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Piromidic acid 2§35 858

RCERS
F AR A SR B EE R AR
BRI E - BB T
EHFREMELY & —

Piromidic acid (PA) iz, pyridopyrimidine % #
T BAFERERT, KHAMBRATIETTH U AR
BRI DTH b, Z2DOHFEFKITET 5HERI
Nalidixic acid (NA) B LIL T 325, HEH - KA
BITOETIETORMEBL, T LRHB - BEitHi
R E BRI E Y E Y Bt s h, p-Hydroxypiromidic
acid BPAX b L5, G N.B. icilHiEEm%
AT EWbhb,

bhbihi, Piromidic acid DM T 5 12
», UTORF2T221OTHET %,

I mnE#EA

B, bhbh BRI b REL 7-ME 78 Ho
Piromidic acid x}-3 % R HERIE 21T 70207,

<7t H, heart infusion agar medium %3
ERFERE LD, 37°C, 24 B EH O MIC %
Piromidic acid & Nalidixic acid &2 & %345 &,
1, 2 N1D:khTHh5b,

Streptococcus viridance, Streptococcus hemol yti-
cus ¥ X O Streptococcus faecalis \i%, PAX\T
hd >100 meg/ml EETH % ps, Staphylococcus
aureus, Staphylococcus albusiZi¥ 3.12~>100 mcg/

ml K BAL, Z &z 12.5 meg/ml i\, Fio
Diplococcus pneumoniae i=i3. >100 mcg/ml TH 3%,
Zhuzxt L, Nalidixic acid @ Staphylococcus o33
% MIC % 25~ >100mcg/ml OFEICHFAHL, PA
L0 LI RRZ A RT3, Staphylococcus L)
o> Gram g o MIC (LlHE T [@ETH 5,

—7i, PA®D E. coli &xt-+% MIC i1, 1.56~50
mcg/ml (4345 L, Klebsiella pneumoniae kizb 3.12
~25meg/ml OFFHOEZMTH H, ZhickL Nali-
dixic acid ik, E. coli, Klebsiella & 1z 1~
2 BRI T O 8\ BREWS A B D, Fh, WH
& 4, Pseudomonas aeruginosa V=i%x. >100 mcg/ml,
Proteus mirabilis, Proteus vulgaris iZi% 12.5~25
meg/ml DEFC A L1,

L7cA3> T, Piromidic acid i, E. coli, Klebsiella
7o & D Gram [2HEEE DI3Hs, Staphylococcus D L 5
75 Gram [RHERREEIC HREZHARL, HE A7 o
DIECEEH 525, LiL, G.N.B. o+ 5HEN
(¥ Nalidixic acid X b 205\ 2 & bbb,

I #RABIT
Piromidic acid #& P58 ORIN - PRS2 78

#F1 BAEKSMEED Piromidic acid w33 2 B2 470

B MIC (mcg/ml)
B K o3 M B

BB <0.2 0.39 0.78 1.56 3.12 6.25 12.5 25 50 100 >100
Strept. viridance 1 1
Strept. hemol yticus 2 2
Strept. faecalis 1 1
Staph. albus 2 1 1
Staph. aureus 14 2 2 5 2 2 1
Dipl. pneumoniae 2 2
Alcaligenes faecalis 1 1
Cloaca 10 3 3 2 1 1
Prot. mirabilis 1 1
Prot. vulgaris 1 1
E. coli 25 3 5 4 8 3 2
Kleb. pneumoniae 12 4 1 2 2 2
Pseud. ‘aeruginosa 5 1 4
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#2 BEEKSEKED Nalidixic acid X4 2 @204
ik MIC (mcg/ml)
B PR 4 M B
BEEK | <0.2 0.39 0.78 1.56 3.12 6.25 12.5 25 50 100 >100
Strept. viridance 1 1
Strept. hemol yticus 2 2
Strept. faecalis 1 1
Staph. albus 2 1 1
Staph. aureus 14 4 2 4 4
Dipl. pneumoniae 2 ,
Alcaligenes faecalis 1 1
Cloaca 10 1 4 2 2 1
Prot. mirabilis 1 1
Prot. vulgaris 2
E. coli 25 1 9 3 4
Kleb. pneumoniae 12 1 5 3 2 1
Pseud. aeruginosa 5 1 4

X1 BEES#EKD Piromidic acid - Nalidixic
acid X9 B B2 M

6 1 Staphylococcus aureus, ~albus:16fk
| o—— P A
491 C— NA

<0.2 0.39 0.78 1.56 3.12 6.25 12.5 25 50

é\_ Cloaca: 104k
A e

100 <100 mcg/ml

§0:2 0‘V39 0.78 1.56 3.12 6.25 12.5 25 50 100 <100 mcg/ml

L. coli: 254

<0.2 0.39 0.78 1.56 3.12 6.25 12.5 25 50 100 <100 mcg/ml

61 Klebsiella pneumoniae:124f

<0.2 0.39 0.78 1.56 3.12 6.25 12.5 25 50 100 <100 mcg/ml

cup HIZ X Y BEI LI, T7cbb, E. coli Kp Bii s
#®EE L, pH 6.0 ® Mueller-Hinton ¥ % W,
BEREEEERA 2 ik XOS B mA 3BIicA R 1.0g
(4 n7n) OEEENRETVARRELZRIEL
1o

D meE

AF| 1.0g (427 en) EOfLic b,
PPIEEL IRSRAME : 1.2, 2.5meg/ml TH H, 2 FfH
ff : 3.3, 7.5mcg/ml T peak level # /R1L, 4 B
fii: 2.8, 6.2mcg/ml ) peak I3\~ % MiFE L7,
FLTC, 6% L0 8BfEIfEIY, 2.0, 3.5mcg/ml X
<2.0, 2.5mcg/ml DIIHEETH S,

—7%, cross over test #477/c27% NA 1.0g (488)
PRI, 1 BERIME : 4.8, 8. 1mcg/ml TPA®D 3f%
A L, peak level 1X[RIEE 2 BefsfiETH 543, 10.6,
27.6mcg/ml DEFXTH 5B, £LT, 4F:REX 10.4,
15.0meg/ml TH b, 6REERIEE PA IS LS 3.3,
4.0mcg/ml ¢ 7ch, 8W§fENE : trace, < 2.0 mcg/ml
THotc, Lip>T, Piromidic acid o
peak level 232 B¢, Nalidixic acid 12t~ 1/3~
1/4 HMOESICE EE 50, B X R £ Tak
BLY B Enbnd (KM2),

2) Rt

Piromidic acid 1.0g (4 » 7 tA) FOELEROR
rhibit2, EREtmhRERESICoE, 0~ 6K T
WE Lic, FoRpEii, mEEolE 35.1, 57.2
mg TH5nb, F¥94.6 %D urinary recovery %
AT L Eieh, ZORPHEE,
Tl o NARERSHITHB L, 21.0, 43.4mg TH

PADIf1

cross over test %
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B 2 Piromidic acid ¥ X ¢¢ Nalidixic acid

O AR E

ARBRRFG B G L, £OHEERRS LORER AR

L.
1 HBESDERE
WARBRBS 2 HIcH L, A% 0.5 (2 7 +&A)
TO1RAEERFE LT, FORBEDEVERLT,

mcgg(';] 1.0g#04% 5, cross over exp.
I ——PA
AN —-+--NA BRI 4, 50LBDTHS, Ticbdb, & Hak
251 '-' . BRI X S ERL, 2460, FXh: 16, FH
foN #1101, KR 4G, Wk 5GI, ek 3HIT
’l‘ “\ Z‘DZ)O
i 1 ! \ #F4 RARBEYC T 5 Piromidic acid %
4 ’ 5 -
/ whpy | SOk B8 EERAR
M5 i \ @xH) g v o+ o+ — ?
n ! \
i \ & W @t -
J& ", \\\ ﬁmﬁﬁ%% 2.0%x4~8 24 111 4 5 3
w{ | ST ~ N 18 B B BE % | 2.0x7~21 7 21 3 1
P/ NN PR ER S | 2.0x25 1 1
/ it 32 | 113 6 8 4
%5 WAREERcKd 5 Piromidic acid i&#
a3 B R YR
B K 5 HE B
B+ + o+ = ?
I Staph. aureus 2 1 1
b, ¥#53.2 %D recovery rich, i ’;o” 2; 1 519 4 2 4
Lip3> T, Piromidic acid ¥ MBI EWITHR O:}Zee:s-group 2
; e r
£b, ZoRpY Nalidixic acid i AL AR Mixed Infection 4 2 1 1
E 32 | 113 6 8 4

CIh&RDBELDEEZLBND,

3) RENBLT
BRI e DATHHC Piromidic acid 1.0g (4 # 7+
A) wRERES L, 1°50'~3°40" T B sl Lic 3w
OFEHMAPREY, 3fk2EBRLI, 20X\, [
FRCERIM U oA iy, FAX D SEFR G M ERE
Bxteh, LaL, BEHmciE, 2 G050 kel

EwEed, ftho 14k 2.7meg/ml THole,
% 3 Piromidic acid ®aR BT

i | O mAmE
wom | 7B BESR) BE5# ) (meg/mD
Case 1| # & 1.0 1°50/ 6.4 trace

2| B om® 1.0 2°15 3.6 trace
3| B B 1.0 3°40 7.3 2.7
I B ER ALK
R

Piromidic acid DRI - BEHBE 2B AT,
Rt T HBHKICHOTHESE N ETELONRDDT, i

EG5 SRR, 617, Kig
FER SR O ARIE#ESR Hifids X OV ifibR % E3F & U T 3Bk,
BHRL, FE- BIcREE<, PAP: Class I, &
12, ®H : BT, EcERORMLE, SHOH
MRS IO RE 2B 5, REGEFEL Y, PARERE:
12.5mcg/ml OXBHE/s2C EBHBAKBELI,
ZCC, ERHMmME mMRERBLUIZE D LHEL, PA
2.0gx 4 HRBE LIcE ¢ 5, IRB X BRFE - H

RéMWELI,
W2 DB L TREE L 2B e dd 2 PAFROD

BWHTD 3,
fEGI21  FEEvEBATEREDE S, 250, SHEHR
3BEATICBEIRTE - IR ZEHR & U THPBE, Colistin
methasulfon sdure 4007 u. HWHR 8 HMiIc X b o1z
AFELTOIZY, Z0H%ERNEORERSS D, Z0D
TEREBMEL TV, UL L, BERBEAORE - BER
PHRATEHRZBUTENLOTRE2HBERLIZEC S, X
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ORE, KW (PARRZYE : 25 meg/ml) & & %
&7 FYRE (PABSHE :12.5mcg/ml) 28D, &
Hizzhzh 25x104 16x10* Thoiz, 2CZTPA
1H 2.0g > 7HHAARIRIZLCS, B~ EP
ROBEBICHERBREZRBD 12, Hic 7 HE#MERS
Liz,

Piromidic acid OHEARZ v A»DE AT T 5 LI
BABRTHUERZCEBTERINBBEVALS,
BRI, 76l 18 2.0g 32 7~21
ARBELIcE A, BR: 261, O°FR : 141, &
% 36, REE: 1HITH D, BHECKH L TULSHE
LRY, AR TLZOBHRILETHEAXRD D,
LA LEFIOZBIRC LTI+ REA I T 254
2H b,

fEGI2 1§HAEEERES, 34, Kiw

147 ARk VEERB 2 RE L, TC-CP - ABPC 15 &
HEOHEYBERE 2RI T, 0%, 4 HEHR
RS- BERZ2L, BR - - KBEEMER (PA
W24 . 25meg/ml) 2®H i, PA2.0g o5 HM
HIRIZ X D &FTRIIFEL Y, BEVRENZ LD
XxOSYEFWE RO T, PABKIAHEZEI VAR
R - BOEEUICOT, ®52HIELI,
EBHEBRBAO IHCLTIE, 1A 2.0g 30250
Mg G- Lic, RepARIBE (P AR : 256 meg/ml) D
ks, BEROBAAY I Lich, BE5IE10R#ICHE
BE ARSI,

R o ARKBIEYUC 534 % Piromidic acid %)
B, BKSBEERC RS &, Staphylococcus aureus
2 26y, BRh - RRBRE 1HITHY, E. coli:
210k, FRh: 160, BRh: 9, HR : 44,
W 30, R 4BITHHND, ThOLHECES
REBRCITIE LR ) ORBIRA 2 o LD
b, ¥, BAERY: 46105, BHEh: 264, %
B 14, B 16ITHY, PADHEARZ + o
NHRTHEERNSICD 55 LD TH%, Proteus-group
R UIER T 364 1 fIasERh, 2 BRI TH
B, .

huET AT, E. coli g uxFE L5 HERYEE
oL REHED FRIREY 32 filicxf L, Piromidic acid
10 2.0g FouEnbL, #5h: 16, B%): 13641,
RRHR) 66, MLy 8%, TFE: 4 HloREE X
too ALY, BENABHLEOLEFETS
L, TOBERE:11.4% LD,

2) EifEA

Piromidic acid Z#¢45 U7 32 b, #GpsbfifEB S
DEHEXYPLERL XD 25 fITHbH, 2D

B, ~5H~ (FibbPAGF~10g~) T 256+ 2
Blic B MR LRSI+ £, ~108~(~20g~)
7 Bih T ARARIRE L OV B i 2 Fids oo
2o LT, ~156H~ (~30g~) TIXE ABTRRED
16as i b, #5 Ao #incoh BBiERD HE
LRt WA RS, L, 2fla @ U -
BB - BB, ThUMOBEERITRER L oo

# 6 Piromidic acid ¥ 5EORMERS

#EME ~5B~ | ~10B~ | ~15H~
B HE #S% | 4HE 85K dE
BRER @ e e @ BB
=R NG 2 2 2
MEL RS 0 1 2
& B 0 1 1
B g & S P Y e
i | gy % 0 0 0
R F # 0 0 0
GEBE) | 25 ‘ 2| 71 2] 4l 2
712} 7 0
H w25 0o 7] 0| 4] 0
3 B’ 0
% | 2 o} 7] o] 4] o

%7 Piromidic acid 5D &EKITE L I¥TRE

) EROWE  WEW — W5
s ER—> | EH— |[BE— [ RE>
_ERRE e TR Eml mm
Haematcrit {# 9 ’ 1 1 4
i ~ESrtE v 10 1 4
A& It BB 10 1 4
W MR &R M 11 2 2
H Mm T | 10 2% 3*
1 i Fe| 11 4
i S-GOT 14 1
g S-GPT 14 1
1 Al-P 13 1 1
¥ m # & Chol. | 11 4
R £ 2 #| 13 2
E =] R 5 6* 4*
R b R 14 1
Roeey =¥y 12 1
R th & i 10* 5%
J — A AT A b 15
B X R B & 13 2%

+ BREOREL AL
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ot (6),

¥7:, Piromidic acid 5.0 4451C S Xid TS
MBI, BERECKT ABERKREL RSO EE
Hlico Codicil, REYEDHBICH S BIKBENR
DB AR LE TN 5H, Haematcrit {E % 7ol ARmmEkE
OBREEILELLILLLG, Roverey /-7y v iHE
D 1GIRBOLUINL, RSN EEREE L LB
hHHEBERDIHDIC (FT ),

NV b0 I(C

HHE TR SN, pyridopyrimidine FEH TS
B LA MEEEEER : Piromidic acid OB 21778 5
fodb, TOHIEIEM - BABAT - BRBS Bk L,

PR 5y U 7oA : 78 Bk> Piromidic acid &ZH#:457
#itHnbE, E. coli, Klebsiella pneumoniae 7t & D
3%, Staphylococcus Wb REZWH AT, Lo,
G.N.B. s 2@ Nalidixic acid X b & T3
Vo

BO#SEomabEEEY, peak level 23 2 BRRIET
HY, SRRIAIEMAIC FBD 5> B4, ZDREIL Nali-
dixic acid @ 1/3~1/4 H4DEXTH %, L»L, £
DRI 0~ 6 BEHET 4.6 % T, NAIZIEL

g AR 32 flic. Piromidic acid 1 H 2.0g £
n#L L, E. coli 7t XxEL 5 LAY mild /¢ in-
fection TIX 71.4 ZBOWEELX x o, Ei, RBHIT

1%, 108 Ll EESascBE O BIBRER A D Bl o e
BETHH, RENBCHT IEREETLHCEET
NEREFRCHEB L 07,
L7cp32> T, Piromidic acid 1%, mild 7cfif AR
FUERIRIGAL 5 28 LMEERERIE Ex bh b,
AR/XOERI, BAM5H11A, MBTHICI T 58818
o] B AR FREFRVE HRPRKXITHRELI,
g E X B
1) M. SuiMIzU, et al.: Piromidic acid, a new
antibacterial agent, I. Antibacterial proper-
ties, II. absorption, distribution, excretion
and metabolism: Antimicr, Agent & Che-
moth, -1970 : 117~128, 1971
2) EHHEBES, 12 : Piromidic acid; #518 [ HA
EREEERE Y VRS Y AKE, B4 E
3) Sterling-Winthrop Research Institute: A sum-
" mary of experimental data in animals and
human volunteer subjects on Win 18, 320,
Sterling-Winthrop Research Institute Rensse-
laer, New York, 1962
4) HAER: KBEO WS & Nalidixic acid
OB KZE %, J. Antibiotics Ser. B, XXI-1,
Feb. 1968

FUNDAMENTAL AND CLINICAL STUDIES ON
- PIROMIDIC ACID

KANJI SEIGA
Kobe Health Insurance Central Hospital
~ KUNIHIKO YAMAJI and YOKO SUGIYAMA
Kinki Mother’s and Children’s Infections Disease Center

The fundamental and clinical studies were performed on piromidic acid, a new synthetic chemothera-

peutics, with the following results obtained.

1) Gram-negative bacteria and Staphylococci were sensitive to piromidic acid, but the sensitivity of

gram-negative bacteria to piromidic acid was less than that to nalidixic acid.

2) After oral administration of piromidic acid, plasma levels usually attained to a peak at 2 hours

and were detectable even at 8 hours. The peak levels were 1/3~1/4 those of nalidixic acid. Recovery

of piromidic acid from urine was 4.6% for 6 hours, which was nearly equal to that of nalidixic acid.

3) Piromidic acid was orally administered to 32 female patients with mild urinary tract infections,
At a dose of 2 g/day (divided into 4 doses), piromidic acid was effective in 20 patients (71.4%) without

no special side effect except for a few cases of mild gastro-intestinal disturbance,



