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B EBORYHECH L, aztreonam (AZT) ORRZHHRREIZRT B HMME L LLEIIOV
T, MWEHREF 71— 7 10 KR X BRI 21Te» 7,

1. (A& AZT 1 B 4.0g LAEE L, B ¥ i3 aminoglycosides (AGs) LISt DHERI LD
Bt % 143 BICiTic - 1m0 RBEHEFEESNL 128 FITH D, FOPIRRENICIFHRER AL 500/cmm
UTTHo7cbDix 83 FITH -1,

2. BERI 64.8% (KMiE 72.4%, MEE\ 61.8%, fitid 67.9%) ThH -7 BREFOFF
ERAHL 500/cmm AT OMEF T, ZHRFEFHTHM LI 41 FIT 82.9%, REF 71384 Uiz 42
BIDBEERIL 50% Th 1o RIS 100/emm LT TH -7 38 GIOHLRIL 55.3% THo
o

3. WEEERE L 1 AIRTEREDHOBNRIIZ AT3.3%, T5% LEMNih -1ohs, 2FILE
DAL DL\ TH - B TIEDENETT2HAEALR SN (54.2%),
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4 AZT 1 B 4gRE5CHB LTI H 6g (4 3) BERCEHROEMEAYH H, ML

DOEBH»DLIERBEOHERENEE LL L Bbhis,

5. ALT &L 2B D 99 BITI1270.7% »HEZTH b, #ic piperacillin (PIPC) ¥ #-(2
imipenem/cirastatin (IPM/CS) D% % 21 T 76.2% OEWEHRLEBS T,

6. EIfFAR JVBERBEEERET X Z 450 (& 3.6%) THh-71oo

7. SERADMAI AZT OOFRFRREGEIERY? Dicd, BMBESRICHE > RIECH ek

RETHD LEDbRI,

Key words : 3523/ BREYAE, Azthreonam, AGs HILIJk & o BEFRRE:

EMBREE GFCEHERBOLERER) ORRE
BRLELEERLLY, REBOKREBY&ETL L
nhbo EREBOBEREEA LD T, K0 RH
BROBREIKRE V., RAXEBKOETE LT Y 7 2EH
BECHRWHE %<3+ MONOBACTAM %o aztreo-
nam (AZT: 7 % 7 % a®)L wpdp b LT, i
aminoglycosides (AGs) U A0 HBERI & OftHIC X -
Thr b RPECH T HERDEL B Lo

I. ¥R&ELUVFE

FRFN 62 £ 4 A5 63 £ 6 B ¥ TRAHEL AR
T5% 10 fEZ TABRER I oS 2B O RRYE 143
BlxxfE s Lico Tablel o=k <, BIMES 3G, B
HIEG 12 G TH Y, BHEORFHESANL 128 flTH -
Too TOPRIHEM 71 6, Ltk 57 fI, FEWix 15 »»
b 86 I/, FREIX 56 BTH - Tc, HEBEE

Table 1. Number of patients entered

Evaluated for Evaluated for
Total side effects clinical efficacy 128
patients
143 140 dropped out # 12

Exclusion*® 3

# :inadequate dose of AZT 7
tumor fever
pulmonary fibrosis
without fever

. combination with AGs 3

=W

*

(TR 68.0%, Eiky v -3E 16.4%, F D 15.6%
T#H-1c (Tables2, 3), REGME (XRLMAE 11 - R AESE
U 55 - fitids 28 mfspIRRYy 15 - ANBREL 10 - F O 9
B TH -7 (Table 4), 7e¥s, MMEESEIZEBREDFH

Table 2. Age distribution

=19 20—29  30—39  40—49  50—59  60—69 70= Total (%)
Male 4 6 9 13 13 14 71 (55.5)
Female 0 7 4 11 15 10 57 (44.5)
Total 4 13 13 14 28 24 128
(%) (3.1) (10.1)  (10.1)  (17.2)  (18.8)  (21.9)  (18.8)

Table 3. Underlying diseases of 128 patients

Patients %
Acute mylocytic leukemia 53 41.4
Acute lymphatic leukemia 17 13.3
Other acute leukemia 6 4.7
Chronic leukemia after BMT 11 8.6
Malignant lymphoma 21 16.4
Myeloma 8 6.2
Myelodysplastic syndrome 6 4.7
Aplastic anemia 4 3.1
Others 2 1.6




1064 CHEMOTHERAPY AUG. 1989
Table 4. Infections and clinical response
Effi
No. of patients Response ieacy
marked moderate poor no response rate (%)
Sepsis 11 1 7 1 2 72.7
Suspected sepsis 55 12 22 7 14 61.8
Pneumonia 28 6 13 2 7 67.9
Stomatitis pharyngitis 15 2 9 3 1 73.3
Phlegmon 4 1 3 0 0 100
Periproctal abscess 4 0 2 1 1 50.0
Cholecystitis 1 0 1 0 0 100
Unknown fever 10 3 1 1 5 0.0
Total 128 25 58 15 30 64.8
Table 5. Isolated organisms and efficacy
Organism No. of patients Efficacy (%)

S. sanguis 1 100

S. agalactiae 1 100

S. epidermidis 5 40.0

S. faecium 1 0

Clostridium 1 100

P. aeruginosa 5 60

P. cepacia 5 100

A. xylosoxidans 2 50

C. krusei 1 0

C. guilliermondii 1 0

Total 23 60.9
EYHE LoD, FHR 500cmm UFCHELOhBE 4

RO WRREEREEHD 5 bMEEERERATH %,
AZT o EEI124.0g/BUE (5 2~4), REHH
3AMUEE LI, HEARERECHMICL D AGs I
S0 b ORBEA L, AZT 4g/ B 5 ER D 63.6%,
112 6g/BTHY, FHREYML.0 BTH70 £
PR ERMII<=>Y vF (PCs), 7 = &% (CEPs)
THbH, & D clindamycin (CLDM) - minocycline
(MINO) -fosfomycin (FOM) %-THh 1o BRPTEM
BN IMERE - IR ERERE - BRR B XU—RRBOE
BT, MEFNHRIHE B T BEX
R, HETREE L, BRHE T HEEECH
Vv, TRECHIEREEZ LT, HENEELSTRITL
MBI EA TR L,
227 (marked response) : 3 B LIPICZBREERIER D
HE LT, FRILLEZORES 5 BLAERE LIS

&%) (moderate response) : 1 :;@fILIICZHHIEL
L L DREBA 5 BLL e H By, 3 ALK
CEPHE LT B L ORABA 48 BRI
T LA,

2H%) (poor response) : fEIR (IBHEME AT HBHE
BHERTEEY Lis Wi,

&%) (no response) : R HEMAN L SIT,
IAZE - HELLBE,

HIFETEE (unknown) : ARSI YA O fob HIEER
8B E. T« BIFRZI X » THAFOR AN
hf:%ﬁo

II. % %
128 GIDEEERZHR12E% 25 0, A% 58 B, £4

BRI OER 45 BITH b, AT 64.8% Th

o MUME R 8/11 BRI TH H, mgpIo 2 AKE
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Table 6. Trend of neutrophil count and efficacy (%)

Before treatment (/cmm)
=100 101—500 501= Total
After treatment (/cmm)
1
<100 3/25 7/12 1/1 21/38
(52.0) (58.3) (100 ) (55.3)
7' 7/7/7/"
11/13 ]
101—500 ?/}/}% 1/5 2/2 14/20
%%@j// 2.0 0 ) | (7.0
12/1/ 11 14// 23/38 46/66
o01= %8{/7 /(%/g/ ( 60 (69.7)
808577 (08 | 8
36/52 19/31 26/41 81/124
Total
(69.2) (61.3) (63.4) (65.3)
Shaded area : Neutrophil increase after treatment
Antibiotics No. of patients Efficacy* (%)
Prior treatment (—) 45 21 | (73.3)
Prior treatment (+) 83 37 ] (60.2)
one agent 24 16 | (75.0)
two agents 49 17 | (57.1)
three agents 10 (40.0)
Total 128 E 58 | (64.8)
* : patients with marked response

Fig. 1.

w1z Candida T »7: (Table 5), MIfifE & Bl
EF VB IORETIIE A4 72.7% & 61.8% B IV
40.0% DEMETH~71- (Tabled), Hfizeix 28 {i
67.9% DEREEBIN, = OHITIL3 IO BB
RBEFTHh T,

1. &an4emEopE (Fig.D
STFHREOAEIC X hHREVSRLDEAMIED DRI
(60.2% % X U8 73.3%) HiZ, 2RI EOHEFICE
HTH o 1o PITREABRODELE Y, 7ods, 1HITX
LEAREDD 24 EOIDFHRIL T5% THY, &R
RIEED L IZIFRABECEY L, ZhIEHNG 2RI
EGIDREYFE TOMEFIOFEAERITR T, RETLEYL

iﬂﬁ‘cébo
2. FHREBREVOBRER ICTOLEH L EFDIE
(Table 6)

BN 1A % 0 RO EE D BEEE © B RIB D FFHER
¥ribnn, ThIPBEROBRHIRHEDOEED—D
ELTHWLRT W 59, HBEERTD fFRERET 100/
emm ¥ TOESE 52 fl& 100/emm ZRx % 72 (lx
BTa L, HHBRIEx 69.2%, 62.5% THOREXE

Efficacy in previously treated patients

BED LRI -, HEEIATHIC FHRERE 500/cmm
LIF#ETHiE T 5% &, Table6 DORMEHD 41 FlILAR
SRz R ER OB E M H D T DHEEEN: 82.9% T
BHots, Linl, &BFIFPRENAEE LIRS L
72 42 GITI1X 50% L REBECEVERTH -,

3. WEFHHR (Tables)

23 GIEBIREYCERE L Bbhd WA I, T
fehoh 7 7 AIBHEERE (GPC) 9fl, /7 2BIERE
(GNR) 12 (jl, Candida 2 §IT% %, fRiifEix GPC4,
Pseudomonas cepacia3, Candida?2 3 X% Pseudo-
monas aeruginosa, Clostridium %105 2% H HELL
AhizietE L Lz, s Tix GPC1, P.aeruginosa3, 7
Voo EIERREE 2 S SIEEIRE 2 G125 D, P.aeruginosa
2, A.xylosoxidans 1 QI TIXEDHEE - BA»RoOHN
Motz IPYHEEE T3 P.aeruginosa 1 i3k L,
GPC2 fTixLism -1z, Candida LIS D MEA R
ENFEGIOFHERIL 66.7% ThH-1,

4. GERZEAIFIRKDR (Table7)

AZT #iho %R IS5 0l 2 &1 3/8 (37.5%
THoto CHITFLUSD 511%Y T2 h bR T
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Table 7. Rate of efficacy

No. of patients

Efficacy (%)

AZT 8 37.5
Two agents 99 70.7
AZT+PCs 28 75.0
AZT+CEPs 43 67.4
AZT+IPM 21 76.2
AZT +others* 77 57.1
Three agents 21 47.6
Total 128 64.8

* :CLDM (3/5), MINO (1/2)

Table 8. Rate of efficacy against grades of disease (two combination therapy)

Grades of disease Efficacy
AZT+ .
mild moderate severe total rate (%)
PIPC 1/2 8/9 7/10 16/21 76.2
Other PCs 1/1 3/4 1/2 5/7 71.4
CEPs 4/5 14/18 11/20 29/43 67.4
IPM/CS 6/6 4/6 6/9 16/21 76.2
CLDM 0/0 3/3 0/2 3/5 60.0
MINO 0/0 1/2 0/0 1/2 50.0
Total 12/14 33/42 25/43 70/99 70.7
(%) (85.7) (78.6) (58.1)

Bt 3FEIDHAE 21 GUIERER 47.6% Tho7THo 3
BIDEZFILIS LT NT AGs &L 2~ 3FIBBIT X
LERRICERIERITH » oo 2HIBHABRE LT -
7299 BT 70.7% DEHETH 7 (Tables?, 8),
EEEFIER (LBIE 85.7%, F%iE 78.6%, &|IiE
58.1% T#H 1o PCs BFAD 28 Filix 75% DERRT
b, CEPs BtHD 43 fITIL 67.4% wEPTH -1
7%, CEPs DFEXIMOBHRIEN» DI BETSHZ
L3 TEh »7, piperacillin (PIPC) #tF 21 T
76.2%, imipenem/cilastatin sodium (IPM/CS) #fH
21 I3 76.2% LRIFICEZHNLICDT, T D2FRE
FFLic, Table8 oI &< EEE Tz IPM BT
BENE EAMH 5B, PIPC B X 0U° IPM BTHE ~
52.3, 61.9% DEGIT 2 FLL EDHAERIC X 5 FTER
REINT T, HAEMEZEEATET AZT ¥ 4.7
g/H (66.6% iz 4.0g/8), PIPC F# 7.1g/A @4~
12g/H), %E T2 AZT 5 4.9g/8 (57.1% i 4.0
g/B8) IPM F#5 2.1g/R (1.5~3.0g/B) THh -1

5 AZT ®BL5EJHEHR

2HIDFRANC KT S 4g/BB XY 6g/BOREE]
BHRRY Fig. 2 2R L1, 1 B 2g3 AREOHETHEL

ENEL RONIH BEZER ot L LEM
DHATHENT 5 & ZOFEN b BE L Hifht
(0.1>P>0.05, Fig.2 D B%),

6. AZT @ 2g 5 o Mm P @ EO#S Figd

18 2g3 ERSCEMNFINEETH - o tofit
RHT 2.0g i.v.d, TxiF 5 MFEELRELL I
#ITi% 1h 157.03+26.7, 2h 73.57+3.99, 4h 1Y
+14.6, 7h 12.77+5.06 ug/ml ThH, HEOLLL
L0g iv.d. DEE#BY LT Fig.3 KRlh
2g OAMEMIEC XS 1 MRS T AZT HHER
MIC? @ 3~10 {5 DR (40 pg/ml) A% 4 BERICHDD
h, TORED]H3ERSEDOERMLYTET IR
Ho1

7. BRI LOEERREERY

140 GITOEIEA L Table9 o & < 5FIREbS
BEBEREEL 5OITHY, WIUREL &4 3
Thoteo EBEDXLII3FIOPN, 1 HlikiEE
BETHo1ent, 2 GIRIaRE A ohl LSR5 ALA
BIEE LI, ZOMOBELEIERIzich -1 18
S8, SHAMARIO BE - BRI BETE I
o
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Table 9. Side effects in 140 patients
Abnormal clinical signs Abnormal laboratory findings
No. of patients % No. of patients %
Skin rash 3 2.1 GOT 1, GPT1? 1 0.7
Flushing 1 0.7 GOT 1, GPT1, Al-p?t 2 1.4
Flushing +discomfort 1 0.7 LDH?T, BUNT, Cr? 1 0.7
‘Eosinophilia 1 0.7
Total 5 3.6 Total 5 3.6
(Two Combination Therapy)
Daily Dose of AZT Patients Efficacy* (%)
4g 1gx4 19 10 | (68.4)
2gX2 47 22 | (68.1)
6g 1.5g%4 10 | (60.0)
2gX3 22 10 | (81.8)

* : patients with marked response

Fig. 2.
{ng/ml)
200110 ]
1504 2g iv.d. (1h) in this study

""" 1g ivd. (1h) by Nakashima (5)

-100+

50+

(hours)

Fig. 3. Plasma concentration of aztreonam

III. # =

- BSE ORI B ER DR X AR R ORI B
BMOBEYRETAHECH B0, LichisT,
BRE®CIEE R AMERRED - /MR (8T 5
uwktie, RETA{EREC L 5808 - £&
RO ETERS A LT 5, §ED EFATHET
, #RIAIFEERAS 500/cmm LA kDG 30.6% T E
» AHFHEBH 100/cmm LT %R LICREDX 52.4%
é&/ufio Mhs% compromised host 1Z3s1) % BFFEREHY
03, BEESHTHD LT, ERKEDLFERED
IERYF T BT binbieh, LieaiaT, B

Daily dose and the rate of efficacy

Yy b3 ER, REEDO BB RIIESR L LT 5 LA
HED—DThb, SERAIF LS ETHIHE
A AZT %l e L FRERED BHR % B3 L s
¥, UTBRNABHIC X - TAGs OB &R Lic,
gentamicin (GM) DOHBIC X v [ILE DRRH HEH
RETTE - TR, FELERETOEERFFRRBE
w3 KCG ik (cephalothin (CET), carbenicillin
(CBPC), GM) Tftsxh 5 PCs, CEPs, AGs fffH
NERX heY, BT, AGs &t PCs & CEPs
D2~ 3FIBRANER Lic» T B, B-lactam RL R
7o A VEFBEF ¥, bactericidal action ® AGs #Bx
N1 nH I L REHROETH BEINISY, —7,
AGs |1 BREE - EHEE - REMEBEEZED 3T,
FEREAVBCIX RN ETTHE RR IR TWAEY T
L, Xbik, BEERRTHELRERCE TR
BB IR TH D, BHBRO KB EH O
AnEEhBBRDH 5. §H, WA DBEDOERND,
AZT PRI AGs IR/ TE 5 L ¥ L, AEERFZE
Tl -1

BRI ERO X 51T 128 GIOERERIL 64.8% T
Hotoo AGs BHAGIDORE % B 5 L SIHEAYIC LAWSON
519 tobramycin (TOB)+ticarcillin (TIPC), TOB
+TIPC+CET, TOB+mezlocillin (MZPC) T%& 67
9%, 69%, 53%, EORTC'™ ©» GM+CBPC, GM+CET
1% 60%, 59%, =52 PIPC+amikacin (AMK)
58.1%, &M 5o PIPC+AGs, PIPC+AGs+CEPs
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T% 53.5%,
72,

HBERATFFER 100/cmm LAITF O BET IERE L FHEK
100/cmm LITFOEFDOEHETLB L, AGs ¥ EL T
EOF G T2 32 O LAWSON 0 45%, 33% ; EORTC
4% ; =D 45.5% 1B, —77, AZT B TIZFIL
HYD 28.6% OWELDHDH, PBEEMATLEARSE
D 52% DEHF L AGs e E THRA%EILE
RULEDOREN B -T2 L5, BHBERBONET
13, FREREOMMCEDROBVCHAENEOAT X
Ravergys, EHIC, FRRBEECETHE - TEMT
DREPFECHED AN EORR LA NEEN D, &
B0 R T 2FPER I 500/cmm LITFBETAHB &, B
BITIFRERAD c LD 42 flTik 50% TH D, iFd
HIEMERD 41 T 82.9% LILRYAEHETH
-0

SE0 2 G 99 Fi (AZT : 4~6g/8) DHERRIX
70.7% T Y, Jones 5D AZT +vancomycin (VCM)
90 f7] (AZT : 1.5gx6/H) »170.2% THhoto Tis
b, AGs B HEREOBHIT VCM SR TEE
THMEI S -1,

PIPC ¥ 7:12 IPM/CS L DBt TIZ#IZT72.6% LB
WERRT Hote, MEBED EFIERRAFIZEERL,
EHELRPBITEOEN KF &, AZT+PIPC,
AZT+IPM/CS 3RS DHEH 5> 1c LB b, AZT
DEFEEH A —THREEDH L OBV R T & &R
BLTWW5,

Bl 593 AZT (2~4g/H)+FOM (2~4g/RH) 53
T 58.5%, BTz AZT (6g/R)+CLDM (2.4g/
H) 26 iz 76.9% M#E SN T\ 5, JIERE - XM
EHl L ALT LOBROBRRELTTHLR TV %,

SEORFETIZ AZT1 B 6g (5 3) BHERGIH
%< Bontc, EERD Jones - FijJll - RITLOBEKIZH L
T} 6g/BERCBVWERTH » HEIC—ET 5, =
DEK 2giv.d DMFRE TR LEDORM ¥ X7,
AZT BB TrhbbARCEkT s RKRATEE
DIEFPHFBEENL OIS HLIZERRIREIND &
Erbhb, REBDOEREDORAZNEGLLDOOHS
BE, s 1T % compromised host (23}
LTIRCED T A HEA 2 BIRT5 2 LIILATH
Do SEIDFERENS ALT piFEpBEHESENAZ LIZX
T, OIS e TERLEBbRS,

EIfER S XOBKBRERE 144 3.6% Th-To &
EO WET IR AR BIFAI: 2~9%, REMBRHF
3.5~16%121119 THz, AZT FRFITIEHEBRTE
3.7, 6.4%%, 12 AZT+VCM 7¢ YoftET6%"Y T

54.7% HiHH, (FAZOHENELR

»H,

D
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4)

5)

6
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8

9
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11)

12)
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RESULT OF COMBINATION THERAPY EXCEPT AMINOGLYCOSIDES
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A prospective study was carried out by the Tokai Reseach Group for Infections in Hematological
Disorders to evaluate the efficacy and safety of aztreonam (AZT) in infections associated with hema
tological disorders.

1. AZT was administered alone or in combination with other antibacterial agents except aminogly-
cosides. The dose given was 4 g/day in 63.6% of all cases, the others being given 6 g/day, fora
mean duration of 9.0 days.

2. One hundred and forty-three patients entered this study, and of these 15 patients could not be
evaluated for efficacy. Eighty-three out of 128 patients had neutrophil counts of 500/cmm or les
at the beginning of treatment, and 53 patients (41.5%) had 100/cmm or less.

3. The efficacy rate (marked+moderate response) for 128 patients was 64.8% in whom the rates
for septicemia, suspected septicemia and pneumonia were 72.7%, 61.8% and 67.9% respectively.

4. Of the patients with less than 500/cmm neutrophils, those whose neutrophil counts increased
during treatment showed better response than those with decreasing or unchanged neutrophil counts
(82.9% of 41 compared with 50% of 42).

5. The efficacy rate of 99 patients treated with two antibiotics including AZT was 70.7% and
combinations with piperacillin or imipenem/cilastatin had higher efficacy rates (76.2%, 76.2%) tha
any other combinations.

6. Abnormal clinical and laboratory findings appeared in only 5 cases of each group (3.6%).

7. Aztreonam has low toxicity and is effective for the treatment of infections associated with
hematological disorders.



