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Azthreonam (SQ 26,776) DA BHEBRICISIT 5 KRR - FaIR UK S

e K-

NER KB B BB
AHEThkYE - EEFRA-B OB —-

I 8 B —

FOR R B R s R

HUVEER B-7 7 % & WA Azthreonam (SQ 26,776) % T-tube ¥ 7:(% PTCD tube
FAGITHIZ 1.0g % one shot BEL, Mk XUMENPRELZEROCIEL, 24 BERS

BE L WENREYEE LCERUTORSIR B,

1) Azthreonam DI+ EEEIIEIE 30 HHKIC 85.6+31.9 ug/ml L EEMEYR L, LUHEIEZ

WA U4 BRI 11.8 pug/ml E{EfER R L1,

2) Azthreonam DfEHFEEEIIHE 1 ~ 3RHIBOEH I EIE < 20.0+18.8 ug/ml ZRL
EREDBRBEATEA L, 24 BECERERED 0.3% MHBHTBIT L,
3) 24 BRELARCRERD 82.9% MRICHE X hic,

Azthreonam (SQ 26,776) (¥ 1980 EEXE R 7 4 7 #
THRIREFLVHEER B-7 7 2 afiEWHEAT, *
ORERY Figl wrd, KA 7 7 22HEcED
THCHENZRTY 2, 75 2BHECREE»TFV
FWORBMREE A R 27 5 A2 HLY, &4 B-
lactamase X LCTHRETH 5 #%, K. oxytoca, B.
fragilis % X U¢ P. aeruginosa g4 3 5 f-lactamase
TEECKBIhD LV 3B L 5TV 3Y, SEK
x3, BER U CABHER I 3510 5 SEHERY, ERIKAIRR
JAefiicw, HEFOMR2 B0 THRET 5,

I. 8 % 5 %

BRSTE 128X VB S8 £ 4 A ¥ Tz, FRE
KRESECABTINGR & T L RS REmRG T T-
tube FED 7 GIERIBEERLE, I, RIS
T PTCD tube %A L5t 10 iR & Lico EHa
RA6RED 77 RiCh-h B 46, ZH6FITH-
o #7# 10 BLUEEAB L, TS hcklick
Bl 10g % 20cc DABAKACERL, 2 5un
BTHEL, 0.5 1, 2, 4, 6 BsMIBICRmML, ¥
BER 1, 3, 6, 24 BRSO LI Lc, ¥ 7o 24 1%
BERL, miE Mt RhoBREYNE L,

BRENT L E. coli ATCC 27166 % HER & L 7o
cup plate method iz X % bioassay % #ifF Ltco ¥ 7=
PRI, mE-PRERTE Monitrol I 3 X Of
1/10M phosphate buffer, BRH 3 X OR PR Bl 2 T
{2 1/10M phosphate buffer, = T{EE L,

MEPRIGA & L CRIPA RIS 1 Bl LTARI% 1.0

g€ 1H2[E 11 HR one shot HMEL, ERERAORH R % B
i,

BIfERB LT, #ERTEBE%OFMMm, GOT,
GPT, Al-P, LDH, BUN, Creatinine ®ZH% L Ot

T DMD HMERT R B L,
II. & %
1. MiEFRE

1.0g one shot #¥E 0.5, 1, 2, 4, 6 BEH% D Azthre-
onam D MEFEE D FHIXIEIZ, 85.6%31.9, 52.9
+23.6, 22.5+10.4, 11.8+6.4, 11.5+12. 2 pg/ml
(Mean=S.D.) t#E300EVPELEEYRL, AT
EFL, 4 BRI 11.8 ug/ml L{EF X R L 7
(Fig. 2, Table 1),

2. RRIRIERE

A% 1.0g one shot ¥ 1, 3, 6, 24 BfEgic T-
tube ¥ 7:1% PTCD tube X hEHH%£&EHIL, B
B EAFIOWERRIE L, 10 FEFID 5 B 5 FlXFE
%1~ 3B O R REELZR LIS, EHD 5
113~ 6 BRHIBDOIBHVREELYRL 7o £ O KHIE
{, 8.3 ug/ml b 65.6 ug/ml LK E WX H D Wi
(Table 2), 10 FIDEHYLED TSI 0 ~ 1 BfE DB H

Fig.1 Structural formula for Azthreonam
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Fig.2 Serum concentration of Azthreonam
after 1g administration (i.v.)
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Table 1 Serum concentration of Azthreonam
after 1g administration (i.v.)

APR. 1985

Table 2 Bile and urine concentration of Azthreonam
after 1g administration (i.v.)

(g/ml)

Time(hr.)

0.5 1 2 4 6
Case

1 87.5 53.1 6.1
2 93.8 78.1 21.9
3 96.9 87.5 43.8
4 118.8 59.4 28.1 15.6 8.6
5 125.0 62.5 32.8 19.5 13.3
6 125.0 59.4 29.7 17.2 7.8
7 48.4 40.6 24.2 8.6 0.9
8 59.4 45.3 21.9 11.3 5.5
9 39.1 1.3 1.3 0.3 2.6
10 62.5 42.2 19.5 10.2 4.5
Average 85.6 52.9 22.5 11.8 11.5

A 7.2+9.9 pg/ml, L% 1~3 B 20.0+18. 8 ug/ml,
3~6 FFfE] 16.7+15.6 ug/ml, 6~24 FKifH 2.5+£3.1
ug/ml (Mean+S.D.) TH -7 (Fig. 3), AFIREH#
24 BEREIDBHADEBTEX 0.76mg X b 9.39mg
EREQELD W, ZTOFHIT 2.91mg LEHBF
ZRIFEIECHCERMNE LRI (Table 2),

3. RPEE

AFIESR 24 BEEBRL, ROBEXYHELIERE
1% 274 pg/ml~1,564 ug/ml (864+371 ug/ml, Mean
+S.D.) LRIFRFEEEZR LI, 24 D RAD
KPR 575 mg~985mg (8294269 mg, Meanz+
S.D.) ER¥NEHIER 24 R LPIC RepPIHE X e
(Table 2),

4. [BIR{ERAG

50 BT CTHWL 3 BT L H MM 75 & IEE Y 22
o, IIPEBRIEE 28 L, BBEmAL L = & &
5, RECOWEHRSEICHHL oo IBXH E. coli,

) —
Bile Urine

ime(hr.)
0~1]1~3|3~6|6~24|0~24 0~24

Case

pg/ml| 11. 17.8 | 11.7 | 0.4 1,018
1 ml | 14. 7.5 28.5 |341.5 |0.76mg| 800
mg 0. 0.13 | 0.33] 0.14 814
wug/ml [<0. 15.6 0.4 5.1 509
2 ml 5. 10.0 5.8 [160.8 |0.98mg| 1,700
mg 0 0.16| 0 0.82 865
ug/ml| 7. 65.6 | 53.1 | 10.2 1,096
3 ml | 30. 25.5 | 64.0 |400.0 [9.39mg| 700
mg 0. 1.68 | 3.40| 4.08 767
wug/ml| 32, 31.3 | 35.1 0.2 586
4 ml 53. 61.0 | 65.0 |220.0 |5.97mg| 1,400
mg 1. 1.91 2.28| 0.04 820
wpg/ml | 10. 24.6 | 16.4 1.1 625
5 ml 8. 32.0 48.0 [330.0 |2.03mg| 1,300
mg 0. 0.79 | 0.79] 0.36 813
pg/mlf 2. 7.0 9.8 2.2 938
6 ml 13. 79.0 |107.0 [350.0 |2.41mg| 900
mg 0. 0.55 1.05] 0.77 844
wpg/ml| 3. 4.3 8.6 3.7 1,096
7 ml 14. 28.4 | 68.5 [408.4 |2.27mg| 600
mg 0. 0.12| 0.59| 1.51 658
pg/ml| 4. 5.0 14.3 0.4 1,564
8 ml | 42, 97.4 |123.8 [520.3 |2.66mg| 630
mg 0. 0.49| 1.77| o0.21 985
pg/ml [<0.2 3.6 8.3 1.3 274
ml 18.3 | 64.2 | 58.4 |320.1 |1.14mg| 2,100
mg 0 0.23 | 0.49] 0.42 575
©g/mh|<0.2 |25.6 9.7 0.7 938
10| ml 7.8 |34.5 | 48.4 |181.4 [1.48mg| 850
mg 0 0.88 | 0.47| 0.13 797

Fig.3 Bile concentration of Azthreonam
after 1g administration (i.v.)
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Bacteroides ruminicola, Bacteroides ovatus R
Lt A%l 1g % 1 B 2[E one shot FAIZTI1HMEIE
BLlktzh 4BBX DIBOBEEAFIEL, 9BREK
IPAEE Lico [EARTO B MEREIL 16,500 TH » 7225,
7HETH 8,500 LA L, MBEFHIC LR LE
#HELHE LT

5. Bl

Bepk % & O REZERGH TR O FRI R ST A F % (8
BLE 2k awst 13 e, FFIBRSATER O RIFML,
fE GOT, GPT, Al-P, LDH, BUN, Creatinine %
BE L, AHBEIC LD EELORDREEIED
Lhichote (Fig 4,5,6), ¥ic, BEBEETZ M
B %Rk Ed BEH, TH, EBREOBMERR
LABORIEA T,

II1. # =

KEA7A THTHE IR F LVOERR B-5 7 %

LEAEWBETHS Azthreonam (X, in vitro RET ¥

Fig.4 Hematological changes after
Azthreonam administration
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Fig.5 Fluctuations of liver functions after
Azthreonam administration

WT 75 LElEE CTh D P aeruginosa, E.coli,
P.yulgaris, E.cloacae, K.pneumoniae,
cens To KR L TRWHBE AR T2,
S. faecalis s XD 75 AEHEREE, B. fragilis 1s & D
MSHEEC LU N 53<?, &% B-lactamase
CHLTRRETHHEVCSBEHEEFELTSY, &K~
DEBETIE, 1HTIEHBM E. coli, B.ruminicola,
B. ovatus DREFRFBNC LTAFXFER LI LA,
HEFRC S BIRANC S B LRI S hic, in vitro T
BHENAFCEI R TV 5 BEHEITLTL, in
vivo TIXHEERM S B0, E.coli ZIRETIULHEE
SHEELHERTHOMITHTH S, BEAREAIxT
THHRHEBEOHE LINE b,
AFIOEHBTIEER A ORETIIARRT, BEEKO~
1B OIRHT 7.24£9.9 ug/ml, LIt 1~ 3RfEE
20.0+18.8 ug/ml, 3~ 6RERI% 16.7+15.6 ug/ml,
24 FREORBITRIBRERD 0.3% TH-TH
X 3
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S. marces-

S. aureus,

Fig. 6 Fluctuations of renal functions after
Azthreonam administration
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PHARMACOKINETICS AND CLINICAL EFFICACY OF
AZTHREONAM (SQ 26,776) IN SURGICAL FIELD

Suicetsucu Ka1o, SHiceo ONo, Tovomaru Tanaka, MoroHiko IsHipa,
Munenisa Ueno, SaoicHr Oka and Sencar Hirose

Department of Surgery, Tokyo Dental College

Pharmacokinetics and clinical studies were performed on Azthreonam (SQ 26,776).

Azthreonam was injected intravenously at a dose of 1g to 10 patients, blood samples were taken
at 0.5, 1, 2, 4, 6 hours after administration and bile from T-tube or PTCD tube at 1, 3, 6, 24
hours was collected. The assays were performed by a routine bioassay technique.

The mean serum levels of Azthreonam of 0.5, 1, 2, 4, 6 hours after administration were 85.6,
52.9, 22.5, 11.8, 11.5 pg/ml respectively. The mean bile levels of Azthreonam at 1, 3, 6 hours
were 7.2, 20.0, 16.7 pg/ml respectively.

Azthreonam was administrated intravenously at 1 g twice a day for 11 days to a patient with perianal
abscess, effective responses both clinically and biologically were obtained.



