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Azthreonam (SQ 26, 776) R KM B LFE T T 5
FRRHIRE & & PRI IR O KK BT

BEARZ-EHFA
PR i R B R 38

RAR—B - B a5
PR BRI IR 35 Bt

BEEANE-TEHEA
I A+ R B W R 23 B

FROBE—RE- 1 8 Rl
HER AR W R B R

LFHBEF-BEHREX-NI B-FH TR MEESR
REEMRERFEFTWREH

B 41H monobactam FRILEME Azthreonam [ DOWTUTOHMRE B,

1. e MEIMZER (PF) ~OB1T, 2g #E#k, PF MBEX 1.29 ug/ml (n=3) TH -1, M
BEIL 75.0 ug/ml (n=3) /DT, PF RNEEIMFPEED 1.8% Thoto

2. 131 FIOWRBHBERDO REECHE L1, 1 BRI 1~2g T2AHE AV) 1R
i (DI T X otzo HARMIE 2~15 AEITRD H2 -7k 5 BREBEETH oo 2D 5 LFHEL
BIEGL 129 AITH - 710

SHEMHE UTL i 50T RTUHAENTH oo 1&iERMENE UTL (3, UTI EFHELET,
BATIE 101 Bk 58 BIEB%), 57.4% DEZHRTHo7o 2D 5B GNR EREHED L TIL 52 Fl
H 40 B, 76.9% DEVWEIETH oo GPC R LICRPEETIL 49 FiF 18 B, 36.7% &
HEIESIE - (P=0.01),

SHEMNEEREL 14§ (551 BSEMERE &0 Tk 2~3 BEDWERET, E#46, FH8
Bl, ©RBR2HTH -0

E.coli o X% EMRTIIIE % 6 BIiCiy, EZh4 B, B 20 TLBARELTH -1

3. ReH, HENEWERLLTTHR BEEER RBXThZh1fRD, 05 b2
ETIHEL R L GEE 2.3%)0

BERREBE TS EREEY X 10 ITH o7, ENCEEREYB LIRSS,
FIEEELHCEECE Lo & DMl MRO A% 1 FIRD R

4. #5EE : Azthreonam ¥, GNR S BRPUECIEDTHMMELEL, FRECIERT
VWhe UL, GPC BRYMEC X L THZEN S ot 2D M bIEENS Y GNR BN
WERMOBWER LV x b,

TEKRER 7 4 7 #ic X » THI% < hi- monobactam BEaERE (GPC) wx LTk, MENES B, COffic
RAEHE Azthreonam (LAF, AZT; Fig 1) &, * B ERRRETIE, in vivo BIRM in vitro FHPR%

DILEMER I 25 L% b B-lactam | & LTk = — FEBCEHENTAD LR TV B, BEHEDETIE, #
TIRbDTH B, HERRRE COBET, BV IEAERBISh TV 3,
AHOKBRHE e s, 77 sRHEEE (GNR) bhbhitc ok b iEle b - AZT R WREH

KX LT P.aeruginosa & URVHEASZ b5 FROBERPECEHECHVT, AR L Tettex
LY, HEEEGED TRV, chER LT/ 54 THEREBRNEA o ke &0 RERIRTL L
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Fig.1 Chemical structure of Azthreonam
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<, KHO e b ITZRK (PP ~0BEBRTIRELL
DT, hbeTHET 5,
I. KR &FFE

1. e bEZRE (PF) ~DREBT

BHFIIR RO EBICH D BE SR, AZT 2g %
bolus L, 1BEREBCHILE~y ¥ —o&TR->T
PF %W L7, RABpciRMmL, PF &&dlhRE
»PEL 7o FH:1T bioassay T, BREEIX E. coli
ATCC 27166 % fB\>, cup plate FEIZ X -1,

2. BRABRE

1) R L EREER. (Table 1)

EGIIAET 1831 FITH %o FEAMIL 19 BH~91 &
FTRbE>TWb, 2D 5Y 71 EUEDOE#IHEILS
&b ®T 53 HIT, 24D 40.5% R ddic, T
B 90 : ot 41 T, BAiklr BRI, Fib
BCRLEN-7BIL, T1~80 EETT, &5 40 4
WEL, 4D 30.5% Thoto

2) NBREREGHEFE (Table 2)

131 Flo PR, REREYIE (UTD A% 111 6, R
X2 14 B, WIALBR%K6HITH B, UTI 111 FlDJRE
LRy I B, SMERMMES 6 (BEMEk 2B, B

APR. 1985
Table 1 Sex and age distribution
Sex
Age v - Total
19~20 4 1 5
21~30 10 2 12
31~40 4 2 [
41~50 7 3 10
51~60 9 8 17
61~70 18 10 28
71~80 25 15 40
81~91 13 0 13
Total 90 41 131

TEK 3 B LiBmsr 106 5 (BBt 80 4, B
B 26 B) TH5H, REED 14 FUTTNTHEY
Thbo BIMIRS 6 FIIEH 46, BE2HTHS,

sEYEE, UTI 12 UTI EHIRMERED & FBED
WHC XY fite-tco REK, FNLBLEEHREHED
RTITIR > Too B LEBIESIRIE UTL ¥ 15
D 104 B, ERECIDHD 129 FITH S, BRAGIX
UTI Z¥ETix 7 fl, EBREHETIE 2 6] WTFhi
UTI) Th -1

3) #EE -5 A% (Table3)

BEFEILTNTAERAK 20 ml T bolus injec-
tion (IV) 7, AEABE\T drip infusion (DI)
DT X 5T, IV TiE 2~3 4, DI Ciiki%
60~90 ST THE LI, 1 AHRSEX 1g %10,
1g #2[@, 2g %1, lg 1@& 1g % 2[EDOFHED
LD FER E oo 1B 1EDAIREE LTSRS

Table 2 Applications of treatment with Azthreonam

No. and evaluation No. of Evaluated by Excluded from
Disease cases UTI Dr. UTI Dr.
Acute Cystitis 2 2 2 0 0
uncomplicated | Pyelonephritis 3 1 3 2 0
UTI

Chronic Cystitis 80 78 79 2 1
complicated Pyelonephritis 26 23 25 3 1
Gonococcal 14 — 14 - 0

Urethritis
Nongonococcal 0 — 0 — 0
Acute 4 - 4 - 0

Prostatitis
Chronic 2 — 2 - 0
Total 131 104 129 7 2
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Table 3 Daily dose and duration of administration

Duration@ays)l ;41 45| 67 [8~10] >10 |Total
Daily dose(g)

1x1 14 6 0 0 0| 20
vy 1) | M| o] 0] 0| as
(DI) 0) By 0| ] ] (5
1X2 0 55 1 1 1 | 58
av | 8| | ] 0] (8)
(DI O |@n| M| @] 1] o)
2x1 2 | 33 0 0 0| 35
1) M| @ 0| 0 0] @
(D (1 | @) | (0] (0| ()| 31)
1X1=21x2 0 0| 13 1 4 | 18
1) | ©f @] | @] ()
(DD | O @] M| @]z
Total 16 | 94 | 14 2 5 |131
av) (15) | (12) | (4)| ()| ()] (33)
(Dh 1|6 | a0 | @ | 3)](98)

Table 4 Azthreonam : Concentration of human prostatic

fluids (PF) 2g iv. lhour(ug/ml)
Sampl(:ase 1 2 3 AR%I‘E;
PF 1.12 0.29 2.45 %4—5
Serum | 68.8 81.3 75.0 'ﬁ‘%
PF/Serum 0.016 0.004 0.033 0%933

Control of PF: < 0.2 ug/ml

BHEAT, 2EChs I AREAN TS, #EH
RiRR 15 B D BBE T -l & B % 725,
UTI Sapilidkeic & 5 M B RO 72, 94 B, £fF
D T71.8% M5AMTHoTo

4 BAFR

UTI BiL Ciz, BSHEOAEBIC D\ THRD S
NRBRCRER 1T Lico BBATIHER, BB
WTRER L, BZIRERIIBE K (EPS) MO
MEOME, HmMBROBIE & ERE Zico

REMRBT B e TIL, 117 e 2w THRERHD
R, FF, BERELTiow, REOHEY R,
EEE‘JEM’FHUIQ{}U AR LR L v iTieo o

FRCRT S 7 LA F - o WTOERRED, £F
RIfTieo T do Wt — IO BICER AT A N 2k -
Ro TRLOFITIRTNTIRETH - 1o

II. 5 *
L PF ~D@EBF (Table 4)

PF ~i% 0.29~2. 45 ug/ml OfiEICBEBTE2RD
Too B TH L 1.29 pg/ml T o tco MAPPREL 68.8
~81.3 ug/ml, F¥ 75.0 ug/ml THBM S, M
E LD 0.004~0.033, ¥ 0.018, X% 2% D
BT Thoto

2. ERIK

1) UTI

A) 2t (Table 5a)

BEBELS 2 Bl L BRB RS FIDOE S BITH Ho BEPELRIX
2 4 & & AFIHEFNC Sultamicillin AW bR 7oH E
HTHotcledbieAF#H#E Lo 1H 28, 3~4H
FHi5 L UTI HIECTHER R B, BAEIZ Th £h
Klebsiella + E.coli ¢, &AElx35 MIC i 0.2
ug/ml & 0.1 ug/ml Thoteo FHREHETIIHERL
Bl, FE1BITHolco BRBED IFIZVTHE E
coli (1N S. faecalis L DERERERLE) T X5 1D
T, 1H 2g 5s HEOHESTEHREHE T TR EL
Esh2 fl, BEH1H) OREXBIo, UTI HETIX2
B 3 BEOHEERENTbhThith oD T, &
RORBAARGE Liciked, 150D EHETETH -
To FDERIBFHTH o0

£k LTxH%E UTI HETHER 3 FI, Bt 2 Hl,
FHREHETIIEL 3O, BE2HTH 7o REED
BHFEYAD L, 58F 400 77 »BHEskE (GPO
PNEDbhic, TORBIL S epidermidis 28k, S.
Sfaecalis 3RRDESKTH S,

B) 1&MEtRHEM:

a) FEEREIZIRD ST

25t 106 MIDEMCHK T % BRSO ERK L Table
5b TiRLTco TDRBIESNTS FIDOBRINEER
101 et LT UTI $EShapMiEdEIc X 5 A ER R
#RLich D Table 6,7,8 ThHbo

AZT 11 GPC & L THEEENELADT, 774
BHigE (GNR) &0 YR (I GNR #f : Table
7) &, GPC %&isfEs¥ (AT GPC %f : Table 8)
L H T THEGREYE Lz, B4 (Table 6) Tix 101
Bl E%) 58 FI (ERh 25 B, A% 33 #I) T, HHEK
1% 57.4% Th -1

“h# 52 flo GNR BEO LT HHRTLS &,
BRARNTIT 40 flcEL) (BR+E 2 aeicdo, L
THEEE) TEHRIL 76.9% LER LD THTo —
7%, GPC B 49 fITi3, 18 PINERIT 36.7% &{E\
HHRTHH, GNR BECHEIL TH LIS - F Bt
Th-o1 (P=0.01),

GNR BECOMERCXT5 2R 52 Fld 33 flH
M BT, BFRHERIL 63.5% Thoteo FLHE
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Table 6 Overall clinical efficacy of Azthreonam in complicated UTI

— All of cases —

Pyuria S fieace
Cleared Decreased Unchanged Effma(_y ?n
Bacteriuria bacteriuria
—— : A
Decreased 2 0 3 5 (5.0%)
Replaced 9 1 6 16 (15.8%)
Unchanged 7 2 28 37 (36.6%)
Effi - 43 12 46 Case total
leacy on pyuria (42.6%) (11.9%) (45.5%) 101 (100.0%)
IZ] Excellent 25 (24.8%) Overall effectiveness
l:' Moderate 33 (32.6%) rate  58/101
l Poor 43 (42.6%) (67.47)

Table 7 Overall clinical efficacy of Azthreonam in complicated UTI
— GNR only cases—

Pyuria o
Cleared Decreased Unchanged Efflca(fy fm
Bacteriuria bacteriuria
Eliminated 7 5 32 (61.6%)
Decreased 1 0 0 1 (1.9%)
Replaced 6 1 6 13 (25.0%)
Unchanged 0 0 6 6 (11.5%)
Effi _— 27 8 17 Case total
reacy on pyaria (51.9%) (15.4%) (32.7%) 52 (100.0%)
IZ} Excellent 20 (38.5%) Overall effectiveness
I:‘ Moderate 20 (38.5%) rate  40/52
0
Poor 12 (23.0%) (76.9%)

RRERLI A DI 13 §l, 25.0% @b bhi, B o BRCIINE 16 B, WA 4 HICH 20 FUSHLT,
REATHB3, %ML 27 6, WD 8HITE 63.5%  AHEIX 40.8% Thoico UERAEDHR, MER,
DEHRTH - 120 BIR: S WFhoBER L Th GNR #E2 GPC B¢

CPCRCIy, MBI T3 BRI 1161, W 4 TIRB b ENL SR, GNR BavEREc GPC B
BT 49 Blk 15 Pliek%y, 20.6% DEVEHRTEH->  HNTHESNBEh T,
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Table 8 Overall clinical efficacy of Azthreonam in UTI

— Including GPC cases —

Pyuria :
Cleared Decreased Unchanged Efflcacl:y ?n
Bacteriuria bacteriuria
Decreased 1 0 3 4 (8.2%)
Replaced 3 0 0 3 (6.1%)
Unchanged 7 2 22 31 (62.3%)
Efficacy - 16 4 29 Case total
feacy on pyuria (32.6%) (8.2%) (59.2%) 49 (100.0%)
IZ‘ Excellent 5 (10.2%) Overall effectiveness
‘: Moderate 13 (26.5%) rate  18/49
[ )
I Poor 31 (62.3%) (36.7%)

Table 9 Overall clinical efficacy of Azthreonam on chronic -
complicated UTI classified by type of infection

( ):Cases of GNR only infection

N £ % of Overall
Group o © ° Excellent |Moderate | Poor effectiveness
cases total
rate
G~1 22(21.8) 3(2) 8(7) 11(7) [ 11(9 ) ( 50.0%)
Single G2 6(6.0) 4(4) 2(2) 0(0) 6(6 ) (100.0%)
infection | C73 7(6.9) 4(0) 3(3) | 000) | 7(7)(100.0%)
G4 25(24.7) 9(9) 10(8) 6(3) |19(17)( 76.0%)
Sub total 60(59.4) 20(19) 23(20) |[17(10) | 43(39)( 71.7%)
) G5 21(20.8) 0(0) 3(0) 18(2) 3(0) (14.3%)
Mixed G=6 | 20(19.8) 5(1) 700 | 8(0) [12(1) (60.0%)
infection
Sub total 41(40.6) 5(1) 10(0) 26(2) [15(1) ( 36.6%)
Total 101(100.0) 25(20) 33(20) |43(12) | 58(40)( 57.4%)

Table 9 RO EAE RICEDTHbB, =T
1% GNR £, GPC BELRFIL Tuiov, HIhEEmRY
fE 60 BID 5 AL 43 B, FHRIX 71.7% LEL
1oL DTHhotco TRERLT, ERERYEYE 41 flT
315 BINERT, BRHRIL 36.6% Lboto BERIT
B BB TENRLRICLDIE, »7 -7 VBB LI
BEACETHEDOTHD, Tichbiigo G-1, G-5
TixThZh 22 fif 11 41, 50.0%, 21 @4 34,
14.3% LRV L oL, G-2, G-3 Tixth
Fnefl, 7THRRLTELTHR) 100% OERHRYE

T\bo G-4 T 25 Flk 19 B, 76.0% LEhIH
BERETL, G-6 TiX 20 fish 12 fl, 60.0% L%A
P (B35 Bt R Lo

b) HMIBEEMZHRO ST (Table 10)

@ HIEHZE & ERAZEOBE

106 FID R\ T, %% (Excellent), A% Mod-
erate), &%) (Poor), B4+ (Excluding) D 4 FOHR
BT, LB MEEO B 24 Lice BRI
25 HITix GNB Efln: 20 b b, WEgEThb
BREXhT\5h, GNB » GPC n#fEER:s b
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Table 10 Analysis of cases in bacteriological response
Excellent Moderate
Before treatment After treatment Before treatment After treatment
Species | Type | Number | Species | Response No. Species | Type | Number | Species | Response No.
Eradicated 19 Eradicated. 19
) GNB Persisted 0 GNB Persisted 0
Single 19 Replaced 0 Single 19 Replaced 0
GPC Replaced 0 GPC Replaced 6
GNB N GN\B
Eradicated 2 Eradicated 2
GNB Persisted 0 GNB Persisted 0
0y ,
Poly 1 Replaced 0 Poly 1 Replaced 0
GPC Replaced 0 GPC Replaced 0
GNB Replaced 0 GNB Replaced 0
Single 0 Eradicated 0 Single 4 Eradicated 4
GPC Persisted 0 GPC Persisted 0
Replaced 0 Replaced 0
GPC GPC
GNB Replaced 0 GNB Replaced 0
Poly 0 Eradicated 0 Poly 0 Eradicated 0
GPC Persisted 0 GPC Persisted 0
Replaced 0 Replaced 0
Eradicated 8 Joradicated 11
GNB Persisted 0 . GNB Persisted 0
GNB Replaced 0 GNB Replaced 0
+ — 5 + — 9 -
GPC Iradicated 5 GPC Eradicated 7
GPC Persisted 0 GPC Persisted 3
Replaced 0 Replaced 2
Total — 25 — — — Total — 33 - - -
Poor . 7 . Exclusion
Before treatment After treatment Before treatment . After treatment, J
Species | Type | Number | Species Response No. Species | Type | Number | Species Response No.
Eradicated 4 Lradicated 1
) GNB Persisted 6 . GNB Persisted 0
Single 10 Replaced 2 Single 2 Replaced 0
GPC Replaced 7 GPC Replaced 1
GNB GNB
Eradicated 3 Fradicated 0
GNB Persisted 2 GNB Persisted 0
oly
Poly 2 Replaced 0 Poly 0 Replaced 0
GPC Replaced 0 GPC Replaced 0
GNB Replaced 0 GNB Replaced 0
Single 8 Eradicated 0 Single 0 Eradicated [1}
GPC Persisted 8 GPC Persisted 0
Replaced 0 Replaced 0
GPC GPC
GNB Replaced 0 GNB Replaced 0
Poly 0 Eradicated 0 Poly 0 Eradicated 0
GPC Persisted 0 GPC Persisted 0
Replaced 0 Replaced 0
Eradicated 21 Foradicated 2
GNB Persisted 14 GNB Persisted 1
GNB Replaced 3 GNB Replaced 0
+ — 23 + — 2 —
GPC Eradicated 5 GPC Eradicated 1
GPC Persisted 24 GPC Persisted 1
Replaced 6 Replaced 2
Total - 43 o — — Total — 5" - - -

* D Total of excluded cases
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Table 11 Bacteriological response to Azthreonam in complicated UTI isolated from 101 patients
Isolates No. of strain Eradicated (%) Persisted
E. coli 29 28 ( 96.6) 1
Citrobacler 5 5 (100.0) 0
K. pneumoniae 5 5 (100.0) 0
Klebsiella spp. 8 8 (100.0) 0
E. cloacae 2 2 (100.0) 0
Enterobacter 3 2 (66.7) 1
P. vulgaris 4 3 (75.0) 1
GNR P. mirabilis 4 4 (100.0) 0
Morganella spp. 2 1 (50.0) 1
S. marcescens 15 11 ( 73.3) 4
Serratia spp. 3 2 (66.7) 1
A. anitratus 2 2 (100.0) 0
P. aeruginosa 13 9 (69.2) 4
P. maltophilia 3 2 (66.7) 1
Pseudomonas spp. 13 4 (30.8) 9
GNR total 111 88 (79.3) 23
S. epidermidis 7 6 (85.7) 1
S. faecalis 32 10 ( 31.3) 22
GPC S..saprophyticus 3 2 (66.7) 1
Micrococcus 1 1 (100.0) 1
Bacillus spp. 1 1 (100.0) 0
S. aureus 1 1 (100.0) 0
GPC total 45 21 ( 46.7) 24
GNR + GPC 156 101 ( 64.7) 47
C. albicans 3 0(0) 3
! Others T. glabrata 1 0o( o0) 1
Y.L.O. 1 1 (100.0) 0
»tchy, GNB, GPC L3 uvTFhBREIh, RO Z%h & GNR £46Tix 111 ke 88 ¥k, 79.3% 2RE

ERFTIXTNTOELBREAIN T 5, HZD 33 4l
T3, GNB20 fID 5 b FhdAREIhich, B
A6 kAR B iz, GPC BHED 4 ik ThHHEE,
GNB » GPC HRERF 94T, GNB & GPC »
FhEh 11 8 7TE»HEE LI, D 5% GPC o 2
BEDERR Lo 2D 43 fiT1k, B EREYS
¥ GNB &Y 12 fTi, GNB D 4 #kpi44%kL, 6%
Di3fEfE, GPC DEEZEf 7 Bka'iRe bhic, GPC BHuD
8HITITMKIL OBRT, BERM %k %lzo GNB, GPC
DEFERYIE 23 FITix GNB i LTix 21 Bk
4, 14 BHYEHR SHRVHEXRTH-o7cORILT,
GPC TIXH&A 5Kk, FFfc 24 ¥k B 6 BRL AL
PICEIEMNE 5 oo

@ MEF¥MEHR (Table 11)

106 D HAET 156 Bk ML HREIMT O HE X Huico
ZD 5% GNR 3 15 # 111 &, GPC (X 6% 45 Bk T
HBo TDMICEEE 5 BB I hico BRRICR RS

Xhie fAFITE, E.coli 29 #kih 28 #, 96.6%,
Citrobacter, K.pneumoniae, Klebsiella spp., P.mi-
rabilis i3 zhZh, 5k 58 8% 4HHETAN
THE X h AR 100% Th oo S marcescens
15 #kCit 11 B 73.3% CEEREY Rl Paerw
ginosa W% 13 kb 9%k, 69. 2% HRE S hic, b
RO - 1 FfE1: Pseudomonas spp. T, 13 K+
4%k 30.8% DHEERRIC L EE T

GPC 45 Bricxf LT, 14U -EukET 21 # 46.7
% T GNB HA~T, BOMRBERTHoo 205
LIS E - fo LS. faecalis T 32 HF 10
¥k 31.3% OM&RICLYEy, toOpET G2
OB BIYEL 75 > T B, AL GPC TH S.epi-
dermidis, S.saprophyticus iz KiciishEr gEh, £
RERT B 68, 85.7%, 3Hsh2k 66.7% OW
%BRu R LIo GNB & GPC %&b B ARRMIL
156 #rh 101 #RAEKL, 64.7% DHEHETH- o
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Table 12 Strains appearing after treatment
(Total cases)
Isolates Strains (%)
P.aeruginosa 4(6.8)
A. anitratus 1( 1.7)
S. faecalis 14(23.7)
S. epidermidis 12(20.3)
S. aureus 3(5.1)
S. saprophyticus ( .5)
a-Streptococci .7)
Y-Streptococci 1( 1 7)
Enterococcus 5( 8.5)
Bacillus spp. 3(5.1)
Lactobacillus 1( 1.7)
Corynebacterium 1( 1.7)
C.albicans 6(10.1)
Trichosporon 1( 1.7)
Y.L.O. 1(1.7)
Total 59(100.0)
Table 13 Correlation between MIC and bacteriological response
MIC (ug/ml)
=0.05| 0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | =200 | Total
Strain
E. coli 12/12 2/2 | 1/1 1/1 16/16
Citrobacter 1/1 1/1
Klebsiella 4/411/1|1/1 1/1 7/7
E. cloacae 1/1 1/1
E. aerogenes 0/1(0/1
P. mirabilis 1/1 1/1 2/2
P. vulgaris 1/1 1/1
P. morganii 1/2 1/2
S. marcescens 1/2|1/2
Serratia spr 1/111/1 0/2 2/4
P. aeruginosa 0/2|11/1(0/1 1/1(2/5
Pseudomonas spp. 0/1 0/211/1 0/1(1/5
P. maltophilia 0/1 0/1
Acinetobacter . 1/1 1/1
S. faecalis 2/1312/13
S. epidermidis 4/5|4/5
Bacillus spp. 1/111/1
S. saprophyticus 1/3(1/3
Micrococcus 1/11/1
B-Streptococcus 0/1|0/1
Total 19/20(5/5 | 2/2(1/2|1/3|2/2|0/1|1/1 2/6[1/1|0/1 [11/29|45/73
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@ #HEHEBE (Table 12)

GNB 2%&5 £, GPC 10%F 46 £ & BB 3 & 8 %D
BEF 59 BRAVRBEBHEBE Lo O THRICEERC L
X GPC @ 5% S. faecalis » 14 8k, £AD 23.7% %
EDIeZ L ThbH, GNB Tik P.aeruginosa O HEH
PLRBEERCED 5 oo

@ MEo MIC LBREZHE (Table 13)

AZT w35 MIC 2T LI 20 & 73 #RC R
HERERZHEOMEE & & %5 £, £0.20 ug/ml ©
MIC %#7R L7 27 BRTI% 26 ¥k, 96.3% M BE I hi,
B ENRCREER R U E. coli L Klebsiella
Thbo E.coli 13 16 ¥keh 16 ¥k, Klebsiella 3.7 ¥k
7 R E VTR LBRER 100% 2B KT E. coli 1%
12 #k& Klebsiella 4#k Tt MIC » <0.05 ug/ml
T, BOTEWEZHTH -1, P aeruginosa 13 0.78
~200< ug/ml OFECHHL, SHF 28k 40% ©
BERTH 7o GPC TRIENSLH, WTFhi =200

wg/ml OWFERR LI, S. faecalis ooty 18
H2tk 15.4% DHOWPERCL ¥ o1z,

C) WEtRE %K (Table5c)

14 GO MEPEIRELR & 2B L5 B 1 fli deme
RERDBHBE L DRI, ZOMOMETTHE
CIDBEHEERRPITH 20, 201 H1HE 1g Hsy
2~3BfTisoto HREY 1HRL 3HBREELE,
ZORERIED AP, FL 8 ATROREY 2 BITHo e,
FH EHE L BIE 1 BRSO R TER EHWHEHOH
MERAHERLIDIDTHD o B E Licii 1 A
BENTFES TH -1 b DD, 2ERELT 3 AETE
R AMBRABHERLCH, 3B bhEErRL:
LOTHDo FFMEEE DAL Byl 14T, &
MERD W RFIRAH S iiehs - f SMERIT 1 B p
L7

D) #isziR% (Table 5d)

6 B> MBI R L CHBE Tl 1o,

Table 14 Overall clinical efficacy evaluated by doctor

Disease Excellent Good Fair Poor Indeterminate Efficacy Total
rate (%)
Acute uncomplicated 3 2 0 0 0 5 (100.0) 5
UTI
Chronic complicated 25 35 13 31 2 60 ( 57.7) 106
Gonococcal 4 8 2 0 0 12 ( 85.7) 14
Urethritis
Nongonococcal 0 0 0 0 0 — 0
Acute 0 2 0 0 0 2 (100.0) 2
Prostatitis »
Chronic 4 0 0 0 0 4 (100.0) 4
Total 36 47 15 31 2 83 ( 64.3) 131
Table 15 Side effects
No. Age Item days
Drug administration | Treatment | Course
Sex appeared on
59 71 | Diarrhea 2 Continued Obstipatia | Recovered
F (-4days)
98 53 Suppressive 1 Discontinued None Recovered
F feeling on chest (4 days) (-14days)
106 53 | Fever 1 Discontinued None. Recovered
F (3 days) (11day)

No. of cases treated 131. Rate of incidence 3/131 (2.3%)
Rate of discontinued 2/131 (1.5%)



yoL. 33 sS—1

CHEMOTHERAPY

BcRaRR 40, BEH2HTHL, BHERD 15
HaEEA kR EH LT\, BHRDO S L 3G
BHO 1 FIEARD LR T8> 70

EPS OFRTIE, WThdBEIMCEmRY (H)~
() BHTED, FEETLHC E.coli XHEHL T
Bo =05 LEMBERGRGL3H, GPC & HEEHEK
BN 3PTH o fco ERIBERFBERREYEL L TH
1 BEZ (D)~ Thoto BEDREE 4~
7TEBCHE LD, LFFERITER L, EPS o
A 4 FAHEL, 1HEELD, 1ARRETH-
1o MESICIIEEE E. coli 2R LIl 1
Ae, o5V ThEERLIC, FHRLCHTOE
3t 109/ml—103/ml NFAEBDI, REE 0L
@ LT, S faecalis, S.epidermidis, S.sapro-
phyticus T ERBDTWBHNS FlH B 1, WFhd
RN 100 A —F—Thbh, ThOLOHEEVIREFEES
CH¥ETA L0, BZBRCHKT S LOMIEN TR
Vo BHRELTIRER AP, BH26T, LHACEHR
Thoto BIBAKEAB LG 9 HREIDKETERE
Lio 261 131 flic >\ T OEEEHEL Table 14
KRl B HMEL o E.coli » AZT wwxt3 %
MIC 11 0.025~0. 05 ug/ml TEDTHERICERZHTH
270

3. wek

1) BEMEIEA (Table 15)

AR LD EBbh s ARMEIERL3HITH - 7o
AERTHLG, BFEERKLIM, BHRIGATHS, T
PR RO 71 O LT, KH% 2g 2 BRIBLEL
EZh, Tk 4~5E% U, ILFIFIZE2 TS5 H
BOBRBERT Lico k%4 BETEECE L.
BER[E A1 53 BMOLHT 2@ E TOHETIT
RCRExhleh ey, 30, 4[EBCHRER
BLTELOTHIELI, ZDHTIE, PCs, CEPs i
TULE—B0dH Y, AGs, 17 - FBERIC L RE

BRIEV D, BT A P TIREEN I o Tco HIEE,

BABT 14 BRCERICH L o BBk 2 1 fli 53
BOLWTHD, Flich, HRTHEEL, BELLSH
K 38°C 1ot o Reshh 3 ARIERE AU L5 4 —
YTELLDT, FHIC L5 REEEZr L L, BA
PORERCHE Lico BIfFRRBIARE T 131 Fldh 3 6,
230 Thoteo L LI-flid 2 GIT, AL 1.5% T
Hote,

2) BEER% (Table 16)

BRREMED 5 LRAIC X 2 BEORELES D, i
BERBEEL LR L D% = o KR Lo 2FT
UHbD%E 2055 10 GirFFEEGCEET s 2E
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Table 16 Clinical abnormal values
No. Item Follow up Relation
' to drug
21 S-GOT 18 — 64 18 8day:', 18 '17davs) | Possible
S-GPT 7 — 43 14 &lavs [14/174avs) | Possible
50 S-GOT 19 — 51 28(10davs) Possible
S-GPT 22 — 53 36 10dey = Possible
57 S-GOT 83.4—126.7 R Probable
S-GPT 25.3— 86.1 N.D. Probable
60| S-GOT 30.0— 42.2 |19.0 Iiiavs) Probable
65 S-GOT 26 — 41 N.D. Probable
S-GPT 21 — 42 D Probable
80| Platelet 25.1— 7.5 [29.7 3dars Probable
83| S-GOT 23.4— 42.5 LD Probable
103| S-GOT 32.9— 46.0 N.D. Probable
104| S-GOT 18.3— 46.9 | 29.7(6davs! Probable
108| S-GOT 32.9— 46.0 | 29.6/%davs Possible
127 S-GOT 20 — 44 N.D. Possilile
S-GPT 19 — 45 N.D. Possible
— Summary —
Item No. of cases
GOTt, GPT?t 5
GOT t 5
Platelet | 1
Total 11
Cases examined 131

Rate of incidence 11/131 (8.47%7

FITH 1o T DM MR % 2Tz 1 DD oo
FEHeged 5% GOT, GPT oL Tah3 &, WIFhd
EEERENCBL2 LD THY, B SHEESC
BEXBI1FERER T, 3EAEN 40~50unit D
HWEACH o700 BIUBIERTIE, BT XTH
3~10 B TIEHFRTEL Twico M/ MREAFHIX 25 1—
7.5 W—RMCHA L, ikt 29.7 L EFICHELTWL
BDOTHRRNT I D HDERT L
III. = =

1. PF ~oBfT

2g bolus injection D EPS RLEFHA 1. 29 ug/
ml (n=3) L\ 5fE1x, mPpEED 1.8% THH, B
fT¥ix penicillin &, cephem FR&| & AHIZ{EWD, [
BHEL foB D Cefazolin L [k ~N3 L 1/4 THA
A%, Ampicillin L BT EF96ETHS, HIEAC
AT cephem RZEID 5 LOFHEEREDHTE/RTHE
#| (Cefpiramide % Ceftazidime) tiZIZR%TH5 &
Exbhb, EEOWBETIE, E.coli \oxi3% MIC
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P, £0.05 pg/ml LEDTENZ ENDI S LEEREE
BT XIARBECRBERLDENEETE S, —F S
faecalis, S.epidermidis L\ ~-7z GPC {Zi35hRAHA
HFTEI\

2. ERIRBH

1) UTI: &%)z GNR CHL T HEEk%:
wth, GPCitizg % & W HRBRERMNEN L ED T
I =KL IHBETH » 7o ETEMBMMERED 5 b,
SERERE D 2 ik B-lactamase EABETHH, h
CXs>THEEZIND LR RETHOBHTHH T L
Boyhb, BRBLED IFHTYE, WFhi E.coli ik
DRETHDI 1D, BRHBERIIBUREEL DI,
BEREOHBRE L LT S. faecalis % 2 B DT 5
TENRRBEELLTEEI RS,

BHEHEMIETIE, AFOBHEI RS IS RINT W
%o Tiebb GNR RYHETIL 53 Fid 40 FIBEZT,
BFEE 75.5% LBRICHEFATH > oL T, GPC
R U RRPIETIY, 48 fldh 17 fl, 35.5% D&
AHRCEL EE -1l L ZNIBLNLTH S, OB
& UTHIBESMMIT 2 A A e 2, BHADOE Ik
GNR 2L TH LR I >THBEHES R, EHH
D%, GPC I EHFLIETRELTHETS S
LR LS TEYHLRAEIND TOHEIHEADHER
BRLTLHLNTHSB, T7hbb GNR ik 111 #%
88 Bk 79.3% DHEEFHRIILT, GPC T 45
BRep 21 Bk, 46.7% DFRICEEE 5T b, 2D XD
ww AZT 12, UTI @3\ Tit GNR D &0 BRYYEC #
53 XET, GPC 2 EURPECIIH L TITIV. &
DERTHED AEBRXAFC LS HBETRIRIEELE
Fx b D, GNR BRI L TUNZ LA LOBEMCH L
THEDTHNKRD L WRRERT, PRBROLHEM
%, P.aeruginosa & Pseudomonas spp. Thb, &
D 5% Poaeruginosa W XAREHICIT1 BEY 4~6g
F T dose up ¥RIEEREHRIIHT LD L Bbh
%o Pseudomonas spp. XL Tit, HILHI~DEE
NEE LV,

FRERANTIIN T — 7T VIEBBEAE R ETRET,
BEEFIZR VB E IV 2t Zhid GPC %4t
RBYBlH S\ & & GPC ~DERRN L ABhB T
D <l [ <IN

AZT D\ }p¥ % narrow spectrum ZEET5 = &
MOIRET 5 BREDORE flziX GNB &£ GPC o
By o /Mo ts, #EEMBEETHS GPC ~
DXL ENUTMELRE LD THBD, bk
SHEOMRFBEEL L THRINS,

BTFDL ARG EFIBLE ZENRIFETSH

o T LKLY, GNR TixiThiraitl, ey
B =7 \DEEHBPIL, POT VAE-BEED §-
lactam FC AT EEZ b h b KADOKEY %
SERACIERATES LD LBbhs,

2) KES - WEERERTITRTEYTH -1,
5 LIIERI ORI B IR R B e s b b, =
LI L b—RFENERIND D, FHFLE 5L
REFDO—2 L LTHATHS > L Bbhb, £{i12
EO BB THEET 52, —BCEAMmMRO B &HE LS
BlbBotco TD X 5BTIX, Chlamydia % Ureq
plasma b\ o I IEMEHRE L ORAREY ERL
THECH1-BHEN DS,

3) BILBRL : 6 BIFhy E coli T XBRETH
ofchy, 1BIDZBRELBRGALD 10D, fo
5T T E.coli 1%L, ERBER, HELL,
E.coli watds MIC #% 0.025~0.05 ug/ml, PF ~
DBITH 1.29 pg/ml THoch b, TORHOBEGEN
b & T, MIC % EE% BEABIIIRE T HHE X h,
BERICBERETON LD L EL TRYTHS, HF
FERBRE N Y T EER EPS dho MRS
BRLBER T, TLRBIRNC OV THh 5 & SHED
48D 5B 2 NITEB LA, 2 BB RIC BT L,
BEBROHBED >, MBEE Ih B0 S faecalis
THHH, SEOHTIE, WFhi 103ml LERNS
TEVDT, EDXHEZHMISEORFERELL
Vo WFhiCR X S faecalis %4t GPC i3, GNR
CHANRIERE M RECE 2 5 BBIHCEEL T
Vo

3. &k

BEMEIFEA L LTTH MSEaR R¥rtht
N1GIF0RDIA, ik Licflit 2 fT LEAH
THIEEIL 2.3% T E ot THRICDWTI,
AL FOHEAN7 b 5 ambRT, BEOHIHR
cephem FRH|IZ H N Tid5 Mc REJFEN P LE
2 bhB, bhbhoBRHTH ZOM1IADAKT £
RABERIFCRESLWBED D TH 1o BWHE
R B A BT, AFID R HEAD ] 5O fERIC
IBLDTHSSNBEEN TR SOFITE penicl
lin-cephalosporin 3%, aminoglycoside R#fltz ¥ d7
VAE DR LR DTREDGERHC LB LAY
L0 LEbhb, BBERLLML FHCLIE
BLELTIL, ThbEHYENLRERL, 2L
Fe BB G IBSED cephem RFlRE & T 5 BT
LIELERRT 25, BEBLD L 5 CEBEOLOL
BERT S b OhHIRC kS & Lhib Do RBOBAE
it aﬁtﬁmmamm@nmwbmmmmmw
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2xpL, BECAM VI LECHIIC LT B RETH
B, ik, BABTHLCEETHONBATH S,
ERREETIE, 11 AIOREAD > H 10 FIF T,
T EE BT 5 LD THoto ThBITVWTFRY, B
EOREMETH Y, PLEESCHCERCHET 5o BEK
iz L A LBE LIRS TX X SRBbh D2,
AMFFREECEL T, ROREFIC T, B
EYBLORENRRE L OBLEDT, TORY
—EEEL TR DEND Do HCIFEERER TI—
BoZEXDELT Do M/MIDREICOVWTIL, BT

BHENREFATLRAFEDOZ L LB, RIECLhED
CEES B DT, FEThIE I,
RARCZEMIZ OV TILE L FHit& 50T, GNR
L TRAERERBCERTHD L EL bR,
X 53
1) UTI #es (fRk KEIEMK, AIRER) : UTI

(REEREYAE) FEFFMAER (B2 5, Chemo-
therapy 28 : 321~341, 1980

2) £ 30 HERCFREFSHRBEEAZIBRSE, FE
v v s, Azthreonam (SQ 26,776), Hi,
1983
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AZTHREONAM (SQ 26,776) ; CLINICAL EFFICACY
AGAINST THE UROGENITAL INFECTIONS AND ITS
DIFFUSION INTO HUMAN PROSTATIC FLUID

Ke1zo Suzuki and Hipekr Tamar
Department of Urology, Hiratsuka Municipal Hospital

Icniro Nacakuso and Katsuo TakaNasHI
Department of Urology, Tachikawa Kyosai Hospital

Normaiko Oxisuio and TosaiNorr Hanar
Department of Urology, Shizuoka Red Cross Hospital

RyuicHiro MoricucHr and TsuvosHi YAMAGOSHI
Department of Urology, Nerima General Hospital

Yorio Nampe, Tamio Fujita, Tapasur Ocawa
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Azthreonam, a new monobactam antibiotic, was investigated in diffusion into human prostatic fluid
(PF) and was evaluated in clinical use on urological field infections.

1. Diffusion into PF : Azthreonam was administered to 3 patients with chronic prostatitis at a dose
of 2g by intravenous injection. The serum concentration of the drug was 75.0 ug/ml, while that of
PF reached 1.29 ug/ml in an average, thus the ratio of PF/serum was 0.018.

2. Clinical efficacy : A total of 131 patients, consisting of 111 urinary tract infections (UTIs), 5
acute uncomplicated, 106 chronic complicated), 14 gonococcal urethritis and 6 bacterial prostatitis was
treated with 1~2 g daily by bolus injection or drip infusion, for 2~15 days (most usual duration was
5 days). The efficacy was evaluated as excellent in all of 5 uncomplicated UTIs. On 101 chronic
complicated UTIs which were evaluable by UTI committees criteria, the result was excellent in 25,
moderate in 33, poor in 43 cases (overall effectiveness rate, 57.4%). In evaluation on the cases
with the infections only by Gram-negative bacteria, the result was as excellent in 20, moderate in
20, poor in 12 (effectiveness rate, 76.9%).

Azthreonam provided a remarkable clinical efficacy against 14 patients of acute gonorrheal urethritis,
in which 4 cases were excellent and 8 were good in the treatment for 2~3 days. It was excellent
or good on 6 patients with bacterial prostatitis due to E.coli such as excellent in 4 cases and good in
2 cases.

3. Side reactions and clinical abnormal values: Out of 131 patients, 3 adverse reactions were
observed 1 diarrhea, 1 fever, and 1 chest compressive feeling). These were soon recovered after
discontinuance of the drug. In clinical values, slight elevation of S-GOT, S-GPT in 5, S-GOT only
in 5 and decrease of platelet in 1 were encountered, however, these returned normal after the drug
discontinuance.

4. Conclusion : Azthreonam was highly effective against the infections due to GNR including even
P. aeruginosa and provided an excellent usefulness, however, it was poor on GPC infections. There-
fore, it can be concluded that Azthreonam is one of the highly useful antibiotics when the indications
are limited to those due to GNR infections.



