CHEMOTHERAPY
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1) CZX-S500mg 1 B E#H O M iEHEREDFHILZEE 30 47T 0.93 pg/ml, 18T 131
pgiml, 6 BRI 0.40 pg/ml TH b, FEH 3. 02 ffd] TH - 7oo
2) Rz 0~2 FErfd 37.9 pg/ml, 2~4 R[] 86.8 ug/ml,

Fe bt 6 Bl E TORHRFPEIRER 2.15% TH > 1o
3) EBERSIEHIF COBEM2HM T HHE 8L.8% THhot,
4) HIEEMRE T, 13 B T HRAENS% L. E coli, E. agglomerars g LITHERTH o1

4~6 B5fe) 43.0 pg/ml TH Y,
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Ceftizoxime & #) (CZX-S) i1, mETERTEGER) &
BRESTEMOC L > TRAMAZEIN RO L7 »
B AR VRIAAEYBEOLRTH D, FAIX, EBHNIEK
Ez v BIREh, BRECESLOHEFRENBEORD
CENBEREIRTVBY, i, NEEHGEE L&
BERRBCESCTLERRENEOLATH DD, Th
i3, ERBIR#% D Ceftizoxime D WHE B X UHH
ARI P ANERO—DEELLR DY, 4H, &
LIREWMECRTHENBES L OCREEBECHT S
BRGRLEEWM ORI X T D THRET 2,

1. BRE(CK(TS CZX-S OWiIRds L U HE

1. MR IVFHE

X5z, BEF1 59 4 11 B~KBF 60 £ 4 Hizh 1T,
LB AR OEE L EREAED L 70 5E~T76 1% (P
B 73R o448 T TOWERT L Table 1127
THED THD ARIOE L1, 500mg LF| 1 %1

Table 1 Background of patients studied

B.W. | Height Cer

C S

ase | Age | Sex | oy | (em) | (ml/min)

1 |H.I. 76 F 33 138 32.1
2| S.F. 73 F 32 148 45.1
3 |K.I. 73 F 25 145 22.0
4 | HM. 70 F 30 151 33.6
Mean 73 30 145.5| 33.2

PHZHEA Lo

TRIMEERY T, AFFEAK 15, 30 4, 1, 2, 4, 6
1247780, RepBE 0~2, 2~4, 4~6 BfE TER
EnoLR&EIR LTRERER, To—BrlERc
L1,

2. IMiER LURPBERE (Bioassay)

M3 & O Reh B O RIE R ER TEGASRS
FBFFERTic s\ T, Ceftizoxime (CZX) AR HNBENE
BT HE U T e 5 oo %, MiF Tk E. coli NIH] JC-
2 #HER & L, Nutrient agar (Difco) A\, —7
R Ti1 B.subtilis ATCC 6633 % REE & L, 7 =B
NU Y AESHIA RV, 54 A 2 3 THRIE L, Standard
ELT, MiERRENE TAREMEY, RERED
ERTIE 1/15M v B buffer (pH7.0) AVl i
B, AEIC L B miERED MERFRESR 0100
ml T, ReplE o NER R 0.50 pg/ml TH2
Foo E7o AT 4 — & —ORETIZH o ik, DEFR
A HRIGARIC lag time O % One-compartment
open model (T ) - CIHENVHFA T A -4 -%EHL
o

3. Bk

4 B O MERIE OHB & Table 2 27T, LRA
%, BEMOMGREE - 2L ¢ - 7iEeThE
R 0.22 pg/ml (1B§RS), 1.72 ug/ml (1EED. 231
rg/ml (30 43), 1.42 pg/ml (1R THH. FEH1E
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Table 2 Serum concentration
Case Serum concentration (zg/ml)
No. 1/4hr. 1/2hr. 1hr. 2hr. 4hr. 6 hr.
1 0.20 0.21 0.22 0.17 0.13 0.11
2 <0.10 0.71 1.72 0.86 0.57 0.42
3 0.43 2.31 1.88 1.70 1.06 0.80
4 0.11 0.50 1.42 0.83 0.48 0.28
Mean 0.18 0.93 1.31 0.89 0.56 0.40
+SD.| *0.18 +0.94 +0.75 +0.62 +0.38 +0.29
Fig.1 Serum concentration of CZX after single Table 3 Uri .
rectal application in aged (Rectal 500 mg, able rinary excretion
n=4) Case | Urinary concentration (ug/ml) | Cumulative
2~ N recovery rate
= 1k O- | 0~2hrs| 2~4hrs| 4 ~6hrs (%)
£ 1 17.0 8.0 5.3 0.32
205 2 13.2 119 45.8 1.49
S 3 106 190 108 5.44
5 4 15.3 30.2 12.8 1.34
o1l Mean| 37.9 86.8 43.0 2.15
2 0.
§ Fig.2 Urinary excretion of CZX after single
] rectal application in aged (Rectal 500 mg,
§ n=4)
g ( )
[ ! 1 —] ng’ml
0111 2 4 6 _ (%)
e Time (hr) 100 23.0
9
BWTH 1~2 pg/ml TH - 2o S Sor /\.

BA6RMEICHS T & MiEHic 0.11~0.80 pg/ml E g
OREBALTED bhice 4% TCOTEMEFRERS £ Y 120 ¢
RAHFEA 1% e — 2{8 1.81 pg/ml 7L, LA £ 10t \ §
BEWM L, 6BFRIS TI2 0.40 pg/ml T - f= (Fig. 1), N

ReBEO#B S L ORFERES Table 3 17T o g N\

g =)
B4 DERAIITHR) DELDOE2RREDLK, E— = N
7 RAPREEX 17.0~190 pg/ml, 6 F¥fd ¥ T RepEIR N 0
B 0.32~5.44% 1R A Turies 002 2~4 4-~6 0~6hn

Fig.2 @ 4 R COTHRPEES X CERR YT,
€= 7 [RApBE L 2~4 BERIR T 86.8 pg/ml TH b,
0~2 RSB C 37.9 ug/ml, 4~6 BEREIC 43.0 pg/ml TH
97’:0

6 CORFEIRRIT 2.15% L h EVER
Thoteo B4 DEGIR XTI DOEB HHER AT £ —
# =% Table 4 1R, LT 3. 02 BRI L 2%
BADE I ~p 15 ) B E B AR Uiz,

II. CZX-S OmER#E

L #&sI0®%5HE

NI, WERI59 £8 5 X h ABFI 60 4£5 H ¥ TIoY
BPFHCABE L e 11 01 (3 6V Tid 2 EHED
T BRI SOIRMBIIETH - oo HERIL 2OILH

T, S T0~93 5K, P 79.1 ®THH, £k
Mm&REE (CVD) KEhAbhD AfHEX B LT
(Table 5),

X HIARRTIE, SLHOBEEENT D, EOH
FIUESHARE B/ BEXRFLLERL 1
5, CZX-S 1[E 500mg % 1 H 3@ (37.5~
58.8mg/kg/H), 6~7 BREE L, TOREEEL I~
10.5g TH» o

AR5 LT CZX FARIET A P2 ER L, B
HOBEN LN ERTER L, ¥, AFIREER
B L ORERIC ORI 7 b O R BURA /s £ OE
a7t TG eh > 1o
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Table 4 Pharmacokinetic parameters of CZX after single rectal application
of CZX-S (500mg) in aged

. Case K, Kel T1/2 Tlag Cmax Tmax ) AUC

No. (hr™?) (hr™?) (hr) (hr) (ug/ml) (hr) | (g hr/ml)
1 9.02 0.131 5.30 0.000 0.21 0.48 1.74
2 21.21 0.243 © 2.85 0.499 1.36 0.72 5.90
3 42.60 0.190 3.66 0.245 2.23 0.37 12.03
4 1.88 0.315 2.20 0.206 0.97 1.35 4.42
. Mean 4.67 0.229 3.02 0.218 1.16 0.90 5.90

FERZHRL, REOFE BMmMERE KILfE CRP,
R RB IURENEOBEDR L W B h e B D
BREYBELLTHE L,

% RS- 3 AR LTS L 1B AT
CRP %G IREFMRNHEE LI D,

B 1ELPICEE L, CRP 407 REEFFEMN
HELID D,

PREY  MEERIEDOR 52, 1:BRE%EL %L
12 37°C LAFiein b3, CRP % &% I KEERT R Dk
Pisnd 0,

I MEAMEENL IR, BARE R LT RBE
DD Rl HEkEIE LR ieh o 2 d Do
BIfFAwBI LT3, RB#, EBREOBKER MK
B, m/MREL B - B E 2 A HIRE O TR
Lico ¥ eARBRSINCIRp2 bR S hicfig e
% CZX o/ REBEHILBEIHERER TEEKRLSH+
RFRFCIE VT, ARCFREFLEREENC L)
E Lo

2. BRHE

AFO REREIE 11 Flic 575 BERDHRILBEL 9
Bl, RREX 20 T, HHXRILLEY THh - i
(Table 5), UTFEMAXETRT 5,

fEF 4 :T.L, 71 %, 4, REEYYE (Fig.3),

REMEREERBEDIDFEILE D Thokbzs B
M60F2F1RHLY 37°C BORMIEER, FREY
B, 5 BREEET E.coli (4, 10%ml 2k xh,
REBRRPIE L 2B Lo 5 B4 X b CZX-S 500mg %
1H3EEALICET A, 7THIYEBERARZ A,
FF| D7 BEOMERC X b BB L, E. coli 3%, Fi
REIUCRENRIHEL, B ELHE Lo Kfind
DERFLBE E. coli et 5 CZX o MIC %, 109ml
BRERE T 0.1 pg/ml THo i,

RRXER EHE LI 2 A, EF 2 LER 6T EH
2 TiL 37~38°C DRB L IR#E%E X b M. morganii 104
ml 23 5EE I h e icd R 25 Ui, A% 500mg 1
A 3L, -7 AMER I X b FBEWER % T, WBC
% 10,9007, 800 & HEMEA &R Lich, HELOME
FHIRE T E. faecalis 104/ml /)8 L, RILEFHET
OEMmMERD HEME A1 BFHh ZERDLAL
e, RRBRYEHE L1, EM 6 T, REHHA
38.1°C DFB L RILE THIEEA (+) Dicsd, KH 50
mg 1H 37 BEKEE Lic, #EBRL Y #8L T
», #ik (1FRIME) & 4522 i LA, RiE
RSB L 22EZEHE L,

3. MK

FHIBSRIRIERC CRAE S DS hic 13 Ko

Fig.3 Case 4, T.I., 71yrs. Female UTI

1985/Feb. 1 5
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Table 6 Bacteriological effects of CZX-S classified by the pathogens

No. of Bacteriological effect
Pathogens . —
strains Eliminated Decreased Replaced
E. faecalis 1 1
E. coli 7 4 3
E. agglomerans 2
P. mirabilis 2 1 1
M. morganii 1 1
Total 13 7 1 5

Table 7 Strains appeared after treatment with CZX-S

Isolates No. of strains

E. faecalis

E. faecium

S. epidermidis

P. aeruginosa
Total

QN = =

Table 8 MIC of CZX to the clinical isolates

MIC(pg/ml)
Case Organisms Inoculum size (cells/ml)
No. isolated 108 10°
1 E. coli <0.025 <0.025
2 M. morganii 0.05 0.05
3 E. coli 0.1 0.1
4 E. coli 0.1 0.05
5 E. coli 0.05 <0.025
6 E. faecalis >400 >400
7 E. coli 0.1 0.05
8 E. coli 0.1 0.05
P. mirabilis <0.025 <0.025
9 P. mirabilis =<0.025 =<0.025
10 E. agglomerans =0.025 =0.025
E. agglomerans =0.025 =0.025
11 E. coli 0.1 0.05

WTHIEFENZ R 2 RE Lo FER 10 T E. agglome-
rans N2 BRDEEI NThS, T RILESH E TR B
ofcted 2BRE LT B teo MIEFHZIEIL 4 13
BReR T, HERXTH BRSNS WA 1B THE
FHHERRIL 92.3% Tholco TDHTRLEH DM
Shicoik Ecoli RTHT, #E5#%4BkIHEE 3K
PAHERZAL % (Table 6), FFBEKRTH DO HEEI
E.faecalis 1%, E.faecium 1%k, S.epidermidis 1#:,
P.aeruginosa 2 ¥kDE 5T, AKIA D E VR HE

NERILVEETH - 7 (Table 7),

¥, FHOHERTHEE LB 13 BoNik:
WT CZX @ MIC #JE LIz, E. faecalis © 400 g,
ml Sl E# BRI 108, 108 cells/ml & & 248k 0.1 pg/m
LUF &FEF BB /1 %R Lz (Table 8),

4. ElIfff¥ X OBKBRERE

BRIERORE L LT, TH, BEYELEARL
FARHREER LICEIT 1 Bl fahs - Foo BEHKIEY
BERBREMEOLEE % Table 9 it REFEORE
LT, fEA S LEM 9 TR WTHFEROLAEYED
DR TH > Ieo TR LThOZMAL, EA3IR T BE
HETHE 3 HAIDERRE CHER 19% LT TRk
fEXR LT, FFIHRE 6 HEORETIE 31% L
F, #5 15 BEORETIE 12% L5 EE%1E-
oo FREFERCBWTE, BEMIY REEYTLTS
D, ABHETHD PIED HELBETE LV,
CZX-S DTHEK L BE TE I\ Tedd AH & 0 BERE
EEWD D & L, FER 91X 93 Bkl cREMBED
BRI CIFRER 1% 2REKATEHORE TR 104
LERL, L% 8% (43 HE), 2% (TTHE) &)
PR CIEFRME BE Lic, %0 HEAERO FRE
{, FFLORRBERITEE D H & Lico

5. AFIFERRE

R L L FED AMBE NS h, ERREILE
UT, B TR E DER RS X ORFTH Rk
fomotoo Etn, T AHFI R BT 5 fobBIEALL
FEB % 75 - T

I11. = =

WO, B, B, EBREERE0bIEETE
¥ 5L OBRICIME N FR S A EETH Y, DERRD
PR A BRI b EEAHC X B B A LY, ER AR
%, Bl E D BARK LT REEH TR
WEHFNC X BBELEE LV BANS D, ThHORAE
WONEHERR L LTRROBBENEER TV

HAMBER, BE, hSEOMEBRRMEREN
THRREL LT, BoHLARECEBCEATE
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Table 9 Laboratory findings before and after administration of CZX-S
. RBC Hb WBC | Eosino. | Plat. GOT GPT Al-P | BUN | Creatinine
No. | Case (x10Y) | (g/d) | (/me®) | (%) | (x10% | (LU.) | (LU) | (KA) | (mg/dl) | (mg/d)
. |B 322 10.5 9,200 1 15.2 11 5 6.6 23.6 1.5
1 HL L g8 10.6 | 6,500 5 15.3 12 5 5.4 | 20.8 1.5
01 B| 3% 9.6 | 10,900 3 16.4 12 5 6.2 25.4 1.4
2 | HE Al 308 10.1 | 7.800 2 15.8 16 7 58 | 26.0 1.5
M B| 38 12.1 6,800 19 25.5 16 9 5.1 13.5 0.7
S TM Al 3 11.8 6,000 31" 26.5 15 10 5.7 13.6 0.5
rq |B| 12.3 7,700 1 32.6 14 9 6.9 12.9 1.1
4T Al 368 12.0 5,100 1 36.3 16 13 6.8 16.7 1.2
oo |B] 372 10.4 | 10,000 1 32.5 18 11 6.1 27.9 1.2
ST AL 35 9.9 4,400 2 31.2 16 9 6.2 23.0 1.2
6 | o |B| 30 11.0 6,600 1 33.8 16 10 5.6 13.8 0.9
1Al 3m 11.4 4,500 5 35.9 19 11 5.4 13.7 0.9
2 | oo |B] %8 12.0 5,100 1 36.3 16 13 6.8 16.7 1.2
“tla| 365 11.9 5,000 2 26.2 16 18 5.7 8.6 1.0
s lxa |B] 30 11.9 4,700 0 24.0 13 12 5.6 15.5 1.1
“la| 390 11.6 4,400 2 20.0 8 7 5.4 15.1 0.9
s |or |B| 39 10.4 | 11,900 1 20.1 13 6 8.5 17.0 0.8
"t lA| 389 11.3 3,800 10* 18.1 13 4 8.8 17.5 0.8
o | nn | B 32 12.2 | 11,300 1 14.6 26 37 17.8 24.8 1.6
1A 405 12.3 5,800 3 38.3 11 11 10.7 23.4 1.6
u w1 [B] 36 11.4 6,500 1 21.5 14 20 10.5 11.2 1.0
1A 419 12.8 8,600 0 28.0 12 11 9.4 11.9 0.9
B : Before, A @ After.

UL BFIDZES ORI B IF CHREBIZ TS I i+
BENBORDZ LLNFEORETH 5o

AR RT B MEMBE LKL 1973 4, Macrolide
F0O EM BHOAHFE I M T B & O DRILARRART
NThbHo TORERHHS L, HFICIgHEE> by »
AEREINT %5 = & T Ampicillin %] (ABPC-S)8®
BRI 60 £2 B X h, WA,

SH, EIWRDL7 » v 2K Y v REHARATH
% CZX i ABPC-S LR UEHIZA B L1zt D,
ThbbY 477 V=AY VEEF F ) Y ARTEIN
THIET, BRKRIFITT 5 &ASETEE L 7e o 7ol
TORR, %% ABPC-S TRIAENORIT I 17
7 AREREC A LT L IBL AR S TE B L 5
igo too A O/NRREYIEC 3517 578 A2 DT
R BECBHEA TR D2, SEEE 12 AFIZONT
RRE B BT - SRl OBEt & REBRRE KT 5
ﬁﬁﬁﬁ%ﬁ&oh;&m-ﬁﬁ@mﬁ&ﬁé&.5%
mg B 1 B 5B O iR EE © — 2 {EH A FIIEAL
URRIT 1.31 pg/ml 2 A %4 4. 00 pg/mit &~
PIEDIES, R 3.02 BRI LR AODY 3

Blgo T b, (B EVGERZ, Table 1 12573
X 51z Cer DAL 22.0~45. 1 ml/min E{E\ = LA E
AchsrEBbhs, ¥, FRPBEECELTL, @m
BrhlEr RO HEas Rl ©—27{EE 2~4 R
< 86.8 pg/ml, MADE— 7{EiL 0~2 B 346.4 pg/
ml'o TR LB € - 7 fELELS Lo T b &
DI Lt ESHETRWT, mEOTELH:ETEED
ETF 7 & 0B THIEOERIC X 2 RIREE OIMA M
MBEORA DD, RIEIMET LTHH, BERAIL
HANBINAYE DO TR EEX i, ¥, fE4
DF— 2 EHTEH, RepEE, RPEURE L) O
IR NCY (O

TR BE BB DR & b BiiZe 7x & DR B RERIE D
&, BACKEVUERO M AT BGINT /L AR
Wk 0, AFOMmMBPEE L D FE L TERLES
FkEBhbhah, BEOCREMS IVREEYZ
Li-RYMEREDELICIE, 500mg 1EHFERDORS
WREEHS 4~6 BEfElJRTH 43.0 pg/ml L\ 5 FER & Cef-
tizoxime DEABHE KT 5 MIC X h BT LTLHEED
A TE B, BERBE R T 7 11 I, MmE
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BEEGEREL S OEBEBRYE LTH ), RR BERE
B L OBEMAEROTBERIEETH > 7co —F, 20
CRERBEALLR, REREB L, AMRYESER LGN
B EErh, BEAVKEEINRS, SEILRE
RRYIE X LT—1E Lico FOMEKRIL, BRHIA, *
2E 2 6T BRI 81.8% THoico ©XEHD
20T, 1HEHERTHEEL, Mo 1 flRksEOH
B E. faecalis Th b AR OHENH Budiz Ml
THhoteo D D A E.coli, Enterobacter sp.,
Proteus sp. w2\ TH 5 & £khs, 108, 10%cells/ml

Ed 0.1 pg/ml PATFEEOCHENZR LTS

—igie, FRBBRYPED FE/RKEN E.coli, Pro-
teus sp., Enterobacter sp. DX 577 7 AEHRETD
W L EEL D EAFIORHERRFTE %o

ElfER A fc Boohnt, SF O FERRAZA T
4, EFE - RFFR L L@ R RREL P
WEEZ b, BIRREBORE & L THFHEEROEMN
2@ D b,

BEOEEETL, AREOIIRBLEIEADOLD
BESHEARER T, HEORE L LTFRICELR
FRRBBAEETEBRELD Do

U, AFGE4 OHEBT, VIEMEORED T IILH
RS, B> SinE ORBBYIECH L
BFRRER EEEL DN S,

D

2)
3
4)
5)
6)
2

8)

9

10)

11

X at

KR #, WEME, HIEH—, SEEE AR
B, EBRMI, RERE, X € &y 3
ABES, BE#ME Bk ® LT
Ceftizomixe é]éﬁlj@}i&iA&U’/J\‘)Eb::‘st,gmaq
o Jap. J. Antibiotics 38 : 3013~3056, 1985
# 32 M ARILEFEE LT AL BBLDEL
(R = 120, 1984

=% i : Ceftizoxime (CZX) ¥ EHi o1
T, Chemotherapy 28 (S-5) : 1~6, 1980
BRLEFREFS  ROREFHEBRE M) §
TEBEHETI D\ To Chemotherapy 29 : 76~79,
1981

BEI=H: &Ho NERE 221 1133~1138, 198]
ENEE A EO LA, KPE 15: 24~
228, 1985 :
HRERK, WWRBE : UEHBEORERER Y
+ % P9, Chemotherapy 18: 917~921, 1970
KK ¥, HEh#—, HEEE, BE B &8
M, RERE, BX R BU F, AHE
GBERE, B & LTI : Ampicillin &
#l (KS-RD) oRARV /MR ST rEBHR
#f, Jap. J. Antibiotics 36 : 1713~1768, 1983
MR #, FEEM, BRKE— KE&%H:Am
picillin 4% (KS-R1) B8 ¥ % B KA,
Jap. J. Antibiotics 36 : 1871~1876, 1983
EHES TERASHE, BREKTEARLY:
L7 F VY A SHEREE

IIARRE, HAR=: BXER LLERE £
Ko (LD BIR 2 : 44~49, 1986
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FUNDAMENTAL AND CLINICAL STUDY OF
CEFTIZOXIME SUPPOSITORY (CZX-S)

Kanzo Suzuki, AxiHiko Kisuimoro, Kazunipe Yamamoro,

Satoru Apacai and Tosuiyuk: Yamamoro

Department of Internal Medicine, Nagoya-shi Koseiin Geriatric Hospital

Ceftizoxime suppository (CZX-S),

a newly developed antibiotic preparation containing in each

suppository 500mg of CZX, was evaluated for pharmacokinetics and therapeutic effectiveness and

safety in aged patients with urinary tract infection (UTI).

The results are summarized as follows.

1. The average serum concentrations of CZX 30 minutes, 1 hour, and 6 hours after administration

of one suppository (500 mg), were 0.93 p#g/ml, 1.31 xg/ml, and 0.40 pg/ml, respectively.
The average urinary concentrations of CZX in three successive collections

half-life was 3.02 hours.

of 0~2 hours, 2~4 hours, and 4~6 hours were 37.9 pg/ml, 86.8 pg/ml, and 43.0 pg/ml.

urinary recovery rate up to 6 hours was 2.15%.

The serum

The average

2. Therapeutic effectiveness was “"good” in 9 patients and “fair” in 2, with an effectiveness rat¢

of 81.8%.

3. Bacteriological effectiveness against the 13 causative strains was “eradicated” in 7 patients,

“re-

duced” in 1, and “replaced by other bacterial flora” in 5, with a bacterial elimination rate of 92. 3%

4. No side effects were observed in any patient.

in 2 patients.

Abnormal laboratory findings were eosinophi

lia



