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MaRL, BB 11 BTTA <3.13pg/ml D MIC Thoto ZhiHL GPC D S.epider-
midis, S.saprophyticus T, 12 & A EDEH 3.13~12. Spg/ml T RZFUDOHHwRL, S.fae-
calis "Ti3 200pg/ml Ll EDOR#ER R LI LT GPC Tit GNB T ~NTHE NN Lo To

b R REA~DBITIZ, CAZ 1g one shot ##: 1 B¥fH#E T <0.2~0.65pg/ml, 2g ‘T3P
1.54pg/ml ORER B, 2g TOMBRE L OHIL 0.038 (3.8%) TH ot

B RERRRIE 66 GO R ANESKES T UTI IR T 44 F (66.7%) EHR GF
B+ER) Thoto BRELTHTHhB Z &1, FENFICHBBRELAL L K, BER
R 66.7% EEWmVEREYRLILZETH o1,

HEWEIER L LT1ATHRORBELXAD . 1 BEBCHELLY, S$EO—BOBEKTIRE
EXETHEEATAS LBbhb, ZO@MIIIEMENEIERRED I -l BREMEC OV
T, REMEOE, I, RKBMLCoVTL 2 AOoBBEEEEEO BB TEREEFBEELAL
o TP IIHERTNERERA ORI o,

CAZ BEEFEDO\HD 5 3 cephem FHID 5 % Ceftizoxime % Latamoxef o b
DR OMOHEES L IEVHE AR + 5 AL T, P.aeruginosa w3 L THENH RS
heORERT, BROC ZheRILT, BARLY otk RERREC Bh e BRI
¥Rl

ZLMRBILTH cephem RACEOHRTH B EBHTHOBEMCELILOT, BKKIC
B OBRAEFLVCHEHTHS = L BRA L,

Ceftazidime (CAZ, SN401) i 54%E Glaxo & Fig.1 Chemical structure of CAZ
THREXh =% L\ E4H cephalosporin #|¢ &
(Fig1)o RFOHBA<2 b 5 213, HEHFEOFAREHN N c——c—NHj:-(
KIAT P.aeruginosa o7 ¥ v BEFERMED 7 5 4 JatE RN s ‘o—gﬁéoo?a Ny Chie O SH:0
RELQLRLA LD 7 7 A RHEE (GNB) DRVE &
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i, HAM, REKELSWTRNETR- o CRE
+3,
I. B8 & HE
1. ZpEml
(1) BBREASREN

SEWERNAN LML HED 5 B, E.coli 35
¥ Klebsiella 15 #:, P.aeruginosa 11 ¥, S.epider-

midis 16 ¥k, S.saprophyticus 9 $k & S. faecalis 23
Bz oW T CAZ © MIC 2T LT, X RHEHX Ce-
ftizoxime (CZX) & Latamoxef (LMOX) * A\ 2o
N'FH kb Mkr L mMEC X - o, EERE
108cells/ml & U7-o

(2) e rAZiREE (PF) ~OBfT

CAZ © PF ~OBTYAET BHT, HNZREE
E5 A% 17\ L 2g one shot ML, 1 KM
BRI SR » - PR L > TRILIEY
T Lo MEHEIMRER L LT P. mirabilis ATCC
21100 ¥ Fivs, MEF 1+ A 27K X B bioassay IZ X o
Too ARFCMAMESRIEL, MEOHIETHRH LI,

2. EEREMEE

HlEx gL 66 BIT, RERCERKELHTHHHE
HRBRRERIIETH 5o

BEOLERL Table 1 TiRLA, HHixHHE23: %

Table 1 Background of the patients treated with CAZ

Sex
Age Patients (%)
Male Female

23~34 3 (5) 1 2
35~44 5 (8) 2 3
45~54 5 ( 8) 3 2
55~64 12 (18) 7 5
65~74 19 (29) 13 6
75~88 22 (33) 20 2
Total 66 46 20

Table 2 Administration of CAZ, route, daily
dose and duration

Duration (day)

Daily dose o
Route (e time/day) | 5 e No. of Cases(%)
Cax1 |16 16 (24) |
LV, 1x2 i1 1l 3(5) 19 (29)
0.5x1 1(2)
0.5%2 |5 5,(8) |
D.I Ix1 1 L2
- 1x2 26| 3| 3| 1| 1| 34 (52) (1)
1x3 |5 5(8)
1X2—22 1 1(2)
Total 55| 4| 4| 1] 2 66

1 ChDo FHMBUL 23 B~88 RICECRATL
o ZD AL 65 MU EORME 12 41 & T 200
62% % ihdits

AHOBEERIZME (.v.) ¥LARBE i)
RXotio 1 B5MIZ 0.5~4g T, HEHMitEN
5AMTH BN, ERC X > TRERLECRAZLD
bEFH o7 (Table2), MLEKROhrHiz1R
1gx2% 5 BMT, 27 A H LHMAD 41% ThHo1:,

HRUELH UTL E2FEEE X b, BEy
Mtk s B BILfTiolco SORMHALEY MKLEH
Eic L 2HEL T o10

BRI Bic > Tk, 2HERT A X VRET
DPEZEAXBR LRI EL T »T

RLEEDORNITOVT, BERGBIEHIEZ LN
TV, REMEIHEMEON, B KBOkELF
BWREDOFEL KT

II. & |

1. KBHRE

(1) AREAHEN (Fig2~D

E.coli w315 MIC O — 2% 0.1pg/ml T, 35
e 34 ¥k (97%) A <0.2pg/ml OBVGHEERYR
Lt=o LMOX tixfE%c, CIX X hil2¥EEE%-
fo (Fig.2),

Klebsiella i3 =D AL RL 1o <0.2pg/ml
O MIC *R U7 b D 15 #h 8 ¥k (53%) ¢, 23.13
pg/ml THotbDIRTHTH -0 LMOX LIZAE
©, CZX X hETHEN»E -1 (Fig.3)

P.aeruginosavo 3t LU Cid B2 I HRTH b
ENTD SR, 11 HDTRTA £3.13pg/ml o MIC
¥RL, 20D 55 9 ¥k (82%) 12 <0.78ug/ml Th -1
CZX ® MIC i} 12.5~=100pg/ml 4L, LMOX
i3 6.25~100ug/ml T, WHLH~XTCAZ iz 4~5%
DEEh-HEhERLE (Fig 4o

S. epidermidis Wi 2 (iR ¥ 3.13~12. 5pg/ml O
MIC €, €-— 7t 12 5pg/ml it >io LMOX LiX
BERASTHS A, CIX -k afiTsH%E
— B BT EEVERTH - (Fig.5)

S. saprophyticus ¥ v% 9 Bsh 7 ¥k (78%) % 313~
6.25ug/ml © MIC %R L #= %%, 2 #ix 2100pg/ml
ORtETH » 10 CZX X gz 2~3 HULED
LMOX X h 1 ¥B2ESh T\ (Fig.6),

S. faecalis iz 3K & &, 200pg/ml L EORERT
L1z (Fig. 7)o

(2) & MESZIRE (PF) ~0B{F (Table3)

CAZ 1g i.v. %D PF [ BE 3 4 FOBNT
<0.2~0.65pg/m] T B - o MMEEDTHIL 354
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Fig2 Sensitivity distribution of clinical isolates Fig.5 Sensitivity distribution of clinical isolates
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Table 3 Diffusion into human prostatic fluids of CAZ
(1g i.v., 1hour)

Case Serum(ug/ml) | PF(ug/m!) PF/Serum
1 38.3 0.65 0.017
2 26.3 0.21 0.008
3 37.8 <0.2* <0.005
4 39.3 <0.2 <0.005
Average 35.4 <0.2~0.65 | <0.005~0.017

(2g 1i.v., 1hour)

Case Serum(ug/ml) | PF(ug/ml) PF/Serum
5 53.6 1.31 0.024
5 33.8 1.77 0.052
Average 43.7 1.54 0.038

* Lowest assayable limit . 0.2ug/ml

pg/ml ThHbh, FMmidsEEHLIL <0.005~0.017 TH -
o

2g i.v. #ELICHIL, A—ERANT 2@ D AIE
Lico PF PSIEEIE 1.31~1.77 ug/ml (P45 1.54 g/
mD), MFWEERFG 43. Tpg/ml, StMiGREEH 2T
0.038 (3.8%) THot-o

2. FEIRA¥EES (Table 4~8)

(1) BRI

Table 5 (x UTI H2/FHELRIC K5 MER L BR
CXHTHRHREIE, REBRRRELTRLELDOTHS,
MIBEIRICXS T 5 2 Rix 66 sk 40 B (60.6%) AifatsE
1t (eliminated), 3 #) (4.5%) DA (decreased) T,
BIzfX (replaced) i1 6 41 (9.1%), A% (unchanged)
317 B (25.8%) Thoico RIS 2 BHEITES
1t (cleared) 23 29 fj (43.9%). W4 (decreased) 11
B (16.7%), "% (unchanged) 26 #] (39. 49%) TH
2o

D EDRERD» SRAHREKIEIL, Z% (excellent)
27 # (40.9%), % (moderate) 17 f (25. 8%), 4
% (poor) 22 B (33.3%) T, L HYLEHEI-
BREL 66 BIh 44 4 (66.7%) Th -t

Table 6 | XRBHINEDRLY RLI LD TH D, Kl
RER G 45 B (68.2%) T, BARKEG 2 21 M
(31-8%) ThoHo HIMBEHIHTIHREY LB L, 1
FORMES 19 Gl 8 IESY (42.1%) LBHRAL -1
2, 2B C8HF TR (87.5%), 3 B 11 fldh o
Bl (81.8%), 4 B\THH 66 (85.7%) L\ Fhi
ENIBHRE B BABRRATIE, 5 BASHH4
B (50%) ERRYRNE 57 b DD, 6 BT 134
10 Bl (76.9%) LE\VEBREIR LI, RGN
BRI 45 B 30 41 (66.7%), BARKS 21 fik 14

T ————

T (66.79) W HBXIIRHORKRY B, Fipes

DI EAMTH -0

EWEC XD HRHELE 20 Bl 25 4, %
TR 6B KA 16 HIT, PLHYE TR aBLAY
il 66 sk 51 B, 77.3% Thote,

Table 7 (XFRIROUD: &4 ME L 1= AIHIC 511 5 M 7
LIchDTHDHo 98 BAIMESh 70 % (75.3%) wi
%L, 23 #k (24.7%) BEMLIo MEL B GNB
10 i 69 BRIZO\VTHB & 56 ¥k (81. 2%) Ail&kLy:,
ChiZgL, 77 ABHERE (GPC) 3 # 13 % (%R
O 8 HEBRS) Tix 8% (61.5%) Ail&Li, 34
BT HHR% 25 & E.coli i 23 e 2
(95.7%), Klebsiella i3 10 ¥kF =T (100%) nips
L7co Proteus sp. b Serratia % 3L TNTHLEL
1co Enterobacter Ti% 5 ¥ksh 3 # (60%) »%, P.aeru-
ginosa (2 19 Breh 9 ¥k (47.4%) H%kLt,

Table 8 1 CAZ H 5B B L-EHRYRLELD
ThHbo 2FT 14 HEBDHI, FDARRIL P.morge
nii, P.aeruginosa, P.putida, S.faecalis, S.epider-
midis 3 XU S.saprophyticus R ExhEh1# %0
fit 8 ¥k CRATE 2tk XUHBE 65 Thoto

SEIDEKRBRN G 66 fich P. aeruginosa DRI T
REABREHL 19 HICL450D 28.8% Thot, 20
Btz UTI HET 19 fich 7 e ER e s
L, 36.8% DHEYETCHotco ZhLADRPETH
47 Gl 37 B, 78.7% DERELRLI,

(2) BlfF A

HBROBEIERE LT1ATROREL DL, EMI
60 IXF T, ERESCKLERENEFIRHED
RERRIECHFAY 1 B 3g (9 3) 5 AMEELL, £
TER2EABXYBRLVABETRANSRIEL, LFAMNERS
Lichd, 1 BRIl TOBKELL, corhiiRs
ARETREFIEAEZED M o1,

FERBREERE T, BRESLMCH L ERETE
otc 2 (FEfI No. 54, 57) ¢, BEEEOBELRY
Ztzo 1 Bl (No.54) (3 BUN 33.7—48. 7mg/d], S-Cr
6.4—7.4mg/dl ¢, {14l (No.57) % BUN 520
—61.0mg/dl, S-Cr 5.0-5.3mg/dl ‘THot, ZOf
AR X 5 L Bbhs REMERERADREN
(Table 9, 10),

1. # -3

CAZ o ZBREAHEHCOVTiE, Ees {08
RALKS L5, EFEDOVHPSHE 3R cephemF
L AR GNB % LTV HEiE e RRT s (48
BHERTVEY, bhbhD4EDHEHDONER &
FIC X 3 BEIRIRA B 47 L tc 8 - MoV T
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Table 4—1 Clinical efficacy of CAZ on complicated UTI
S Treatment Bacteriuria Evaluation .
Case v;x Diagnosis Cath- [ UTI Daily Do Sym- | Pyu- Side
tl -
No. hee Underlying condition [ eter [group| dose |Route|ation [ptoms| ria Species Count [MIC* | UTI | Doctor | effects
(kg (g X time) (day)
1 M ccc 1l 1x2 | di - i S. epidermidis 10* N
L 7% |l BPR + i | 6 |—|— 0 | Excellent| Good one
9 M CCC G- x di | _*_| _P. aeruginosa | 10
T, 80 ol BPH + 1 1x2 [dii| 9 Sl e Excellent| Good None
K. oxytoca '
3ol M| —SC | 4 |es| 1x2 |di| 9 |—|-| E oaslomerans |10 Excellent| Good | None
S.N. X} Prostatic Ca. — o)
4 M CCC _ . _— | _*_| Staphylococcus | 10*
K. n —_—BPH + {G1| 1x2 |di| 9 — | ——-(_) —_— Excellent | Excellent| None
P. i
5o la|M[——5C |4l | ix2 |iv | 2 _i_&‘_}ﬂl_w P Fairly |
K.S. Urethra trauma . + P. putida 10¢ oor Good one
GPB
Serratia 10
6 M CccC . # | # | p : '
- - X i _—— . aeruginosa 10
TS 32 42 | Urethral stricture + |65 1x2 [di| 6 |[—|— (_8) Excellent |Excellent| None
7 M cce o Lol ixs lai |5 |— [ | _Enterobacter | 10 > P Dim;'“
Y.H. 59 | Bladder tumor - # Enterobacter 10° oor oor 7th day
Klcbsiella
] M CCC X + | # 7 10
7 | — [G6]| 1Xx2 |di | 5§ |—/— | E. coli ree Poor Poor None
AY. 45.5 BPH + | # P. aeruginosa 10
9 M ccc , 4+ # ] Ecli 10° [ 0.1
N.O. 68 P T G-2| 1X2 |di. | 5 il vl e Moderate | Good None
P. aeruginosa .
10 M cee ) _ | 4 | Proeruginosa | 4o Fairly
Y., 8 5 BPH + |G1| 1Xx2 |[di.]| 5 T Candida - BT Poor Good None
parapsilasis
11 F CCC . _H# | _# | _Enterobacter 10° | 12.5
YN ¥ | 38 | Newrogenic bladder | | O 1X2 |45 || ) Moderate| Good | None
t
ISZ.S n 22 + = |G-2| 1x3 |[di.| 5 |— % % U Excellent Excellent| None
H
ok M e - |o2| 1x2 ] s [E| X —% 21 [ ExcellentExcellent|  None
u M cce ] ‘ IR 10° Fairly |
M. ] 45| Pemis Ca + |G1| 1x2 [di.| 5 |7 | 0 Poor Good None
15 M CCC + P. aeruginosa 10° | 0.78
81 _ | - - i | T |_L.aeruginosa
T.T, BPH G-2] 1x1 |iv.| 5 7 P, aeruginosa 0 Poor Poor None
16 M| CCC . + E. coli 10° | =0.1
kI 8 sl @em | G2 1x2 |di| 5 |— r —(_)— e Moderate | Good /None
17 * | <0.
N.M. 66 g % — |G4| 1x2 |iv. | 5 % —i- —P'(O_I;L RUNES Moderate | Good None
P. putida 10 .
18 putiaa
LT ! :g * - |G-6| 1x2 [di.| 5 + % P. stutzeri 10° Poor an;l‘ly None
’ - Candide 106 o
19 M CCC R + | # E. coli 10° | 0.1
S.K. i 60 _m - [G2) 1Xx2 |di.| 5 |[—|— —“T —_— Excellent| Good None
%0 M CCC + | + Enterobacter 10° | 0.78
4 _— - : | | _cnierovacter | %
K.F. 54 | Neurogenic bladder + |G| Ix3 1 di| 5 + | - Enterobacter 10 Poor Poor None
A E. coli 10° | <0.
G.K. ﬂ;g _gc+ ~lez|1xz |ai|s [ =2 —5 O Excellent| Good | None

CCC - Chronic Camplicated Cystitis, CCP : Chronic Complicated Pyeronephritis, BPH : Benign Prostatic Hypertropby, VUR : Vesico Ureteral Reflix
* Tnoculum size : 10°cells/ml
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Table §—2 Clinical efficacy of CAZ on complicated UTI
: Sex cut| UTT Treatment Svm-| B Bacterfuria Evaluation
ase ; ath- m-| Pyu- ;
% | age| Wt Di?gn?nls _ Daily Der- ¥ Side
No k9 Underlying condition | gter group| dose [Route| ation [ptoms| ria Species Count | MIC* | UTL | Docter | effecty
' (gXtime) (day)
2 M ccC + | 4 E. coli 10*
- G2 | 1x2 | di == — 1 0.
S.T. 65 6 BPH G2 1 ‘2 dic | § |—|—= = 0.1 [Excellent| Good None
E. coli
2 M cee _ e . . 10
M.0.| 77| 52 | " Biadder tamor G-6) 1x2 \di} 5 =m0 o |— Moderste| Good | Nose
) E. coli 10
W lgg|FICCC | 1o1 |iw | 5 |— | 2| Koneumoniae | 100 Moderste| Good | Now
R.F. 40 | Urethral stricture - + ._—gu_r"i%_ -% i None
ida <
" P. ceruginosa | D107 | 0.4
25 M CCC X - B | — |
73 - - |G4| 1X1 jiv. | 5 |—|— S. fuecalis 10* Poor Poor | None
H.0. 45 Prostatic Ca. - %] p aeruginosa | 10"
E. coli 10*
26 M CcCC , - | # .
S.K. 77 & BPH +(G5| 11 |iv| 5 |— Y __S_.___f(g:_c)_a_l_l_g__ 10 Moderate| Good | None
7 M CCC _ : s _ Klebsiella 100 | 0.05
S.H. 73 £ | " Bladder tomer G-4| 1x1 |iw | 5 ol I Moderate| Good { Nome
\ , E. coli 10¢
if EI Bl—dfcc— - le6| 1x1 |iv |5 |— —1':— S. faecalis | 10 Moderate| Good | Nooe
s adder tumor S. faecalis <10
AN
ebsiella ’ A
C i . i .
® sl B,C;E +6s] 1x1 [iw | 5 || 2| Poggdomones <p ) M0 | | Escelent| Excelent| e
S. saprophyticus | 10° | 1600
(=)
3 M cce ] , — | #]  Ecai 10’
S.M. il 48 | Neurogenic bladder G Ix2 g dig S # E. coli 10 Poor Poor | None
P. aeruginosa 10¢
Yalelh = +los| vz fai| s |—| 2|8 epidebmidis_| 10 Poor | Poor | Nome
s P. aeruginosa 10t
cec + s E.dcalid >0 0.?%22
32 Fl__ €| _ | . | | S epidermidis | 10° | 12,
M.S. 67 60 | Newrogenic bladder G-6| 1x1 {iv.| 5 —|— Candz)da 10 Excellent | Excellent| None
(-
(éi!;obacfer 10
. faecalis 107 200
1;:} . 67 i\; 5 CC_C 5 —16G6| 1x1 iv.| 5 |— Mg epidermidis | 10° | 12.5{Moderate| Good | None
.N. rostatic Ca. 1 S S. ﬁ;ecali; <10:
. epidermidis | <10
3 M CCC . + | + P. aeruginosa 10¢
e . _T | X | _£. aeruginosa | 10° N
K. M. 50 50 | Neurogenic biadder + | G-1| 0.5X2 | di. | 5 e ) Excellent | Excellent| None
(Kiebsella T 10" 0.2
25 F cee ) #* . epidermidis | 10° Bt
J.K.{ 70| 50 | Contracted bladder | C6| 1x2 fdi) 5 |— ¥ P. morganii 1o¢ Poor Poor | oot
S. saprophyticus | 10
S. epidermidis | 10°
36 F CCC # | E. cali 10" | 0.025
—— | - : LIS DRSS —_— N
K.K. 82 30 | Urethral stricture G-4| 1X1 |iv.{ 5 — | — o Excellent| Excellent| None
37 F CCC _ ) i | # K. pneumoniae 107 | 0.025 N
M1 70 3 | Uretheal strictare G4} 1X1 |iv.| 5 s —(_) —_ Moderate | Good one
K. pneumoniae | 10’
%8 | M cee + 65| 1x1 |iw | 5 | = || Condita | W Poor | Poor | Noe
S.H.| " | 45| Prostatic Ca. . = | # | Codide 10*
GN 10¢

CCC : Chronic Complicated Cystitis, CCP: Chronic Complicated Pyeronephritis, BPH: Benign Prostatic Hypertrophy, VUR :Vesico Ureteral Reflux
* Inoculum size : 10°cells/=1 ‘
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Tablg '4—3 - 'Clinical efficacy of CAZ on complicated UTI
| ; . Treatment Bacteriuria Evaluation
Case i;x Diagnosis Cath-| UTI Daly o Sym- | Pyu- Side
W -
No. Aee Underlying condition | eter group| dose |Route|ation |ptoms| ria Species Count |MIC* | UTI | Doctor | effects
(kg) (gX time) (day)
rEmE cce o1l osxa | ai | # | _P.acruginosa | 107 | 50 :
K. 7% 5 BPH + 0.5 .| 5 T —('_) —_— Moderate | Good None
0 1 cce + E. coli ' o
4Y0. U.,56 g’; BPH = G4 1X] jiv | 5 |— -+f— —-—(_CU)—L—- 1010025 Excellent | Excellent| None
E. coli 4 .
4'I}.M. 0 :’; ggg - |G-4| 1Xx2 |[di.| 5 ~+:+- —‘ﬁ— (j’;" A0 00 Excellent | Excellent| None
cce #| c o o
Q0 .M _ ol 1x di _ . albicans <10 o
S. 1. n 45| Bladder tumor § 2| di) 5 + | S. epidermides | <10° Moderate | - Good None
Candida <10
g F.IM CCP _ e x . _— | M | _P. aeruginosa | 10
T. 1. & 57 Renal stone J|1x2 | di] 6 + P. aeruginosa 10 Poor Poor None
m M ccp e 2x1 |di.| 4 | __ | + | _K pneumonice | 10°
KN i 5l VUR 3 9x2 | di | 5 Ty e Excellent | Excellent| None
5 M CCP . # P. aeruginosa | 10" Fairly
—_— G- — | | oretos \
K. H: n 48 Bladder tumor + bl Ixz s 6 + P. geruginosa 10 Poor Good None
% ™ ‘CCP . H Serratia 10
G- X 1. —_—— i
S. 1. n 4 Renal stone + L 1x2 jdioa + C. tropicalis  [5x10° Moderate | Good None
Serratia 8x10’
P :
g | M cc —los|1xe a0 ||| S fuecalis [8x20 Excellent |Excellent| None
M.M. 59.2 Renal stone - | - [
48 F CCP _ ) ) R |+ | _P- acruginosa 10°
N0, 3 5 Remal stome G-3| 1x2 |di.| 5 i Excellent | Excellent| None
49 M CCp e . ) I E. coli 10° | =0.1 .
Sy, 60 o Ureteral stone G-3] 12 |di. | 5 — ———(_) —_— Excellent| Good None
50 F cCp i it Proteus 10° 0.2 Fairly .
T 63 8 Renal stone G-3| 1x2 |di.| 5 |7 CPB T Poor Good None
51 F CCP n ) . . P. aeruginosa 10¢ 1.56 .
S.T. 1 51 | Bradder tomor | 7 G-1]05%2 | di. | 5 S T S _— Excellent| Good None
52 F CcCpP L GPB 10° | >200
G- —| = '
HH. 30 o Renal stome + 1] 1x3 | di 5 m CrB 0 Poor Poor None
53 M CCP N . | M | _P. aeruginosa 10 :
H.S. & 59 Bladder tumor P GL) 1x3 g dig S # P. aeruginosa 10° Poor Poor None
54 F CCP 1 P. acruginosa 10° | 3.13
4 + - N ". N AU S ————— A — J
LW 8 43 Uterus Ca. G1) 12 1 di) 5 # | P.aeruginosa | 10° Poor Poor Nore
P. aeruginosa
55 F CCP # GPB 10¢
VS EE—— -5 X —_—|— —_— P Good N
AY. “ 38 | Neurogenic bladder F{OE | 12 di 5 + P. aeruginosa 10¢ oor o0 None
GPB
Enterobacter
56 M CCP . # GPB s . .
PO L2 _ . — | y 10 100 ‘
LK, 76 52 BPH G-6| 1x2 |di.| 5 m = Moderate | Excellent| None
57 F CCP H# E. coli 10° 0.2
40 _ | - |G- —_ || Moderate | Good N
K. 0. 42 | Polycystic kidney G-3] 05x2 1 di | 5 | W (-) oderate | oo one
58 M cCcP , + E. coli 00 | o2 ‘ }
S, 36 63.5 Y— = [G3| 1x2 [ di| 5 |—|— 0 — Excellent |Excellent| None
S. epidermidis | 10
51? T 75 4]; ccp — |G6| 1x2 |di.| 5 |— | P acruginosa | 10° Moderate | Good None
U Renal stone + S. epidermidis | <10

CCC:: Chronic Complicated Cystitis, CCP :Chronic Complicated Pyeronephritis, BPH :Benign Prostatic Hypertrophy,
* Inoculum size : 10°cells/ml

VUR : Vesico Ureteral Reflux
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Table 4—4 Clinical efficacy of CAZ on complicated UTL
. ) Treatment Bacteriuria Evaluation
Case Sey Diagnosis Cath-| UTI . Sym- | Pyu- Side
Age| Wt | —————— Daily Dur- ) .
No. Underlying condition | eter group| dose [Route|ation |ptoms| ria Specics Count | MIC' UTL | Docter | effects
(kg) (e Xtime) (day)
. ) . E. coli 10 | 0,05
€0 so| F cer_ ) 2 G6| 1x1 |iv. | 5 |——|—]|__0 mirabilis | 10* | 0.1 Excellent|Excellent| None
M. S. 47.5|  Hydronephrosis - (=)
(" )_— /1 - N M 7 .
61 60 O : - 163 1x1 |iv.| 5 |— M| Eeoli 10} 02 Excellent|Excellent| None
S. K. 55 Hydronephrosis - (=) |
62 M cep .. v — | At | _P-aeruginosa | 10" .
T.K. 70 45 BPH + L] 05x2 1 di) S # | P.acruginosa | 10° Poor Poor | None
63 F __¢Ccp - . . = |t _K. pmeumaniae e Excellent | Excellent| N
E.S. % 55 Ureteral stricture C-3p 1xl pdic| 5 )| (-) i i Yoellent) o
s E | = |e3] 1x1 || 5 | — 2 —F(—_‘)"—— A0 OO g eltent| Excellen| Note
MY enal stone
65 M| o ~ o] osxt [ai| 5 |— || —Boi | 1 Excellent | Excellent| None
T.0. 3 55 Polycystic kidney G305 . - (-)
66 Fl_ CCP . y . = | # | _P.acruginosa_| >10'| 3.13 Poor | Poor | N
M. S. 5 55 | Neurogenic bladder G| Ix2 i S # | P.aecruginosa | 10 one

\ 4 IR Vs
CCC : Chronic Complicated Cystitis, CCP :Chronic Complicated Pyeronephritis, BPH:Benign Prostatic Hypertrophy, VUR:Vesico Ureteral Reflx
* Inoculum size : 10*cells/ml

Table 5 Overall clinical efficacy of CAZ in complicated UTI

Pyuria Effi

Cleared Decreased Unchanged ba fcacy on
Bacteriuria cteriuria
Eliminated 27 6 7 40(60.6%)
Decreased 3 3 (4.5%)
Replaced 1 5 6 (9.1%)
Unchanged 2 4 11 17(25.8%)
Efficacy on pyuria | 20(43.9%) | 11016.77) | 26(39.47) | ©%%¢ tov!

D Excellent 27 (40.9%)
Overall effectiveness rate

l:' Moderate 17

44/66 (66.7%)

Poor(or Failed) 22
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Table 6 Overall clinical efficacy of CAZ classified by type of infection

Overall
Group ?;:e:f(opfe:gf:;) Excellent | Moderate | Poor iﬁfteecliveneus
1st group (Catheter indwelt) 19(28.9%) 5 3 11 2.1 %
2 nd group (Post prostatectomy) 8(12.1%) 5 2 1 87.5 %
Single | 34 group (Upper UT) 11(16.7%) 8 1 2 | 81.8%
infection | 4 th group (Lower UTI) 7(10.6%) 3 3 1 85.7 %
Sub total 45(68.2%) 21 9 15 66.7 %
5th group (Catheter indwelt) 8(12.1%) 3 1 4 50.0 %
Mixed 6th group (No catheter indwelt) 13(19.7%) 3 7 3 76.9 %
infection
Sub total 21(31.8%) 6 8 7 66.7 %
Total 66 (100%) 27 17 22 66.7 %
Table 7 Bacteriological response on clinical isolates
Isolates No. of strains Eradicated (%) Persisted
E. coli 23 22 ( 95.7) 1
Citrobacter 1 1 (100)
Klebsiella 10 10 (100)
Enterobacter 5 3 ( 60) 2
m | P.mirabilis 1 1 (100)
5 Proteus sp. 3 3 (100)
Serratia 3 3 (100)
P. aeruginosa 19 9 (47.4) 10
Peudomonas 3 3 (100)
Acinetobacter 1 1 (100)
Sub total 69 56 ( 81.2) 13
S. epidermidis 6 3 (50 3
& | Staphylococcus 2 2 (100
© | s. faccalis 5 3 (60 2
Sub total 13 8 ( 61.5) 5
Not identified 8 5 ( 62.5) 3
Condida 3 1 (33.3) 2
Total 93 70 ( 75.3) 23
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Table 8 Strains appearing alter CAZ
treatment in complicated UTI
Isolates No. of straind (%)
P. morganii 1 (8)
P. acruginosa 1 (8)
I’ putida 1 (8)
GNB 1 (8)
S. faccalis 1 (8)
S. epidermidis 1 (8)
S. saprophyticus 1 (8)
GPB 1 (8)
Candidu 2 (15)
O tropicalis 1 (8)
C. parapsilasis 1 (8)
YLO 1 (8)
Total 13

* regardless of bacterial count

DHRFTIs oo, D UL E. coli, Klebsiella Tt
sHRE L LMOX ¢ £ RUEKTH b, E.coli Tit
35 ¥k 34 ¥k (97%), KlebsiellaTi3. 15 ¥k 8 # (53%)
A 0. 2pg/m]l TREMI*>BDI,

BIARIDOKEET XX K2, P.aeruginosa \Z3xfL T
LHCHEEEYTT I L THEHTY bhbhid 11 &
@ P.aeruginosa (=5t LT MIC #JB LA, TXT
H £3.13ug/ml TH H, ZDH5H Ik (82%) A =
0.8ug/ml L5 D TEhIBEIULXRLI. HBL
L7 CZX & LMOX ([Tl T 4~5 HFL ELDEXZD
Too T DRBIEERED cephem RFD 5 LT, HARME
KELTHILEYRDHNTV 5 Cefoperazone % Cef-
sulodin I ICE T %5, Thb¥xESLDELEEXZBR
61)0

L2l GPCRREWTIRHAENIIS Y, BRFOFE 3
fX cephem FRF| & ZIZAETH -0

HBEABITELT CAZ O IR (PF) ~D#
FERE LR T 2, 1g one shot il 1 FEI%T
PF AiEIZ <0.2~0.65ug/ml &, L HDW I
RLTco 28 5 L= & 2Tt 1.31~1.77 ug/ml (¢
#5 1.54pg/ml) T dose response 23ZEd Hhi-dl, 1g
BHEDOBELVEVEYRLIEDIR, BERDEDIERL
CREOBEDZ LA LDO bANc o —BUC RIE
DRENHVHDIZE, EHOBTIIRL LI HAND
L0 EALNhD, MFRECHTZEEL 22 5
B TF353.8% Th- TMFRELHET 2 L7 h B
Lo

—i#iC cephem RIUEHED PF ADOBITIHEL, M
HBED 2~5% BETH 5 0 T, FFLHASTid
WO, Ll DBREGREXER GNB —fo MIC

OCT. 1983

Wiz Lo TV 50T, :oﬂoﬁﬂ%ﬁt:mgﬂm
MINLIR V= ST D BB R I T 2 5, Mifses,
(X CAZ % FIu-T 10 IO AIBIEMSII S61= 4 5y
BB LY EORRIL GNB I X5 Bifityy
TRTAUTH 5720 L L S epidermidis # §. ;.
prophyticus vtz GPC (=% Lt‘iﬁl*ﬂ‘%of:o
25 LARIc Rl KRS DD, —Mic GPC iz}
DRYIEL, EHEOH THRELSAESL O T, GNB
& D AR TSR % D DIENIC IR D MBI 28
1BRALE L THESOSHALRATHS Lvx 3,

BN IR BE RS- T 2 R OWT AR B E, UTI
RAUIHLEN TRAZITAN 66 B 44 WA Eshteps
YT RAWHRIL 66.7% THoteo AR, B2
BRI EDEN OB MBDOHEN L OBS TR
feudd, SEMM LICIERA, Mich HEEERESEY
ATHLDOXELBEATW I LY ERTEHLE, 0K
REFENRLIHOETES LD THZ, —BRCHENDE
hIcHER, X EECBRRMECEAIhL s
, AFLERERKHOHRTE 5 L ERCHYTS L
ExbhIcDT, X hHBIEBREEY LORPECS
{H5 Lo P.aeruginosa 1= X 5 BBESEN 19 §, £
o 28.8% BEThTWHDIZED—2DEETHS,
Z OB 19 Pldh 7 4, 36.8% OHHETLTL
U I BORR Y DT Bieh-1eh, 5k
NELELTHD, chiid% b - T CAZ O P.aerw-
ginosa =35 FHEEEL ATtk bisvw L Bbhd,
P.aeruginosa \= %3 2BREHEDO L LD E 19 K
OBk 47.4% HMNHELTHYH, ZOAILLHILR
HTIWESicBbhb, FETIX1H 2~4g BED
BEBVMLETHS S5, SHTKLT, P.aeruginos
LIS O BRFETIZ 47 Btk 37 B0 HR) (78.7%) T
BOTEhI-LDTHoTco COBDRYIETIE 18
lg OBET, FHAHREDENIETEZEMAISVL
DEFHRIND,

CORMCEEFIOMEYEYHD L, E.coli, Kle
bsiella, Proteus sp., Serratia, Pseudomonas sp. €3
EBEAE Q) 7 & GNBIT1iZ & A E% 100% DBRE
BT Lizo GPC Tix GNB iH~5 L2PHRIL
#% b DD, S epidermidis b6k 38k (50%),
S. faecalis »° 5 ¥keh 3 ¥k (60%) HBREIhio L1t
>T GPC L b HABEDCHRIMHETE 50

FERAEDRY A &, MERGE L BARROHY
Ktk biC 66.7% &< FA—IHBTH 1o HEE
YoTI2E 1 O R 42.1% LBENVF o1l HD
3, 4 BIXERhER 87.5%, 81.8%, 85.7% tuihb
80% LiE D BUHEBRLRL, THHKO LHRTD
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Table 10 Clinical abnormal values

Case Item (mg/dl) Relation to drug Remarks
BUN 33.7—48.7 Probable ) .
54 Renal insufficiency
S-Cr 6.4— 7.4 Probable
BUN 52.0—61.0 Probable
57 Renal insufficiency
S-Cr 5.0— 5.3 Probable

oteo BABRTIIESTT 50% L HBEDHRITLME AT,
HE6BTIL76.9% LEBIICHEMTH o7 ZOREEN
bhBE, FHENT—TARETHEBERC IR
458, ThUAOHTIIENICERERL TS, &
5 L rc RS — D B PR BR IR 303 2 T HE SR
ADRIGLE AR TH Do TIERERDEACH LRIV HE
hTWkAL 85 6 3 ThbbEARRNCEY
HHRYRLIEZETH Do SOAREFFNHFLVHE
HELTHETA—oDRERBRELTHTONRE LD
L85,

BIfERCBILT, AT X% & Bhbhs TR 1 B4
bhichs, EECHLFEMLRHNZ TR Tt T
Wb Z Lz _bhitv e L LAFHD X 5123
HiEEL b - EAY, BHE2AUBTCHtIhs i
REEMERCELYRI-L, THRHEYETDEELD
HLEREATFRINDZZETHY, BEREHEDOER
OLEDD Do MEFR I NICFAROREHID feh
it C.difficile i X 2B RAOHRNELLIELIEHE
TRTEH, KRBV IR TWWBEE, #3%
EHRIEL, BEETLS 2 A MEO B ABETH S
50 SEDBRBUITIE, C.difficile Bt IMETE
W, RIERTH LEMO TR &, (LR
BRCHREY RIS h ot &0 D, BLUEEY ST
&Y, BETREARTHB EBbhi,

REMRE T3 2 o BHREEREE G CBBIEMED B
LREYZIN, UROZ LRSS LiEMATIRRE
RELTRESOEELFETH S,

X i
1) RBEMK, MiHsk (UTI HELitE) : UTIGR
BARSE) FKASEMAERE (B, Chemothe-
rapy 28 : 321~341, 1980
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LABORATORY AND CLINICAL EVALUATION OF CEFTAZIDIME
IN COMPLICATED URINARY TRACT INFECTIONS
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Ceftazidime (CAZ, SN401), a new cephalosporin antibiotic, was evaluated for its in vitro antibacterial
activity, penetration into human prostatic fluid and clinical effects in 66 cases of complicated urinary
tract infections. The in vitro antibacterial activity was determined using the clinical isolates from
the patients treated in this clinical study.

At the concentration of =£0.2 ug/ml, CAZ inhibited the growth of 97% of E.coli and 53% of
Klebsiella. CAZ also showed high activity against P.aeruginosa and its MICs for all the 11 strains
examined were <3.13 ug/ml.

On the other hand, for most of the strains of S.epidermidis and S.saprophyticus, MICs varied
from 3.13 to 12.5 ug/ml and it was highly resistant to S.faecalis with 200 pg/ml or higher MIC.

As a whole, CAZ was highly active against Gram-negative bacilli but not so active against
Gram-positive cocci.

The concentration of CAZ in human prostatic fluid at 1 hour following a one-shot i.v. injection
was <0.2—0.65 pg/ml after 1 g, and it averaged 1.54 ug/ml (equivalent to 3.8% of the serum level)
after 2 g.

Overall clinical results were evaluated, according to the UTI Criteria, as excellent or moderate in
44 cases (66.7%). It was particularly noteworthy that high efficacy rate (66.7%) was obtained in
polymicrobial infections as well as in monomicrobial infections.

As to clinical side effects, diarrhea developed in 1 patient, which subsided after 1 week. Diarrhes,
however, seems to require attention in future clinical use of CAZ. No other clinical side effect
was noted. In the laboratory tests performed before and after CAZ administration period, no abnor-
mality was noted either in kidney, liver or peripheral blood, except for a slight increase in renal
function values in 2 patients with renal impairment. CAZ is characterized by its high activity
against P.aeruginosa, in addition to its as strong and broad-spectrum activity as that observed in
other ‘third generation’ cephems such as ceftizoxime and latamoxef. These characteristics of CAZ
were reflected in its clinical use and CAZ showed excellent therapeutic effects in the treatment of
intractable UTIs including mixed infections.

CAZ, with a low order of toxicity and a good tolerance which are common with cephems, was
clinically proven to be a new useful and effective antibiotic.



