%, 2RMIMMETS51.0 4 LRIFTH
D, 6K E CORFEUNKIZZNZNB2.5%3 LU86.1% T » Izo WRHAIERIE 24T OV TEE
RYRERE Uce RIEBBRELINTIE, B8 M, 2oEY - BYHE 20, WERE1H, FRE
BRETHTIEY 3B, A3, LOHYL1HTH- 0. EBWAIHTIHYH 28, L0HY!1
B, BBRR LAREHTH-720 2UROEHEIZT3.9% Tho-72e BIERAL LTS, BENTH2

B, R¥1HBSIURS 1 AERDI.

i C ®

Ceftizoxime (CZX, FK 749) 1, MR PR TH
Rahi eephalosporin R MR TMA | 3 Sric QIBHS /2L

LEVEBE ah T3, KAk, E. coli, K. pneumo-
niae, P. mirabilis Ita LTIt & 3 AWE%D cephalosporin
RIAEGR CIXABSI0E» > 1 H. influenzae, £ ¥ — 1
Wbk Proteus, Serratia, En!zrobactér, Citrobacter % B.
r agilis & LMSERICN L T EVWHBA2RT LD,

48, 20X nREHORREHT S5 CZX OHhPIRIREE
L FRRBBMIC >N TRES 2 T > - O TRET 3,

L % *

1. RIEE

6 BNOMEE A BF volunteer (Table 1)iz CZX [
KRR 2 B sb7e 5 2 T cross over 3z L D CZX
1g Z4BAKEMK 250 ml, 500ml AR FhZFh 1k
M, 2SR EL MHRES X ORGP ORE 2
SR L7, 7536, £1EBELS2EERE L OB
1BMn wash out MM % s\ e ¥72, CZX SWE

i, MTESLURTHR4BED & mMBEREIZ DOV T
GOT, GPT, Al-P, BUN, creatinine 7g ¥ DE{LZHI
EL 1o

REBIEDMEERE I Bacillus subtilis ATCC 6633
BErRERLE TAMBER S « X 7KITL o 72 HMEHEE
Wiz 7 = o BRF Uy LR RV, BREROFAK
(3, MmPREREIT € Fh#z, RMBE BT

Table 1 Healthy volunteers (n==6)

B. W. | Height Cer
Case | Age | Sex (kg) (cm) (ml/min)
K. A 22 M 65 o - 169 115.5
Y. K. 21 M 67 - 170 v 101.3
K.S. 24 M 57 160 | , 115.8
M.U. | 28 | M 80 177 |, 9.7
A.N. 21 M 63 163 99.3
K. O. 21 M 57 168 101.4
Mean | 22.8 64.8 167.8 105.5
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PH 7.0 BB L MA L. RiZ, ZOREHTIO
U LITARLTREL 2. 703, MAAREIZOWVWTIR
BUNBREIT L D MR TIE(8) 2 MH L.

2. FREBR

FRfOS34E 8 AN HEMS44E 2 A X CoRMiTLiEN X
0 BRI — B3 X R BRMHER T A B L 7 I BHRIRE
R B&24 212, CZX RNBISIAMH: 3o LURK 7 v v
¥—BORNZERHODIY AT, KRIEREL, %
DBEBRIZONTHRI LI #54E, 1H18~48
¥ 2ENTHTED DT AMMTE L 7o BRI
7 AE% AL L1,

BRAITIL, MBEALR L BRRR LT TR
L7zo MEBEMIRIZOWVTIZ, ERIBEABRIZIIT S
RRBENLBLN I PEMDOMERIT X D BN, B
BWE e cEHE BAE, BRALLITXIIL.
7s3s, WERBIIRYIE TIIMBBENEIHAIL 7255 72 b DIT
DWTIIEHEE LTRD 00 - 7ce —HDODIRBIT
STt CZX 36 L UF CEZ » MIC #@~7z,

BERZRIZONTIZ, KRR G OBRERDK
BORE L MBEARE 0L FIBEDHMIC L oTHE
2, B, RRHEL, WHD4BRETHEL

CHEMOTHERAPY

SEPT, 1980

ERIT L 5 MEMEMTN T 5 ERE LD ILHBEN
#®ITRVTREOREK, DEXE ~7 7Y F, Bl
B, S, f/ K%, GOT, GPT, Al-P, BUN,
creatinine, [MMEMR 7L L2 DV TRELIT- 1

II. & »

1. kNS

6 ZNMMBABF volunteer 12 CZX 18 % 1 B¢H
16 L UF 2 W AL MM TE L 7o B oD (i IR BE L ¥ e
(T Table 23 L UF Fig. 11ZRL 720 1B¢MAH
DM, FWPBBH305> T27.5~45.0 sg/ml, Fi534.7
ug/ml, AW T RIZ ST €~ 21 BL 64.0~76.0
ug/ml, F¥969.04g/ml THo-ree AFWHTH, WKL
F¥ 1l Ti3155 50.8 ug/ml, 307 29.8 ug/ml, 18:M
19.5 pg/ml, 2E5M 9.8 ug/ml, 455M3.4 ug/ml & #
B LU FSMH, LML 72 fueb ¥ RE5Mi21. 3365 MTH -
720 2HERIAN L7280 MPIEELS, SNMMAH 1 5
T 14.5~18.5 ug/ml, F¥)16.8 pug/ml THH AHKT
BT € — 2 4 26.0~37.0 sug/ml, ¥¥530.6 xg/ml ¥R
L1z RN#KTHIZ, 15021.3 sg/ml, 305316.5 ug/ml,
1 #M12.2 ug/ml, 2 B$5.7 4g/ml, 4 B1.6 xg/ml

Table 2 Serum levels of CZX following drip infusion of 1g in

6 healthy volunteers

Serum levels (xg/ml)
Admini- ] B . TY(B)
stration Case During d. i. After d. i. (hr)
% 1 2 hr u ¥ 1 2 4 hr
K.A 32.0 | 64.0 ~" 52.0 | 31.0 | 22.0 9.4 3.5 1.59
Y. K. 28.5 | 65.0 — | 51.0 | 25.0 | 15.5 8.4 2.9 1.37
‘ K.S. 27.5 | 71.0 — | 50.0 | 34.0 | 18.5 9.4 3.5 1.53
D. L M.U 31.0 | 64.0 — | 45.0 | 24.0 | 15.0 7.0 2.8 1.53
over A.N. 45.0 | 76.0 — | 56.0 | 31.0 | 22.0 | 10.5 3.6 1.28
1 hour | K.O. 4.0 | 74.0 — | 51.0 | 34.0 | 24.0 | 14.0 4.1 1.19
Mean | 34.7 | 69.0 / 50.8 | 29.8 | 19.5 | 9.8 | 3.4 | 1.33
'S.D. 7.8 5.4 / 3.5 4.4 3.7 2.4 0.5
S.E. 3.2 2.2 |/ 1.5 1.8 1.5 1.0 0.2
K. A. — | 14.5 | 28.5 | 20.0 | 14.0 | 12.5 5.8 1.6 1.08
Y. K. — | 15.5 | 26.0 | 19.5 | 16.5 | 11.5 5.7 1.2 0.93
K.S. —'| 18.0 | 31.0 | 21.0 | 17.0 | 12.0 6.0 1.5 1.00
D. I M. U. — | 17.5 | 30.0 | 20.0 | 15.0 9.3 5.6 1.3 1.04
over A.N. — | 17.0 | 37.0 | 24.5 | 18.0 | 13.5 5.7 1.7 1.06
2 hours| K-O. = — | 185 | 31.0 | 22,5 | 185 | 14.5 |, 5.1 2.5 1.20
Mean 16.8 | 30.6 | 21.3 | 16.5 | 12.2 5.7 1.6 1.06
S.D. 1.5 3.7 1.9 1.7 1.8 0.3 0.5
S.E. 0.6 1.5 0.8 0.7 0.7 0.1 0.2
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Fig.1 Serum levels of CZX following
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~ OO KD ik Rk © W L 2e GOT, GPT,
Al-P, BUN i1s L UF creatinine ¢))#ti3, Table 4,
Table 5 {Z/RT LD T, RELRENIRDOLNI) -

2. AR BL

XU RB TN 130 (LIl 20 1 ), A :\ppit R 5 W,
VIR A 6 B, ARPEIR DR SR 1 ), I PR RS
WE T8 (DA, ZAMEMA 40, B3R 14, 8
PEAAF SR 2 B0, R 3B, REIIK 1 Bl at2d
PNz DTN 21575 12 SV DIFBIT-OL - 4
A Table 6 (T kU7, MEMNIVI6H] K18HIT, #
3244 H 076 (FH50) L Wi Er L <,
FromiE, MR L DRMEBE LOLDNE0
tzo CZX #5011, 48 (EM6, 13, 17, 23) = CEZ
(2~4g/H), 24z aminoglycoside & #4 HHE
({E#) 3 : DKB 100 mg/H, fF#18 : KM 400 mg/H)
N ERTOEA, WFR LT »72e CZX D
By5#z1B81g (0.5g%x2,1g>1) 24, 2g (1lg
x2) 194, 4g (2g-2) —-2g (1gx2) 2,
28 (1g%x2) —-4g (2g%x2) 1ATH-7:. BY

#g/ml, 2RISR TiZFEY 6,233 ug/ml TiH- 1o JHE, 1H GEMRIL) ZBR< L, 6 H~14HMTH -
Table 3 Urinary excretion of CZX following drip infusion of 1g in
6 healthy volunteers

i Urinary levels (uxg/ml) 1 Urinary excretion (mg) |
Admini- | BV ) Lo . Recovery
. Case After beginning of d. i. After beginning of d. i. ;rate (%)
stration N _ J I 0~6 hr

| 0~1 | 1~2 | 2~4 [4~6hr 0~1 | 1~2 | 2~4 |4~6hr|
| K.A. | 2,500 2,000i 960’ 290 | 312. }' 282.5| 231.4 56.6 88.2
I Y.K. | 3,700 | 4,300 ; 2,100 560 | 329.3 i 202.1 | 199.5 65.5 79.6
K.S. 8,600 | 9,000 3 2,300 330 | 335.4 ‘ 288.0 | 184.0 49.5 85.7
D.I. M.U. 1,100 | 1,550 | 760 310 | 319.0  248.0 | 190.8 56.4 81.4
over | A.N 3,500 | 3,500 | 1,600 ! 390 | 294.0 ‘ 224.0 | 236.8 56.6 81.1
1 hour | XK.0 3,700 | 4,400 | 1,950 ' 440 | 299.7 ‘ 237.6 | 198.9 55.9 79.2
Mean 3,850 | 4,125 | 1,612 387 ‘ 315.0 ‘ 247.0 | 206.9 56.8 ’ 82.5
S.D. 2,534 | 2,661 629 & 101 16.2 33.3 21.9 5.1 \ 3.6
S.E. 1,035 | 1,086 257 | 41 ‘ 6.6 J 13.6 8.9 2.1 | 1.5
K. A 6,500 2,050 775 487.5 235.8 85.3 80.9
T.K 2,300 810 430 540.5 259.2 | 120.4 92.0
K. S 18,000 | 6,500 | 1,450 540.0 227.5 87.0 85.5
D. L M. U 2,200 1,500 675 561.0 262.5 84.4 90.8
over A.N. 3,800 2,000 925 494.0 260.0 67.8 82.2
2 hours K-O. 4,600 2,500 | 1,050 437.0 300.0  115.5 | 85.3
| Mean 6,233 2,560 884 510.0 257.5 ' 93.4  86.1
S.D. 5,981 | 2,014 350 45.9 25.3 20.3 4.5
S.E. 2,441 822 143 | 18.7 10.3 8.3 1.4
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i Fig.2 Urinary excretion of CZX following drip infusion of 1g
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J <& (0~6 br)
5'000: 900-._.D di.over 1 hr 82.9%
] 80010-0[ZZ d.i.over 2hr 86.1%
5 7001
n
E % 6004
— . 5001 7
g 1,000 ) ‘é %
5 f :I- 4004 %
500 ] 3004 [] %
. % %
2001 / /
U
1001 / /
Wia 14 nA
05&‘1;2“ 2~4 ' 4~6hr 0~2 2~4 4~6 hr
After beginning of d.i. After beginning of d.i.

Table 4 GOT, GPT, Al-P, BUN and creatinine values in serum of 6 healthy
volunteers following drip infusion of 1g over 1 hour

After . .
c . GOT GPT Al-P BUN Creatinine
Case | Deginning | (u) @ | (KAw | (mg/d) | (mg/dD)

Before | 47 23 3.4 204 | 07

K. A. lhr | 46 18 2.9 194 05

5 hr } 29 20 3.5 179 | 0.6

Before 39 10 2.9 ns | 06

Y.K. 1 hr 47 11 T2 10.7 0.6

5 hr 31 1 | 3.3 10.4 ' 0.6

Before | 29 0 | 26 12.2 1 0.5

K.S. 1he | 31, 17 2.6 123 05

5 hr 23 14 3.1 126 | 06

. Before 25 12 ) 4.5 12.4 0.5

M.U. | 1hr 25 12 40 .| 11.9 0.5

5 hr 27 n | 3.7, 13.2 0.6

Before 24 m 5.0 15.5 0.6

A.N. 1hr 37 17 | 5.4 15.3 0.7

5 hr 17 n | 68 | . 13.8 0.7

Before 26 16 3.9 17.9 0.5

K. 0. 1 hr 23 17 3.9 20.3 0.6

5 hr 40 11 5.2 20.5 0.6
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. Table 5 GOT, GPT Al-P, BUN and creatinine values in serum of 6 healthy
volunteers following drip infusion of 1g over 2 hours

After .
co. GOT GPT Al-P BUN Creatinine
Case | beginning | “(u) @ | (KAw | (mg/dD | (mg/dD
Before 19 9 4.7 16.5 0.7
K. A. 2 hr 22 10 5.7 16.0 0.8
6 hr 17 12 3.8 17.2 0.7
Before 14 7 3.5 12,7 I 0.7
Y. K 2 hr 17 7 4.2 10.7 0.6
6 hr 17 9 4.1 9.7 0.7
Before 13 10 3.8 12.4 0.8
K. S 2 hr 17 11 4.1 15.2 0.9
. 6 hr 27 10 5.1 14.8 0.8
Before 31 ! 24 4.9 ‘ 16.8 0.7
M. U 2 hr 37 23 5.4 15.3 0.7
6 hr 21 18 7.8 17.2 0.7
Before 9 | n 7.0 14.5 0.8
A.N 2 hr 29 10 4.4 12.7 0.8
6 hr 13 15 5.6 ,13.0‘ 0.8
Before 13 8 5.3 28.5 0.9
K. O 2 hr 13 7 6.8 24 .4 0.8
6 hr 17 9 9.1 24.4 0.8

feo BERIR 1ARTTC, BRTRT 1R~ 28RN
ARBERCH 720 CZX 1, BMBBSLRAL L7:
HMEH 7 T Netilmicin (150mg/H), FEM20T Linco-
mycin (1.2g/8) HARGT Iz,

EBIND WKLY R Table 7 (TRL72. RISEIRSE
DIBPTIL, HHSH, RRHMH2H, KPH2HT, 1
PISEWER (385) MBI HWERS ik Liz7esd
HEREL Lo R0HLY » WD 4 sk 2 Ui, Bt
BEREDI DR 7 7 — 7 1+ & BRE NI RSO b
DT 100 HREBRE 7 TR, £330, G523
Fl, ROH1 W ThHo 2o £ie, SEBMR 1M, 8
KA 1 AD 2 AIZEY Th-1edd, SHEERD 1
PIBRREY Th - 720 HTEHERRRIEDALES
BAREY Th o720 HREEHIPHEL 3 H, HY
14@11‘. ﬁkb$ii73 9% Tdh - ﬁ.n

BBFIIC 27 BB RE Table 81 "7 R
BBREDISATIE, HINL S W, BHML -
%20, BARLH, BRRLA, FH1ATH- 7.
BHN, BAK, BRANHKLALEMR, VWThb
BDLDTH 70 FREBIE 7 PR S ABHEH)
HRMGAM I NI 6 MR PICEMA LB, HER
3 PR S M T BB BREN KRS hi: 20T

12, 14 E. cloacae piifisk, 14| K. pneumoniae 7%
BRR L7, MBEEMZIRRE 4 AL &, 206K
WKL 72 b DAISH THHEARIZTS.0% Th 72
EAWIND MEEERRD £ L H% Table 9 1TRL
f2o 2RLLEDENAREINILNRTALTHOETE
BLTWB, 75 kBB T3, a-Streptococcus 1 1%,
S. pneumoniae 2 Biz & LITHK L2, 75 LIAHET
i3, E. coli D3EART 8Bk 6 kAL, #0285k
L HITRERBEREN SOOI MET, BHE, BAK
BE1HK) Tholee TOMBEHERZ, K. pneumo-
nige 4 #kvh 3 ¥k, S. marcescens 3 ¥kb 1 Bk, H. influ-
enzae 2 1%, C. freundii 2%, E. cloacae 1 kT 3~
720 BRAMZ2HH D, »7—7 v EABOBRUBERR
PITCiz S. marcescens 1 C. albicans |2, SRR
BTz K. pneumoniae 1% E. cloacae \Z R LTz, 75
15, Table 10 [ZAMEED MIC DEEERL .
BWERE LT, TH24, RS14, EMX1AZED
720 FTHIZHNZE bICERE THER 3 TR|FI10HBITH
HEdubic kD, FRER24TCREYE 4 BE»LERIORK
&L phelloberin-A H#5 12 & D ERIE KBRITHK
Lo EH 1 Ti3EfR SRk, SENNERRE
EZx &z LietehREHIEL I, ERIBHEHR 4, 5
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A i Co Table 6 Summary of 24 infected patients treated

Case | name | A Dingnosis | Dowsge of CZX Pathogens
No. ame | Sex (Underlying disease) ' | Daily dosé [ o, o[ Total Route (cells/ml)
] T T o (gxtimes) | Y8 dose(g) | (min)
1 1.s. | 43| Gpettis acuta 10x1 | 1| 1 |dia2 |E coli(109)
l Cystitis chronica i
2| K.T. 1O (2 M. Neurogenic blad-) 1.0x2 | 12 | 24 d.i. (120) | S. marcescens(10%)
der
Cystitis chronica
3*| E.S. 51,6 .M., Hypertenuion:) 1.0~ 2 10 20 d.f. (120) | S. marcescens(107)
(Hemiplegia
75 Cystitis chronica . .
4 | S.N. F (Hypertension. Angma) 1.0~2 7 14 d.i. ( 60) | C. freundii(10%)
pectoris )
61 | Cystitis chronica : K. pneumonsas
5 | F.-W F (]g. M., Hypertension) 1.0x2 7 14 d.i. ( 60) (10%)
53 | Cystitis chronica y : E. coli
6 1Y F (D. M., Hypertension) 1.0-2 13 2 d.i. ( 60) C. freundii (10%)
P eloiu:phrit(i)s acuta 0x2 6.5
69 yeloma,' Osteoporosis 2.0 . . ;10
™A F (D. M., Hypertension > 1.0-2 7 it d.i.120) | E. coli(10%
| \Neurogenic_bladder
8 [y.J. | 48 |Fyelonephritis acuta 1.0x2 | 7 | 14 [diq2) |E. coli109)
9 | v.s. | 3 |Pyelonephritis acuta 102 | 7| 14 |diQq20 |E coli(10%)
10 | J.s. | 4 | Pyelonephritis acuta 1.0x2 7| 1 |diq20 |E coli(10%)
11 | M. H. | 40 | Fyelonephritis acuta 1.0x2 8 | 16 |[di(20 |E. coli(109)
12 | R.M. |2 | Pyclonephritis acuta 1.ox2 | 6| 12 |di(2) |E coliton
‘ 71 | UTI . . ;.
13 | S-Y. | T | (Decubitus) 1.0%2 12 24 |d.i.(60) |E. coli(10%)
. WG )
4 |[T.s. | 3 Pz‘f“)m"“'a 0.5x2 | 10 | 10 |iv. . |Not isolated
15 | H. 0. 2155 P?E“)mm‘a 1.0~2 1 22 | d.i.(120) | S. pmeumonmiae
38 | Pneumonia . .
16 | N.A M | (Rheumatoid arthritis) 1.0~2 13 26 d.i. 120) | S. pneumoniae
31 | Bronchopneumonia . a-Streptococcus
17 K. H. M (=) 1.0x2 7 14 d.i. ( 60) S. marcescens
18 | v.M 52 | Bronchitis acuta di K iae ¢
, ‘M. | F | (Hypertension) 1.0x2 10 20 .i. ( 60) . pneumons
63 | Bronchitis chronica : K. pneumoniae
19 Y. M. F (Hypertension, Sinusitis) 1.0x2 7 14 d.i. ( 60) H. influenzae
66 | Bronchitis chronica |’ . . ,
20 | M-K M | (Pulmonary tuberculosis) 1.0x2 7 14 d.i. (60) | H. influenzae
53 | Cholecystitis acuta 1.0x2 3.5 :
21 | Y-T. | M | (Cholelithiasis) 20x5 |102] 49 [di(60) |S. aureus(10%)
Cholecystiti t . L
2 |F.1. %‘1 % (D?I\jlc.,)vsl,{ly;riggs?on) 1.0x2 7 14 | di(60) |K. pneumoniae .
23 |M.N. | 47 | Cholecystitis chronica 1.0x2 | 14 | 28 |di(60) |E. closcae(10n -
24 | Peritonitis acuta 2.0%2 3.5 . . . 2
24 | Y-S- | F | (Adnexitis) loxz | 5 | 24 |di(60) | Notislated A
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with Ceftizoxime (CZX)

ot

yerabgo

Effect .
Side effect
Bacteriological Clinical
Eruption on the
? ? 1st day
Superinfection Poor (=)
(C. albscans)
Cure with Fair Diarrhea on the
relapse Sth day
Cure Good (=)
Cure Good ()
Cure with
relapse Fair (=)
(E. cols)
Cure Good (=)
Cure Good (-
Cure Good (-
Cure Good | = (-)
PISY 191
Cure “Good Tl (=)
warfs .
Cure Good (=)
Persistence Poor (-
? Excellent (=)
Cure Excellent (=)
Cure Fair (=)
Cure Good -)
Cure Good (=)
Cure Excellent (=)
Cure Good =)
Drug fever on
? Good the 13th day
Superinfection :
(E. cloacae) Fair =
Cure Good (-
Diarrhea on the
? Good 3rd day
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BT MRL7, M 21 MR TIE CZX 1~
28 % 5 %M250 mlTAML 1 [ 2 ARMRE Ll
ZAIHEN L BMDIAL . CRP, (B 7LED
MEWLERT HAH 18 drug fever 15 HEIT
BERREL7. 40°C DRMT H o rodd REAIEBA
I TR 720 REID BB BIT I8\ TR L 72 RSk
Table 11 {Z,RL72A%, & &I RIBEBHH DI

’)r:o

I % =

# L\~ cephalosporin R4 Ceftizoxime (CZX,
FK 749)i3, B U 3 DK £ Bbh 5 Cefotaxime
ER—DORFEE 7 iz b3, 3 NFES DT T
wvE VXK EFTAH Cefotaxime LizRJIZN 5, Cef-
otaxime ¢ 3 ﬁZV) 7&K, P TRBEZITR 7
F VLI THEEENBETT2LEDbNh T3,
ZRICRL, RRIBHERICISWTABEN 5 2 £ 57
(Y, BRELE XD,

6 ZNMBLA BTE volunteer 34+ 45 CZX 0
ENEIMBOMRNEME T, 1g 1KMIs LU 2 Ml
T LA Tid, SR TRZAZ R 69.0 4g/
ml, 30.64g/ml Z/;RL712e ZODFMET, HOBWED £
HETHLDTHD, AMOAENY:H A TERDRE
FARBEL D SRELEA LN Do fub¥BFEMI21.33
~1.068@ThH D, > cephalosporin RiTAEMHE L
WRBEFEMAETHAHLGS , RBFEHRIT, 65
ME TITBOBERIFTHY, RBHLALVWEEDNAT
b RBBREINL T AbH THY L LD E X
bhb, L

REPR AL IZ DV TS, RIS RIE 2451 O\ TR
L72e ZDEHYEIZTI.9% Th - 120 BUEBIMEVERBEE
RAEITHT 5 RRBIRIT, b KK L RERLRE - 172
2, MORBICOWTIRIFISERTH - 2o BREIT
T A MR SERL E. coli, K. pneumoniae, S.
marcescens, C. freundis, H. influenzae, S. pneumo-
nige ILELR K KRIDHEALVY & —FKT 5 RETH
St BWERELTRE, BANT LV VX —-%EXEE
BLONR2H08H-720 WThLBEThH-1c. TOM
ICTFH 2 2RO, BRRERE CTRIERERRIZLS
EELLNS AI-P OXE) (GERI7) LS e (ICRBE
B 120 BRIDRIERIP LN EZDH, KA
7Uun ¥~ BLTidfbo> cephalosporin R4 #h'E
LRAREADERTRELNDLEELD,

Bk, CZX DOWTHRE % fTle- 7223, AAIIEERK
ANCA R H L\ caphalosporin RitE#HEL LTH
HLIBLNDTH Do
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Table 7 Clinical effects of Ceftizoxime classified by diagnosis

' . No. of Clinical effect
Diagnosis cuases e
o Excellent | Good Fair Poor Unevaluable
Cystitis acuta \ 1 i 1
Cystitis chronica | 5 2 2 1
Pyelonephritis acuta | 6 \ 6
UTI { . 1
Pneumonia | ) 1 )
Bronchopneumonia ~
Bronchitis acuta ‘ 1 ‘ 1 |
Bronchitis chronica ! 2 1 ) ‘ I
Cholecystitis acuta | 2 3 | 1 | 1 |
Cholecystitis chronica 1| ! 1 l
) ) A o ! i
Peritonitis acuta 1 1 ‘ | 1 l }
1 e ‘ | 4
Total 2 3 l s 4 | 2 1
| (73.9% I
Table 8 Bacteriological effects of Ceftizoxime classified by diagnosis
o e : ‘
Diagnosis No. of | Bacteriological effect _
cases Cure with Persis- Super-
o Cure relapse tence infec}t_ion»:I'Inevaluab]e
Cystitis acuta 1 ’ 1
Cystitis chronica 5 : 2 1 {
Pyelonephritis acuta | 6 ! |
UTI | 1 | | 1 l
Pneumonia | 4 , 1
Bronchopneumonia j 3
Bronchitis acuta | 1
Bronchitis chronica 2 2 |
Cholecystitis acuta 5 2 1 1
Cholecystitis chronica | 1 1
Peritonitis acuta ! 1 [ ! 1
— T R - ( - —_“'\ﬁ 77“”” '
Total 7R R T 2 4
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«.Table 9 Bacteriological effects of Ceftizoxime classified by the

pathogens
Paigens | Mo Dacteilogiel ftect
strains ure with s Super-
Cure | Ofelapue | Persstence | o,
S. pneumoniae 2 2
a-Streptococcus 1 1
H. influenzae 2 2
E. coli 8 6 1 1
K. pneumoniae 4 3 (E."cliacac)
C. freundss 2 2
E. cloacae 1 1
S. marcescens ] 1 1 (. alb%'cam)
23 18 2 1 2
Total (78.3%)

Table 10 MIC of Ceftizoxime (CZX) and CEZ to the clinical isolates

MIC(ug/ml)

e Cmmm | omel | o crz
. (cells/ml)

1 E. coli ig: 04 '%ég
2 S. marcescens %8: 203.13 ;%
3 S. marcescens }8: 1%26 ;ﬁg
4 C. freundii ig: (1):36 >%
5 K. pneumzmika ig: 13:?8 ;%
] E. coli }8: 12.5 >4
C. freundii. ‘}8: ! :gs >%

18 K. pneumoniae 18: 28% ilég
20 H. influanz;e %g: <g¥ ;%

2 K. pneumoniae &83 égi | 52'25
E. cloacae N 180 4(2)2 ;%
23 E. f.f’laacae }.8: ggs ;%
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Table 11 Laboratory findings of 24 patients

- . T | i R
Case N RBC Hb Ht WBC | ,,,_D,‘fff"e"v“a‘ _(96) - N
No. ame (104/mm3)| (g/dl) (%) (/mm3) | g EE N L M
[ Before | 391 | 13.1 40 " 4,600 0 2 49 471 2
1 IS _After o | . e
e Before 393 11.2 36.5 | 7,000 0 1 7N 2
2 | KT | After | 305 | 115 37.0 7,900 . 0 0_ 67 29 4
e “Before 380 11.8 35.0 9800 | 0 191 7 1
3 | E-S. | After | 396 |_11.8 | 3.5 . 930 | 0 2 76 18 4__
Before 317 83 | 26.5 8,700 0 4 77 17 2
4 | S-N- | After 335 9.1 | 28,0 800 | 0 3 61 35 1
“IT T 7| Before 480 13.8 42.0 5,800 ‘ 0 4 5 40 1
5 | FWe | After | a7 128 | 40.0 | 6500 | 0 5 52 4 2
Before 333 11.5 33.0 890 [ 0 1 6 32 0
6 | Y-M- | after 347 11.2 36.8 5,000 1 1 40 5 3
Before 284 8.6 25.2 26,600 0 0 98 1 1
7| LA After 377 11.3 32.9 |__5_.ggo__L__ 0 1 72 23 4
Before 427 | 14.1 |, 39.8 [ 1080 0 1 78 19 2 |
8 | YT | After | 451 | 14.8 | 421 | 650 | 0 3 6 28 4
Before 460 | 14.3 40.1 | 10,800 ‘ 0 1 75 20 4
9 Y-S. | After 4 | 144 | 40.2 700 | 0 2 65 28 5
Before 455 14.5 40.3 | 10,200 0 2 77 18 3
0 | I-5- | atter | a4 | 142 | 400 | 680 0 3 62 30 5 _
Before 435 14.1 40.2 10,700 0 1 78 18 3
U | M-H. | Apter 461 14.4 4.0 | 6,50 0 2 66 28 4
Before 415 13.8 38.9 | 11,200 0 1 77 19 3
12 R-M- | After | 43 | 14.0 39.2 | 7,30 . 0 1 70 25 4
Before 339 9.8 29.8 6,700 0 1 53 40 6
18 | S-Y. | After | 33 | 105 | 315 | 4,400 , 0 1 59 34 6
Before 570 12.0 9,500 |
14 | T-S.- | After 417 | 108 | | 680 | i
“Before 347 11.8 B0 153000 0 7176 19 4
15 | H-0- | After 380 | 12.0 | 37.0 | 6700 | 0 1 6 28 5
Before 374 | 11.9 38.0 5,800 |
(16 | N-A- | after | 302 124 0.0 | 4,400 | S
Before 470 15.4 46.0 490 0 1 5 38 4
17 | K-H- | After 438 13.6 420 , 4,200 | 0 5 47 47 1 |
Before 444 14.0 43.0 | 6,300 0 1 5 38 4
18 | Y-M- | After 443 4.2 | 430 | 7,000 0 3 7 2 0
Before 364 11.5 36.0 5,500 0 0 53 46 1
S M| After 374 12.0 3.5 | 5,300 0 0 41 58 1
Before 410 10.0 3.0 7,30 ' 0 2 58 39 1
20 | M-K. | After 480 10.6 36.5 | 8,500 0 1 48 51 0
Before 503 15.1 45.3 | 10,500 0 05 85 9 4
2 | Y-T- | After | 452 13.5 40.1 4,200 2 1 38 51 2
Before 285 7.9 26.0 4,000 0 1 66 28 5
22 | F-1. | After 31 | 82 | 2.2 3000 | 0 3 4 50 1
Before 358 | 13.1 ' 40.0 4,400 0 1 3 6 0
23 | MON. | pgper 39 | 14.3 44.0 | 4,200 1 0 49 46 4
Before 466 | 14.5 = 42.4 | 15,400 0 0 8 16.5 3.5
24 | Y-S. | After 403 | 127 | 36.4 | 5,200 0 0 60 35 5
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before and after CZX treatment
ng S-GOT | S-GPT | Al-P | BUN | s-cr |  FHlectolytemEa/h | gy
( 30m | @ @ | (KAuw | (mg/d) | (mg/d) Na+ K+ Cr- direct
14.0 M 42 8.7 1.1 0.6 137.9 | 4.0 106 -
u2 23 9 6.5 24.4 1.6 135.0 | 4.1 4 | =
2.7 17 4 6.8 24.7 1.5 130.6 | 3.8 | 105 -
3.3 30 9 4.4 8.4 1.0 134.7 | 2.8 95 =
25.9 34 16 5.0 5.9 0.9 130.0 . 3.5 102 -
21.7 20 8 8.0 16.8 1.1 136.3 3.8 98 =
25.2 21 7 7.8 15.2 1.2 135.8 3.4 101 —
21.4 33 22 13.1 1.9 0.8 141.2 4.1 105 =
23.7 28 23 11.3 16.4 _ 0.8 140.8 . 3.6 101 —
9.7 21 12 4.9 21.8 Ta 145.7 3.4 93 —
14.8 20 9 3.3 5.2 0.7 140.1 2.8 % —
20.5 15 7 14.1 42.0 1.3 140.0 3.5 104 =
28.0 11 7 22.8 12.0 0.7 140.0 4.5 101 —
14.2 18 .| 25 5.0 17.0 0.8 .| 141.0 4.4 106 =
17.5 21 28 5.0 12.0 0.7 _.142.0 4.3 105 —
16.4 18 26 6.0 15.0 0.9 142.0 4.2 105 =
20.0 20 31 6.0 12.0 0.9 141.0 4.0 105 —
17.8 21 2 5.0 13.0 0.9 142.0 4.3 102 —
21.4 18 26 6.0 10.0 0.8 141.0 4.2 105 —
18.2 14 18 6.0 17.0 0.9 140.0 4.1 105 —
21.2 16 22 6.0 12.0 0.8 141.0 4.2 106 —
18.5 12 16 5.0 13.0 0.8 139.0 4.2 105 =
19.2 12 20 5.0 10.0 0.8 140.0 4.2 106 —
15.2 24 14 T13.0 0.7 134.0 4.5 94 -
11.3 22 23 9.0 0.7 137.0 4.8 102 —
22 8 6.3 14,0
2% 14 8.4 12.0
14 1 8.8 12.0
38 26 7.6 12.0 i B o
27.8 33 20 5.7 12.2 0.9
18.9 14 12 5.0 8.7 0.9
28.6 25 25 5.2 14.6 0.7
34.8 31 20 5.0 11.2 0.6
20.5 27 13 5.3 10.7 0.6 T140.1 4.0 103
2.4 26 13 5.9 10.9 0.6 138.4 3.7 103
46.1 30 20 7.3 11.2 0.8 142.1 3.7 107 -
28.9 28 19 7.7 10.7 1.1 138.1 4.2 103 —
19.6 20 8 5.1 19.0 1.3 141.0 3.9 103 -
23.5 20 11 4.7 18.0 1.2 143.0 4.0 107 —
12.7 53 42 13.0 14.3 1.5 136.5 3.4 105 — 2k
1.1 30 14 13.0 15.5 1.4 137.7 3.4 102 -,
16.4 31 16 11.0 8.9 0.7 142.9 3.6 106 -
13.7 25 12 11.3 10.9 0.7 141.7 3.7 110 -
205 15 10’ 4.9 13.0 0.8 139.0 3.9 105 =
36.0 13 ) 4.3 9.0 0.8 141.0 4.5 107 —
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AKIRA SAITO, YASUMICHI KATO, KIYOFUMI ISHIKAWA, HIROKI UEMURA,
EINOSUKE ODAGAKI and MASAHIDE SHINOHARA
The Second Department of Internal Medicine, School of Medicine,
Hokkaido University
MaAsuMi TOMIZAWA
Department of Internal Medicine, Sapporo Hokushin Hospital
ICHIRO NAKAYAMA
Department of Internal Medicine, Sapporo Tetsudo Hospital
KATSUHIKO MATSUI
Department of Internal Medicine, Takikawa Municipal Hospital
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Department of Internal Medicine Sapporo Communication Ministry Hospital

Pharmacokinetics and clinical effects of ceftizoxime (CZX), a new cephalosporin antibiotic, were investigated.

In 6 normal adults, intravenous administration of CZX in a dose of 1 g by drip infusion over 1 or 2 hours
yielded a mean peak serum concentration of 69.0 or 30.6 ug/ml, respectively, at the end of infusion, and
the mean serum levels at 4 hours after the end of infusion were 3.4 and 1.6 xg/ml, respectively. The bio-
logical halflife of the compound was estimated to be 1.33 hours by 1-hour drip infusion and 1.06 hours by
2-hours drip infusion. The drug was recovered in the urine by as much as 56.2% of the dose given in the
first 2 hours after start of 1-hour drip infusion or similarly by 51. 0% after start of 2-hours drip infusion.
The subjects exhibited mean urinary recovery rates of 82.5% and 86.1%, respectively, in 6 hours.

As to the clinical evaluation, 24 patients with various infections (13 cases of urinary tract infection, 7
cases of respiratory tract infection, 3 cases of cholecystitis and 1 case of peritonitis) were treated with CZX
receiving 1 to 4 g per day intravenously. Of 13 cases of urinary tract infection, the treatment produced 2
moderate improvement in 8, a slight improvement in 2 and no appreciable amelioration in 2 while the thera-
peutic response was unestimable in 1 patient. Of 7 patients with respiratory tract infection, 3 showed an
excellent response, 3 a good response and 1 fair response. Two cases of cholecystitis and 1 case of perito-
nitis showed moderately effective and an overall effectiveness rate was 78.3%. Side-effects encountered were

diarrhea in 2 cases, drug fever in 1 case and rash in 1 case.



