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1. E. coli i3 2B

REERD E. coli 50 ¥izxid% PPA OHE %
PA, Aminobenzylpenicillin (ABPC), Cephalori-
dine (CER), Chloramphenicol (CP) &L 7-&
5, Fig. 1 @izt sksh, PPA o MIC ik 1.56 pg/
ml O¥HIEL4 <L, PA, ABPC, CP X h$+<h,
CER X1 3003 SChicBiExRRLT,

2. Klebsiella w335 RS

REHED Klebsiella 50 #kixi3% PPA OHEH
% PA, ABPC, CER, CP tH#Lc&s =5, Fig 2
iR ekh, PPA X 25 ug/ml LI ED MIC %7RL
Teb DL 1#R LR, LD 4 DDHBERICHL, KbT
SHICHE IR R LI,

3. Pseudomonas aeruginosa \Zx}3 % RZHE

SRR SR D Pseudomonas 50 Bz 335 PPA OHE
#$3% PA, Carbenicillin (CBPC), Gentamicin (GM)
LWL A, Fig 3 kit ekh, GM X bidsg
WHEDERLA LRV 2, KBS0k L PPAL
12.5 ug/ml ® MIC %7&%L, PA, CBPC kb 33<¢
RICHBENE R LI ok, ThbDORZFHREEAL
LSRR SRR X » TfTle - 1,

PPA WREEORINE KUHEM

PPA © 500 mg s X 0% 1,000 mg *EERASTF 3
PR 5L, TOMPRES X ORPEIREY
WE LT,

T DR, Fig 4 CaB L, 500mg HH5oM
FiEED peak (X 1MRIE T 3.5~4.5ug/ml THH,
3BIDEHfER 3.9 pg/ml ZIRL, 4BEEETIE 1.5
~1.8 pg/ml, G6EEIETIZO0 THHoTce Fiz, 1,000
mg #L5RD MApEEED peak (1 ~ 2 Bl CFEE
D peak (L 2F5HIHK T 4.3 pg/ml ZRL, 6REHIET
IR TE ot Fie, RPEIREE, 500 mg #
LT 6 R TIC IS 54.7%TH Y, 1,000 mg 5
T, 6HfEIE CILFH46.7% ThH -1,

7ok, ARPBENESEIKEGHE Ke hx REEs

Fig. 1 Sensitivity distributions of clinical isolates (a)
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Fig. 2 Sensitivity distributions of clinical isolates (b)
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Fig. 3 Sensitivity distributions of clinical isolates (c)
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Fig. 4 Serum levels and urinary excretion of PPA in human (p.o. single dose)
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Total
No.| Name | Sex |Age|Dose (mg)| 1/2hr.] 1hr. | 2hr. | 4hr. | 6br. 0~2hr. [ 2~4hr.| 4~6hr.| 78 & %
mg 106.7 114.0 73.4 294.1| 58.8
500 .
. . u |as 2.1 4.5 2.4 1.6 0.0 ug/ml 1,160 950 510 2,620
o o | 0.0 mg 240.2| 151.2| 80.0| 471.4| 47.1
1,000 1.8 3.2 4.1 1. . ng/ml 1,520 900 500 2,920
0 mg 117.0 85.0 58.9 | 260.9| 52.2
ks ar o 500 | 1.7 | 3.5 | 2.0 | 1.5 | o. wehl |1 020 | sso | 40 |2.480
: 1.000 38 . -, mg 207.2 141.0 103.5 451.7| 45.2
' 8 57| 431 320 gl |9 800 1,500 [1,150 5,450
1.6 3.8 2.5 1.8 0.0 mg 125.4 75.5 64.8 265.7| 53.1
. 500 | 1. : : : : wghl 1650 | 770 | 400 |2,820
YT | M2 - ol as | 211 00 mg | 265.0] 136.8| 79.0| 480.8| 48.0
' 801 3 : : : ughal |2 500 |1,200 | 500 |4,200
Table 1 Clinical results of pipemidic acid
Du- . . .
Sex Daily| ration | Total Clinical specimen i R Sid
No.| Name & Diagnosis dose of dose bef h ] es- E{e
admin. organism before therapy | ponse |effect
Age €)) (days) (& after theiifpy 1
|
1 | H.S. | F 46 | Acute cystitis 2.0 10 | 20 | Urine Culture (=) | riia [ oone
Culture (—) | |
2 | M. F. | M 41 | Acute pyelonephritis 2.0 7 14 | Urine Culture (-) | good |none
Culture (-) i
E. coli 10%, Kleb, 10°
3 | N.K. | F 32| Acute cystitis 2.0 8 16 | Urine Enterococci 10°/ml good | none
_ - | &) |
4 | C.N. | F 53 | Acute pyelonephritis 2.0 14 28 | Urine E—Lﬂ—z—(ﬁ)— l good |none
E. coli (—) !
Chronic cystitis, . Klebsiella 108/ml | excel-
5 S.Y. M77 Prostatic hypertrophy 3.0 7 21 | Urine Klebsiella (=) | lent none
6 | H.M. | M 74 | Acute cholecystitis 30| 21 | 63 | B-Bile g%gfz‘g% failed | none
. 3.0 16 _n:1 Culture (-)
7 | T.K. | M 50 | Acute cholecystitis 2.0 7 62 | B-Bile Culture (=) good |none
s Klebsiella (+
8 | T.M. | F 75| fioute choleeystitis, | 15| o |15 | ppiie Barersbacter (4| failed |none
patoma §
Citrobacter (+)

Preparation: Tablet (500 mg/tablet)
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#EH4 BEBEER, K, 537, o -0
m#, BEETRE, REET E. coi (1), RLE % ® & S oo
WBC (+), HMifk 10,800, ¥%5HH» 5 PPA 1 H m —: ~ N~ oo
2.0g 56, 57 HEC 5D b HKERMNE, 10 ] S
B#» 5¥# &b, BMmR, Wit WBC 4/F TE B o o w
®ens, 14 BMBES ORI, PR Eog Bl cTs
OIS WEBNRE B, 777, g e 23 3 %5 o
Bz, WITRIEACABERIER, THAMERA, s R
EIMER 12,000, REET Klebsiella 105/ml, Rt - gg e
WBC (#) Tod-7dT, PPA 1H 3.0g &5HH, g S| =S {uSX
BATH, 7 BMRSTARERTE, HMRsERE 5« |n o ™ o
uh, ReME(-), Rit# WBC1~2/F 5, # OS2 — —
1= o © © DN
MEERBBUIET H - 1205, PPA HEHERUL, e - fo-T
P (=] N
EHI6 AEEOSK, B, T4, 5 o e g o
ABPC, cephalosporin R4 T 16 HFEEL, TS |—

. . . _t_‘ [—=Jle)
BED B RIMERIE ML T35, B-IITHO Kleb- 2lleldcag Saq
siella (W) Th-17z0T, PPA »1H 3.0g, 21 HH
BEULHSEOBRBEARS bhEd -1, " 8GR o mee

BT BEED 5%, B, 507, & MYlalo Moo ~a-
EEHBH e ERE UTAR. AEWBKT7 7 v A 2 | 5 S | v m oo
B X OEMEY, KETHT, EMmIR 13,000, B NP
5 1 m O Al O D m © M O ©
BRI TIIH o705, PPA 1H 3.0g HEREABL 2 ; a
lLEe s, 10 B#» 5 EHAERMBEERNEEK, EmR 2 w gl ® B G
] |——
bIERMUT, E1, Al-P 3 ABER 18.7TH o128 :ﬂ o ﬁt/‘ P R I
WRYE, BT RITRER & -1, KEIRMETH 4 25
. " & 28] BFI IFX
MBI TH - 12, BERNCEBEYTH -1, 5 OEQ
EHIS BENOS%K K, 75T, o EEEEREEEE
P86, IR RE T A BE L 22> 3 % T PPA 1. 5g, 2 S « @mee mB8e
9 AMORSE Tix B MAMFTR, REFRLE § KRET & S ——
bt | LR EREEEE:
e, BWEMELT, BEREOCHETN X o | . 88% 888]
{, HBRAMRCH\ TS Table 2L B EKD, BHE Q- o we-©w
- | S
BB bR, S . 8sgsgsss
t ¥ U - T N R
1. PPA o GNB kx35HEH 4~;_ _‘; § % g § % g;v
E. coli iZ#tLTix MIC 1.56 ug/ml O b5 8 2
<, Klebsiella e LTt MIC 1.56~3.13 ug/ml ® “lle 8838 8388
BOKIFTH Y, Pseudomonas it LTt 12.5 pug e w o &~ » o~
/ml @ MIC %Rt Op@¥$c B H5h, GNB I A~ |dEdd N5«
LT PARI LT CRICHENHR LI, 23, ~ow~ ®woa
2. PPA OWi3s X O P ldgdd o4
PPA @ 500 mg 35 X0* 1,000 mg % EHERAHT 3 ‘ g < o,
GUCHS LRI OMARIER 1~ 2 iERIEAT peak T, Sa b oomoTE
500 mg TI3 4 3.9 pg/ml, 1,000mg T3 F4 4.3 g o B 23 F
/ml%7RL, 6FME TR T ih o to, RepEIR c - w1 © I~ o
L 6 Bl F TIC 500 mg TIXEH 54.7%, 1,000 mg

a: after

b : before



2824 CHEMOTHERAPY SEPT. 1975

TIX P 46.7% ®RL1, e, BEMRCEWTHHEHCREBEY ELicd
3. FRREUE 15§79/ 128 N
RESRRYLE 5 B, BLERYYE 3 P AFEZEEL, R T [

BRERIFETIER 161, A%)3 6, EXh16, IRERSR 1) SHMIZU, M., et al.: Pipemidic acid : Absor-

FETIXER 1P, &R 2 PIDERY 220 ption, distribution, and excretion. Antimiecr.
BIEA L LT, BRERCHCTERETNE L0 Agents & Chemoth. 7(4) : 441~446, 1975

CLINICAL AND EXPERIMENTAL STUDIES OF PIPEMIDIC ACID

KEIICHI NAKAGAWA, NORIO KIHARA, JUNZABURO KABE,
TATSUO SUZUKI and MASARU KOovaMa
Department of Internal Medicine, Tokyo Kyosai Hospital
MITSUHIRO YOKOZAWA
Section of Clinical Bacteriology, Tokyo Kyosai Hospital

Pipemidic acid is a new chemotherapeutic drug, developed in Japan. The minimal inhibitory con-
centration of pipemidic acid for 47 of the 50 strains of E. coli clinically isolated ranged 0.78~1.56
pg/ml.

The minimal inhibitory concentration of this drug for 42 of the 50 strains of Klebsiella clinically
isolated ranged 1.56~3.13 ug/ml.

The minimal inhibitory concentration for 34 of the 50 strains of Pseudomonas aeruginosa was 12.5
pg/ml.

The serum concentrations and the urinary excretions of pipemidic acid after oral administration
were examined in 3 healthy volunteers in the fasting state. The peak of serum concentrations given
500 mg of pipemidic acid was 3.5 to 4.5 pg/ml at 1 hour after the administration, and the serum
concentrations at 6 hours after the administration were undetectable.

The peak of serum concentrations given 1,000 mg of pipemidic acid was 4.1 to 5.7 ug/ml at 1 or 2
hours after administration, and the serum concentrations at 6 hours after administration were undet-
ectable.

The average urinary recoveries within 6 hours after the administration of 500 mg and 1,000 mg of
pipemidic acid were 54.7% and 46.7% respectively.

On the therapeutic efficacy of this drug to 8 cases of bacterial infections, clinical responses were
good in 4 of 5 cases of urinary tract infections and in 1 of 3 cases of biliary infections.

There were no side effects of this drug clinically and in clinical laboratory tests.



