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P EMEFEA Piromidic acid (PA) o & EfMEb et 2 BRI R
——Nalidixic acid (NA) L DHEEKRER X 2 R —

HAE= -

AHE=

SR T BRI I PR A
faAEd - 2HRA
IKE BT W R & B
45
BEISF A FE W R AR

T L &®

Piromidic acid (I FPA) &, 19704FiT K H A B43K
HARSHLB AT TH¥E S W IcHARAFEREHTH
%,

FRIOBERZ, EROSRMBEEFRCHREYE
13875 5 A& B H# pyridopyrimidine 2 HL T3,
Ut Lz g 1962 4812 K@ Sterling-Winthrop B2
I B W TBEF X 7z naphthyridine /AT H 5 Nali-
dixic acid (MITNA) & #EXMHELLTVE, Ui
POTPADOHERENEEIRRNALELLTE D, X
EUT7 7 2REEICEDTH 305, 7 FoREieHL
Ty HIBEOHENZRTRYREDOTHE LN,
FRIGEARE T L HHAED S KBRS H, Bdic
fF, & HEBLEesml, RPSIFHTHR»5F
HmE Hit I s, mMARBRER, NARKELU TED
», RABEIIZEAEENA LNV, AFIKBNHT
Rokd s &ix, R it shz BHEHEO L
B-Hydroxypiromidic acid (& F PA-OH # 1zix Sub-
stance A) EWHSRBMEHTH D, Thix in vitro iT
BOTHE, PAXDHBEANEIIOTVEEVIRMTD
%, CDfsic Substance B, Substance N, PA glucu-
ronide {&7g & ORMWE, Bt Sh 2 C E¥@HEI O
DOHBH, T3 UIPRCOVTRRIIAEL MG S

SHOMBREONR L85 5179,

Zolttbhbhiz PAORE 22T, BETOEBN
Wre s, FAOEKORN 2, BHERRENA & HBHR
HefTleol, BRKBRGER, KR Th~NsH
BoBRGCRO L ZEEREI X 21z, BERREI, #
BB 232015 AT, EAOBRMEMA I,

E- 3 SR

1. {eEmaEe it

1b2:4412.5, 8-Dihydro-8-ethyl-5-oxo-2-pyrrolidino-
pyrido (2,3-d] pyrimidine-6-carboxylic acid ¢, —
#45 Piromidic acid TH %, 4FX CuH;gN,Os, ¥

%, KEWLEE, pH 2.4~8.0 0 K¥H% 100°C, 20
FRRmE L TH IR, AFITAEATRBIShE
& LT B-Hydroxy type k725 Z LAvhbnD Tl 52,
B E TR S AT AHERIL, RLICRTERDT
HbHo WMBLELUTNABRLAD, L TWBZ e
L bnd,

M1 # #& X
%COOH i i d
iromidic i
N’& aci
C2H5
/f‘j’COOH f-Hydroxy-
N—K piromidic acid
Csz
0
N/I‘TCOOH Substance N
e
z C.Hs
0
/Eji]:l:ECOOH Nalidixic acid
CH. N I?I '
? C:Hs
2. HEH

BERWRBRPHEECRAE LR BR (77 2B
BHED 43 #kd X OME#ERk E. coli O-111, E. coli NIH]
D 2 BDE 45 HieouwT, PA, PA-OH, NA o/
HERIERE (MIC) # %1 Wirlic, HEFRKIIFE
WRERBIC X 5, EMHERIT Penassay broth (Difco)
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F1 BRSEEHRKNT 3 MIC {f (mcg/ml)

T {6 V) -(2. -

No. Surain % | "pA |pa-OH| NA
1| E. coli 5 12.5 6.25 6. 25
2| E. coli 50 12.5 6.25
3| E. coli 10 12.5 — 3.13
4 | E. coli 14 12.5 12.5 6. 25
5| E. coli 24 12.5 12.5 3.13
6| E. coli 37 | 12.5 3.13 3.13
7 | E. coli 61 12.5 3.13 1.56
8 | E. coli 79 6.25 3.13 3.13
9| E. coli 104 6.25 3.13 3.13

10 | E. coli 105 12.5 12.5 3.13

11 | E. coli 107 12.5 6.25 3.13

12 | E. colt 109 400< 200 200

13 | E. coli 117 6.25 1.56 1.56

14 | E. coli 120 12.5 3.13 3.13

15 | Citrobacter 205 25 6.25 6.25

16 | Citrobacter 208 25 6.25 3.13

17 | Klebsiella 309 100 100 50

18 | Klebsiella 313 400<| 400< 400<

19 | Klebsiella 334 400<| 400 400

20 | Klebsiella 335 400 50 50

21 | Klebsiella 343 400< 400< 400

22 | Klebsiella 344 100 50 25

23 | Klebsiella 346 100 25 12.5

24 | Cloaca 402 25 12.5 3.13

25 | Cloaca 403 12.5 6. 25 3.13

26 | Prot. mir. 519 400< 400< 100

27 | Prot. mir. 529 | 12.5 6.25 3.13

28 | Prot. mir. 531 25 6.25 6.25

29 | Prot. mir. 533 100 12.5 25

30 | Morganella 617 100 25 25

31 | Morganella 618 25 12,5 3.13

32 | Morganella 621 400<| 400 400

33 | Morganella 623 400 100 50

34 | Rettgerella 728 100 25 25

35 | Rettgerella 730 400< 400<| 200

36 | Rettgerella 743 25 6.25 3.13

37 | Rettgerella 744 200 100 50

38 | Providencia 803 100 50 25

39 | Pseudomonas 1001 400<| 400<| 400<

40 | Pseudomonas 1007 200 200 200

41 | Pseudomonas 1015 400 200 200

42 | Pseudomonas 1019 400 200 100

43 | Pseudomonas AOKI 200 50 50

44 | E. coli 0-111 12.5 6.25 6.25

45 | E. coli NIHJ 12.5 6.25 3.13

*-(1) PA : Piromidic acid

*-@ PA-OH : p-Hydroxypiromidic acid

*-@® NA ; Nalidixic acid

IZ pre-culture U7-BAa A RAKIC T 100 fE758R L7114,
1AEHE WI10HE) & A7z, 55, Py 7+
— P (B T, ¥%EiL 37°C overnight growth
LBz frieotz,

KICTRD LI, 77 sBEREFCT5 MIC
fHi%, PADMS TR L L, TOREMT©H % PA-OH
X, NALPADHHEZRT Z &35\, WEFIOH
WhEaasE, KEER (E. coli, Citrobacter) DX
G&, 4v F-rEREREO¥ R, BT MIC
X {E\ 2%, Klebsiella, Rettgerella, Morganella,
Pseudomonas 7 EOWEFEC LT, BIEBFCHLE
BUREMHELRL, HENGELERDORVER
THolk,

3. RN & B

HBEATIeOTHisn2s, ERhe X, RACPA
w 1g AREELICBE, ismPEED Y — 711 25K
Hicabh, NAD 1KECL LOSCECEARD S,
v — 7B OBEIINADK 1/2~1/4 THDH, —FRH
Befitiy, PIIRES 8 BERIT, PA L LT6~ 8 %A EIRX
h, RPBENNENALRBETH 5, SIEHD
P ARADY (B R A Rt

STAFUTLER LIz X 512, HRICITS 2303
Ih (#980~90% L\ bis), PA-OH & LTHiitX
hb, Zoffic PA, Substance B, Substance N, PA
glucuronide ff7c KBkt s, 40k 25 PA, PA
-OH (Substance A), Substance B I3#igiha o0t
Substance N, PA glucuronide {AiZHE DA ENLE &
PHBALTW5, PA-OH {ZPA XY in vitro v\
THHEDDRELZ Y, Lo TRPOEEHEDIZEA
Eix PA-OH r#E 2 TIWP,

[ - -0

1. EBS L RBRHY

A, HREE

197047 B X W [AE 12 B ¥ T, SFETRBBLWER
R KRB R BB A B e, MRS X 5 Stk
BAAHMEBERE S (MM & X APHER b E W5
LW LICERIBT, Bit54BITH B,

B. ¥EHlL ok

BEFFMIPAZLEINADWThLTH D, HFiL
BEECTROEFIML STV, BERCKWT
LATH D, 1 H 73, MRE LEE, AR, F
RDHDT, WThDEFR 250mg FEh T\ 5,
NREELEJDBOMI, TDHF AL, 4 BHD
AT Ny — P ELTEEDBRPFCHAZIR, S5
LLTCZORFEEZ 2D, D) SR EAR DX A
Wit
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C. B5Hh L&

BECY, EEACER LIS OFEOPATL
BENAWThIrOER Y 52, BREBISEECEbRK
v— T, BEEBEERTYTHELI,

¥E5EY, 18 2.25g T1H3 » 74 (750 mg)
1A 30, FRAKITTIATS X R, W
Frcizhs 18 (4 B5) %, 4BERCIZERD O 11H
(4 B 521, IR @RBRTL, HHh LDHHE
BREROM N L A2 Lo THR L T bLEHIE S
21,

D. #&5HiM

FRIE LT, 8BREELLE,

E. BfAZEHR

WTROEFIICE T, PHAEFZS X TWinl,

F. BEROBRE

BRMEEERE LT, & U TRR BRI
WCHIB R fTieot. RATR T, WEEORFPAMmIK
¥, G X AMIEEE, BRI X ARPIEE SR
BEORFEE Lizh, 05 bRAMEROEENIL,
HBCBBOEREYE o, —HOEFICIVTL, BE
OO U ER A RIEL, PA, PA-OH, NA =xf+
% MIC fEZJIE Lic, MKKRAL LT, TEXHRHIOD
FEGICDONT, B2 & BEMK TR TR\ T, BUN,
sv7F=v, GOT, GPT »HIE LI,

G. BRHE

F 2R LICHERECH ST, 8 ARICEKRSEY
HE LT BEFERE LT, 4 ABROBRCOWTH,
BEEfTeok. ¥, bhubho JRHELEED i
Z, —fl& L TAEBRKOFF AR X R RHEIAES
HOSWIHER, 4 BRE 8 BB ERFRTR, b
N OHIEIHIET X BHEE & B L,

H. EfFA L B3R

BEMBIFERCOWTL, $XTHZIR X2k, R
COWTIE, 8 BEAFR) & RBDLRIESIC, k2
BERIBCTE BIETKREER LD, BROBRECI D F
v 2 & fTieot,

1. ¥—z2DE

RIEFIZ &2, 8 ARMDOEEIKRT L, MEXRDOGEA
RT Lcbor, FRET & LTI ok, Wk
DFEIET T 5 F TIEECTh O ORERLXREL
tro AEERTEIL TIX, controller Tl 5 FHERIERIAY:
I PRPZESEEHOEI D 4133 X0 key code DR
BhITE\, REBROKTH key code HBIREL 7,

B K B &
A. 8l
BRI AE5401T, PABEHI320], NARLH]

2 FICTHol. FTORBOLEBIIES, 4T EERD
THhb,
PAHERESS, 8 BT T2 Lich ot filik 50
T, 5b1PIIMEBEED»IT, 4 ARG 2 h
IELEFITH D, 525 A PIIBRREL DA T, $TH
SER LI ZZ Lol b o LBbhb, NA
DEFITIE, 1HTHos, chbbbdoBEHc L2
LDTHH 5,

BEOWED, Fih, RFRXvEBrETcoBEL, E5

#£2  BRREREEAE (B R )

B 1. MEENEG 3~4 HURITERESMY
g A (103/ml M) U, B AMER
BRI R & 250, B A RS i
BoFERBR2AI1CH DI, JloMBcANS,
2. RAEMmER; 3~4 HURKRAMBROHEER
THREEEBSEAI LD (1 EERBEHE
25~305/ml, O% hELLEFRRT1HE
SallTEn2D), ik b HWEHAH
BEmessw b 0, 8HER I ARKCU
T, HRFL1~22PTO LD,

3. HERER; BEZBY TV, 3~4HU
RIiciER S LS REEKT 20,
1, 2. 30T E Xid, B ZBIOR
BHbEEL NRLLBRMNT S,

G : BRABEEIOKRV 2R HELETIR, EH
DBEDTY, —REYD X > A B ER,
HEBEAINIORPL 2BV, HAR,
B, AMRROEBL HAT, FRHEOED
NBEM R, PRAAMETIER, TOX
SkBl%, PUTIBRALII> ETH2HD1
DTh 5o

P0BEY  RAMERKIZTA0bIMET S S, Al
KM ENS D, MHEE bic, HREHHH
CEEME AW E2EEET S,

R REPMIBEOMEEZAZV LD, T OBEHEMIRE
BRBEFRRIREEE S, WEH, WORLABK
BRAH Uk, A—EEOEEEEMLIZEO
bEIND,

RE : MEBHRDE L, BREEBEDNS 0D,
R SBRRE, B 10°/ml YU TFo Db, abor-
tive infection ¥ 7213 HREERAREO b D L&
A, RHEBRANIREEELS,

B/ gEPIL%, A—EBEOBRR2AI2L 0D, B
R, 2B REREE TS,
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#3 PARSEFBRRSE (1)

s %3 o) © 5 1EH
w o, | BT e [T MIC (meg/ml) | dK etk
* woxE | PR pammeron @0 pa PA Na ol
= M| R | 6 B | R |
1| & |26 | 7 | w | 4 | STPRAOCOCCHS yos/ml pik| 4 | + |N.D. N.D.EN.D. - | -
2 | % | 33| 3 | # | 4 |Ecoi 10/ml pit: | 4 | # N.D.N.D.N.D.| — | -
s | % | a| 2 | w | + |Camuesative jompp |4 N.D.N.D.N.D.| + | +
4 | & |28 | 4 | w | w4 |Cmmovegative youmipp |y | N D.?N. D.N.D.| + | +
5 | % |20 | 14| w | + |Gmmomesative ooy || N.D.N.D.N.D.| £ | &
6 x 38 14 + + | Enterococcus 10°/ml DI k| + | H >100§ >100§ >100 — -
7 | x| a6 | 10 | - | w | Stephylococeus oy | 2|~ IND.N.D.N.D. ~ | -
8 | & | 21 |wm| — | w | STOPRAOCOCHS 1o /mipik | w || 25 0 25 | 50 | - | -
o & | 24| 6 | 4 | & |CAmoesative youmippl | 4 IN.D.N.D.N.D.| £ | £
10 | & | 40| 3 | # | w |SEPlocOcHS 10mipik || # N.D.N.D.N.D.| - | -
11 | % [ 26 | 3 | # | + |E coli 10°/ml BiE | # |+ | 25 {6.25{3.13| + | +
2 | & |49 | 2 | W | # |E coi 10/ml Bk | + >100 6.25 | 6.25 | — | -
13 | & | 27 | 2 + | + | E. coli 105/ml k| + | + N.D.%N.D.EN D,| - | -
| % | 25| 7 | # | + |E coli 105/ml g1k | # | # [N.D.IN.D.IN.D.| + | —
15 x 39 1 + + | E. coli 105/ml BLE | # | + | 6.25 3.13 3.13| - -
6 | & | 41| 3 | # |+ |Ecoi 10/ml gk | + | # N.D.IN.D.N.D.| — | -
17 | & | 46 | 5 H# | +H | E. coli 105/ml gL E | + | + N, D.EN. D.gN. D.| — | +
8 | & | 56| 1|+ |+ |E coli 2x10%ml | + | + [N.D.N.D.N.D,| — | —
19 | & | 59| 1 | # | # |E coli 109/ml pik: | | # 12,5 3,13 8.13| - | -
20 | % || 2 |+ |+ |Ecoi 10/ml Bk | + | + N.D.N.D.N.D.| - | -
21 | % | 60 | 5 | + | + |E coli 10/mlgik | # | + | 6.25 313 156| + | —
22 | x | 72| 4 | % | + |E coli 10/ml Bk | |+ | 6.25 3131313 & | %
23 | % | 25| 7 | + | + |E coli 10y/ml gk |+ | + | 6,25 3.13 156 — | -
24 = 28 4 + + | E. coli 6x103/ml | £ | + | 6.25 3.13 1.56 | — -
%5 | % | 28| 3 | + | + |E coli 10ml gk |+ | + N.D.N.D.N.D.| + | +
%6 | & |29 | 2 | + | # |E coi 10/ml B |+ | + | 6.25 6.25 156 — | &
27 | & | 34 | 4 + + | E. coli 105/ml BLE | # | + | 6.25 3.13:1.56 | — | =%
28 | & |2t |5 | + | + |E coi 105/ml gk | # | # [N.D.IN.D.IN.D,| — | —
20 | % |50 | 2 | + | + |E coli 109/ml Btk |+ | + | 6.25 156 0.78| - | -
30 | % | 55 | 38 | + | + |E cii 105/ml ik | + | # |N.D.N.D.IN.D.| — | —
31 | x| 5| 2 | + | + |E col 10/ml ok | + | # [N.D.N.D.N.D.| — | %
2 | &% | 18| 7 |+ | £ |E coli 105/ml 81k | + | + N.D.N.D.IN.D.| — | —
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#£3 PARBEGIBKRE (2)

7 4 H H ' 8 H

#l R R -B®&- UM B R IR KRR -EE -

& RPMES XK Ilf.au Milm e om R % RMES L% I%ll f
=) B®O| M R | ®R|H
1| Staphylococets saoyml| - | - | ox v |- - ok - |-
2 = - - 2 U - - B % - -
3 Grrzi)xgs negative 105/ml p1 k| + W L + |+ Gl;:ggs negative 2x104/ml | + | #
4 Grrzz)r(rlls negative 109/ml | + b BCEBRHE | — | £ Gx;a:)rgs negative 2x10%/ml | + | +
5 N.D. - - U — | - | Gram negative 1ou/ml pik | 44 | 4+
6 N.D. - - U — | — | Enterococcus 150/ml | + | +
7 B + | - |QEERERAN |/ B /I
8 N.D. N.D.|N.D.| Qlcamwesan] | — [, 3 - -
9 Gl;-z;r(rixs negative ., /mlp k| — + U | Grr:i)réxs negative ;s /ml gk |+ |+
10 B # + U Ve KB g, R Yavd
11 | E. coli 105/ml B | + | +H 5 U — | = | E. coli 4x10%/ml | + | +
12 | E. coli 1/ml Lk | + | + 5 U - - =3, 5 + | -
13 | E. coli 2x10%/ml | + + 2 U - | - (=3 5 - | =
14 | E. coli 3x10%/ml | + + s U — | = B # — | =
15 | E. coli 2x103/ml | + +H T U — | — | E. coli 4x103/ml| — | —
16 Boof SF s S - - |-
17 | E. coli 2x10¢/ml| — | — B U - - [Z 3 29 - |-
18 (=3 + - 2 U - | = B - |-
19 [ 5 - - 5 U - | - B - | -
20 (=3 3 - - z U - - (= - |-
21 (=3 + - 5 U + | - 23 5 - =
22 B - - T U + | — [ J 5 - |-
23 B - - z U - | - B - |-
24 B B - | - z U SN/ fpEad, Kk v
25 | Staphylococtts — 1oyml| = |+ v |/ KBEeT, KB v
26 B - - 2 U - - [ - -
27 #: - - z U - - # - -
28 BB - N z U - - [ 3 - | -
29 (S 5 - - 2 U - | - B - |-
30 B - - |BR-EHHH | - | - [, 5 - |-
31 3 : - | - U avs kpiwd, KR v
32 B #® - - z U - - B - -
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%3 PAREEREEKRES (3)
| 8 H H K ® = )m %ﬂi (é%geﬂﬁ? B
i #® 5 # B 5 # LS gf,; i i f)é P
%| @ = 7 BUN, 7L[GOT,GPTBUN, ~ L[GOT,GPT| 4 | 8 [ 175
7F=v . 7F=Y . |BIElalale | & ol
=) (mg/ml) | (Unit) | (mg/ml) | (Unit) | B | B |gg 5| H ELd
1| oz U |15 L17|4 | 11 |10 08| 8| 9 [EpwmooHmum HIIEE
2| m U |17|080 4| 2 |15 Lo4|15| 20 [aago o ma e | HIE
3 oz U |12|oso|28 20 1511 26| 22 [mpmsloldmmmn wwm |CEXPRT
4 WomsroussE 12| 0.70 10| 11 | N.D. | N.D. [Roirm|4\a manm L H0ER
5 z U |17]083[6| 2 |20(1.38|5 | 5 [Felmapei2amims ke EIEENE
6 & U |2zlom|.| 1 | ND. | N.D. [rsru>samms HIER
7 p— N.D. | N.D. | N.D. | N.D. [agrufo Smmxn xum |*HTHIEN
8 | GoEEms 921316 2 |15(098 13| 3 |rmEm[foxmEy wm |SHEAFVX
9 |y, maNL17 1114 11| 6 |17]0.86 | 10| 6 [EEEM4 8 AR RH
10| — |20/L036| 2 | N.D. | N.D. [wgxmlo/f#mre K
| oz U [12)100] 12| 9 |15]L07 |18 12 feaRufs 4 mans VAR
12| oz U 151009 | 9 |12 114 (22| 7 sz o s 2 HNES
13 x U |15]093|22| 2 |17/132|8 | 2 [EaAEH|eo[mpEy L HVEE mrm
M| xm oL (10082 5 | N.D. | 5| 5 [reism|4ommny 2HNEE
15 » U (201132 8 |20[L23|9 | o [ruxml4ommmy L HIEH
16 Gagn o115 097 8| 8 |17/L21|9] 8 oo #mEm 5 Nk
7| % U |17]097| N.D. | N.D. | N.D. [ug##o oxpxy |HNEEBEL 20T
18| & U [17|103 22| 17 | N.D. | N.D. [aaru|oozassy P HIER
19| x U |22/097|18] 15 | N.D. | N.D. amiasoloEmEy wm
20| = U N.D. | N.D. | N.D. | N.D. amaslolozazs *xmn
20/ & U | N.D. | N.D. | N.D. | N.D. [agya(1|1 ss s 8 Fem%
22| = U |25IN.D.16] 8 |27IN.D. 17| 10 [ep#wo o mymy ° HEHE
23 T U N.D. N.D. N.D N.D. [E#EO0|0FEDES LH
24 — N.D. | N.D. | N.D. | N.D. [amrmlof#nxm xm
25 — N.D. | N.D. | N.D. | N.D. [rmxm|fificmnm xm |#zR#s
26| % U |10N.D. 19| 27 | N.D. | N.D. [maamlojospmy 3HMES
27 2 U N.D. N.D. N.D N.D. [Ex)E%j0|0 FExEL H
28| % U |17|N.D.|15| 9 |17IN.D.|15| 6 [ianaafoo s 8 8mE
29| % U |10N.D.J17| 11 | N.D. | N.D. [gtiafoo gy 8 KM%
30| B®AHS |15 N.D.[17| 10 | N.D. | N.D. [ tsfo|o mamy 8 AR
s1] — |1sIND. 13l 21 | N.D. | N.D. [mmmmlo Saaxm 8 HHARE
2| 1z U N,D. | N.D. | N.D. | N.D. o0 8 NEmRE
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#4 NARSEFIBARE (1)

e 3% % Z L5 4 HH
B B kg R TR - & - MIC (meg/mD) | HPK SR
& | " s?ég PR memmsion @ o PA%PA‘éNA 2R
= BERC| R | | W . OH R |
1 | & | 41| 6 | + |+ |E coli 10/ml ik | # | # N.D.N.D.N.D.| % | -
2 | & | 28 | 4 | | H|E coli 10/ml gk | + | # N.D.N.D.N.D.| + | +
3 | % | 60 | 7 | 4| # |E coli 10/ml Bt | # | + |N.D.N.D.N.D -
4 | & | 46| 4 | |+ |E coli 10/mlpik | + | # N.D.N.D.N.D.| — | %
5 = 31 2 # | + | Klebsiella 105/ml k| + | + 25 ND625 - -
6 | % | 27| 1 | - | # |Ecoi . 10/mlgk|# | # [N.D.N.D.N.D.| + | +
7 | ® | a3 |wa | ow |+ | Staphplococeus  yoymi) — IND.|0.78 6 25 %5 | H | +
8 | ®m |32 | 1 + | E. coli 105/ml pik | # | # N.D.N.D.N.D.| — | %
9 | % | 26 | 10 | 4 | 4 | Crammesative yompp bl | o |N. D.EN. D.EN.D. - | -
10| % | 20| 2 | # | |E coli 10s/ml gk | # | # IN.D.IN.D.N.D.| - | —
n | % | 46| 1 | + | #|E coi 2x104ml | | — |N.D.N.D.N.D.| % | +
12 | % | 81| 2 | 4 | | Cremomesative oy s 4 [N.D.UN.D.N.D. + | -
18 | % | 37 | 5 | # | 4 | SUDAIocOCCUS po/mipk| 4 | + N.D.N. DN D.| + | -
1 | % | 24 | 1 | #|#|E coi 10/ml ok | # | # 125313313 + | -
15 | % | 81| 1 | # | | StePllococtus qoymip| 4+ [N D.EN.D.%:N.D - | %
6 | % | 290 | 3 | + |+ |E coli 10/ml Bk | # | + |N.D.N.D.N.D,| — | -
17 | % | 26 | 4 | + |+ |E coli 0/ml Bk | # |+ | 6.25 156 16| — | +
18 | % | 48| 6 | + |+ |E cai 10/mlpik || + |6.2513131313) — | —
19 | & | 28 | K| + | + | B coli 10/ml gtk | # | + N.D.N.D.N.D.| — | -
20 | B | 80 | 8 | +| + |E coi 3x10y/ml | # | + |6.25 3131313 — | —
21 x 54 4 + + | E. coli 6x10¢/ml | + 16.25 3.13 1.56 | — -
22 | % |3 | 5 | +| + |E coli 1.4x10/ml | + | + N.D.%N.D.SN. D.| - | -
5 NREBOH, £, FBRE OKRETOERK

ROV - 1 Bl MR FFR & HRBEL TOHEL
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70 x U 1711721 15 22|07 | 7 | 8 [REIAE81ZAmIAE  AH

s| w U (15|12e13 16 17| 131|110 12 preswm|elo maum LENES

o| = U |20lv04 4l 2 |wlrs|s | 2z [rmxms ojmpuy SHUER
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oo Z5 LIl 9T, PARTIE, 4 A% 105/ml
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174 (77.3%) THotz, 4 BEZIL, BIFET3HN
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) THot-, 8 HILIIE, PAREMN 216 (77.8 %),
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o4l stk (400 ) OBIRIT 5
wa 1 6 1
+ 2 - 2 o
ol o) 57-1% ) 5%
3| 22 22 0o | 20 2

#£8 BHRPRBE 1 EELOWEERECL )
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PEBEDE S DR R FIEILRIC DOV TR, RRETELHERD
BRO—FKx Risw. bhubhudstsk X b MG
CEAEEE, RPamEkEt JOEROZE, MW
FRIIGH, EFROHEERC X ol b od, o EHA
BRCBISET 2 EENRTC X5 SO0 HEE T 5D
BRELTHVCAZERERL TS, Fic, SR
REERORREA BT DI DDORBERSRETHZ &I,
TEEMERE LB T WA E WS Bl HmHLH 5
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1. B8 2. BEA (FR 3 BEMcHFATH D DI
OE&H L OHEE ML 5 6 D)
4HHB 8HH HE5pkE Y 4HET T ABBEBXbHP8HEBEET
= BEE EEUE %y | mu| ot
PA |21 4 |25 PA 17| 3 |20 PA | 52732 PA | 512227
NA |11 2 |13 NA |11l 2|13 NA |1 |21 2 NA | 2 19|21
s |26 | s |28 5 | it |6 |8 54 |7 e
O KDHER KIS 3
4HH SHH 3. H¥ GBEERIC OV TOBRED)
+ = + - #y|mu| at
PA |27 3 |30 PA | 23| 4 |27 PA | 3 |16 19
NA |18] 3 |21 NA |17 ] 3 | 20 NA |1 |14]15
§+[45\6151 it 40| 7 | | 4|30 34
(P >0.05) (P >0.05) (P >0.05)
g £ T M BRI (B 1#), Chemotherapy 19 (5):
1) Fids v A2 v 4 : Piromidic acid ;5 #518[E H 4 333~342, 1971
RO T H AL MRS, H45411 B 5) MU : AL O BEKBRIROHEICD
2) KM, 3 FHHLEA Piromidic acid OB WT, BKWREBR 24(5), 441, 1970
g% 1. Higred, 0. B, 296, Bkt ot 6) TWAKEAD, 13h : Cephaloglycin o ¥ K 14
f#, Chemotherapy 19 (5) : 379~393, 1971 BHEE B $ 5%, Chemotherapy 18(1),
3) M. SHiMIzZU, et al.: Antimicr, Agent & 15, 1970
Chemoth, -1970: 117~128, 1971 7) FEEEH, 30 SEBERROBRERE LA

4) &R %, AXFRK : Piromidic acid OEBH HROHE, WRICE 16(4), 185, 1970
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CLINICAL EVALUATIONS OF A NEW CHEMOTHERAPEUTIC
DRUG, PIROMIDIC ACID (PA), AGAINST SIMPLE
ACUTE CYSTITIS
——COMPARATIVE STUDIES WITH NALIDIXIC ACID (NA)

EMPLOYING DOUBLE BLIND METHOD—

KEIZO SUZUKI and SHIGEZO KIMURA
Department of Urology, Hiratsuka City Hospital
TATSUYA HASHIMOTO and MITSUHISA HIJIKATA
Department of Urology, Ogikubo Hospital
YORIO NAIDE
Department of Urology, Keio University Hospital

Piromidic acid (PA) is a new synthetic chemotherapeutic drug, chiefly composed of pyridopyrimidine
ring, the structural formula of which is closely similized to nalidixic acid (NA). In vitro and clinical
studies were undertaken to determine its efficacy in simple acute cystitis, The method of clinical evaluations
was employed by double blind technique.

1. In vitro studies: The tested strains were 43 gram negative rods, which had been isolated from
infected urine specimens, in addition, 2 standard strains, E. coli O-111, E. coli NIH]. The MIC of PA
against those strains was generally higher than that of PA-OH (B-hydroxypiromidic acid, one of the
metabolites of PA) or NA. Against E. coli group strains and about a half of indol negative Proteus and
Klebsiella strains, the sensitivity to PA was mostly ranged to 6.25~25 mcg/ml. However many strains—
Rettgerella,v Morganella and Pseudomonas—were resistant to PA, PA-OH and NA. It was interesting
that PA-OH showed more antimicrobial effect than that of PA in vitro. The MIC of PA-OH against
the tested strains was generally ranged in between that of PA and of NA.

2. Clinical studies: Fifty four cases of simple acute cystitis were chosen for clinical investigations
of PA or NA. Of 54 cases, 32 were treated with PA, and the rest 22, with NA, The clinical results of
32 cases treated with PA were 17 (85%) excellent, 3 failure, and 12 indeterminate after 8 days adminis-
tration of the drug.

In the 22 NA treated cases, the results were 11 (84.6%) excellent, 2 failure, 9 indeterminate. No
difference in the clinical efficacy between PA and NA was experienced. No remarkable side effects were
noted except temporary mild gastric discomforts in 5 of 32 PA treated group, and 2 of 22 NA treated
group. The relapse occurred in 3 of 19 PA treated cases (15.8 %), and in one of 15 NA cases (6.8 %)

within 3 weeks after the discontinuance of the drug.



