567

[Z%%ﬁ%l.’i% 7 %]
FRFI424: 7 A

PREEERGEE 1 X3 % DU Al D 2 3R O B PR A
(FHREHOREMAIE % 28)

BIs S ORISR G R (B « Al B
OB B
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Our clinical evaluation on the effectiveness of nalidixic acid in treating chronic urinary
infections was poor and so different from the general opinions that it seemed to require con-
siderations from various angles.

Nalidixic acid was not so active to Gram-negative organisms, although it had been called
to be very sensitive in many papers. To understand such opinions, two reasons had to be
considered. The first was the difference between the standards based on blood or urinary con-
centration to decide the sensitivity of urinary bacteria. The former was the better standard
than the latter. The second was the rapid development of resistance to nalidixic acid. This
characteristic was fatal clinically.

Data on the concentrations of nalidixic acid in blood and urine by bicassay and chemical
assay suggested its difficult absorption and high inactivation in vivo.

Considering above facts, clinical evaluation of nalidixic acid on urinary infections would
be expected to be poor. Many papers, however, have reported as excellent drug uniformly. What
is the reason why such contradiction does occur? It may depend on little attention to the cha-
racteristics of urinary infections. That is, acute urinary infection uncomplicated by structural

abnormalities of the urinary tract so often subsides spontaneously that the efficacy of an anti-

bacterial drug can be evaluated only by carefully conducted controls.

Double blind method

was recommended as one of the concrete methods.
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BMBEARESLETH S, JIHEAORBEREE
T ARED X S i KB L D285
LELLRTWBERLOWTH, L OFHic
B L CiE— iR B 5 & AR BE R BUE A
DHETHB.

bhbhBEREEGEOHT LWBREL Wb
nTWw3 nalidixic acid OERS R+ THEE
ZDBURBRIEC oW AT s ¥E&%2 b
- 7-. nalidixic acid x Lesher £2 X b
19624E 1 BT S i L WL B AL B Kl ©
Bv, 75 s2BERECHEWIENEZ S, X
RfitEs e <, Wk X 0 L8 X b X QI
Xh, TLLTBIVEESR, ZOHENR
meRApr XS BAL, > TREBEEIEOT
ShiBEETEL EvbLTws, Llb
b OREY X % &, nalidixic acid & 7
S ARMEECHENI B REET 5 L ED
T, AYEREECECER w27, 5
oMAEWE X 0 T OMEXVBRRRS L,
* ORINEE, ERTEELO TR HE <,
Mo TREBBEEOBEELLTT A TnS
LREZ BRI\, bbbl Ok —RicEE
»BbRT\w 5 nalidixic acid oRBEES
TRTCEEL TS, FHickscok 5k
KERERNFK & LS ERAT 2 2
@, #-5 nalidixic acid it % X o % Ot
BERCBL, ¥ eMPhRPEES X CERRC
AL, MASHRIC b & oW TEB R BB T
o, RSTEN BEBNESE & RRRE L
OEE, FEEREL, RBCREBEECX
THHEAOHREEFMT BBz h T v
BRE LT E#T 5200 BANERCD
WTEERHS .

o0 o

PSRk ET 50 Cike, BEMABEOK
P 5T ONFEAMTH B, o THHEFRFIR G
B®EEh, Thilid sicdicREiomiERED
BEEDFAR TS, RBRBGECS VTS Z O
AXEAIhTW5%, LU RBREECIZ b0 &S
FERC TS\ H D, F Db it DRIE A B O
BfE X D bR T B,

HHEAomPEERABCRET B R S
2, KBHRER LA 3 EWERNS bR T 5. £
o TIHEHE OR B E RN O MFRET &
STRBBIE, L LRBEREC WU
BAHREORBERECS LSWTkdLhBZ LD
5.

a) MmARE

nalidixic acid OFAHEIZ 1 0.5~2 €TH Y,
HoRERE DT 1H 2~8 847 LvbhTw
5. L LbpECiRARS 182 28® (1@ 0.5
g) ®#ETHY, thih b AXEORSIEBESEY
BITLDHIIEEAETiebhTOniov. s That
E eI oz L | TEk% $ > nalidixic acid
DfRER 500mg/HEEROLDTHS.

nalidixi acid AR (bioassay) O#&L 1M

1 gLl EBEDBEEHE . 500mg 5 2 BHED
o A4 19011 9.0meg/ml, £iR!9¢% 13meg/ml
LHELTWS, i1 e B EROmPBIEEL Froe
lich® & kuf 1 Bt 11.7meg/ml, 3 s X
V' 6 RS RARIITTIE TR, KO Xhud 2 Bk
7Tmeg/ml, £ BW I Xiut 2 BE#%e 14.2meg/ml ¢
»5.

b) RARE

nalidixic acid 500mg HRRE DR FEE L Peitz®
@ XiUuT 4R 44.5meg/ml, 4 ~ 8 BEE ik
56.2mcg/ml TH%. HBWT nalidixic acid 1g »
B4 g OHABS CRPIEE nalidixic acid 1g B
HEEHOM 2B ol L, FOMRREEOR
rhis T 2 BRI -cit 22.5meg/ml, 3 B5RS-Ci 19meg
/ml EHELTNB,

e 0 R E o\ Tt Froelich & Ber-
berian® D#LEND D, 6 KEK 500mg HBE5T5
L 70.3meg/ml, FHICRABEOEW R AT & T4~
164meg/ml L2 5B L5,

c) MittRHEERE X B3R

R REGAE A\ D HUEH O D e xe %%
BHRBOMPBRECT S, RPBECTINT,
MO REREC A X LERNET T B,

nalidixic acid fi$#4: $ §ic X du MIC 6~14meg
/ml Bl E, ##Fe LhE MIC 22~70meg/ml [} E &
755, nalidixic acid 23127 AREBRBECEVEIE
F1% 2\ 5 Lishmand & Swinney!? 3 MIC 60
meg/ml Ll ERMEE LT3, S ITRBPEE S
L TWwWb E#E 2 bha, nalidixic acid 237 5 A
PR ETE % 32 LI 2\ 5 Seneca
18 3 MIC 12.5meg/ml P L%k LT b, mi
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BEYEEC LT3 EE X bhb. - Tlishman
& Swinney DOp#i% Seneca DEEECHET D Lt
W74% Lic b (351, nalidixic acid 137 5 A&
HREICEGCHE DY o s b At T o o

Zlwins, Ei-iic Seneca DE#E% Lishman
& Swinney OEMETHET D LM% Lich (B
13%), nalidixic acid %7 7 AR ECHETY
0 LIV LIZERE SR KETHS.

%1% Nalidixic Acid WfthSe4IRE

Lishman & Swinney [zt 10meg 30mcg  6omeg m K
Lishman & Swinney 1963 1006 — 26 % 39% 17% 18 %
Barlow 1963 1984 70 % 14 % 3% 11 %
B 1965 364 58 % 33 % 8 % —
BT 1965 304 —_ 53 % 30 % 16 %
S 1966 1656 1.2%  21.2% 24.2% 53.3%
Seneca 1965 327F) 12.2% 7.6% 80.1% —

Seneca TitthHns ~3.25mcg H
6.25~12.5mcg ; 25~100mcg 100meg~

REBBRIEC KT B A OIER AP IRE & Reh
BEDO2E»BE L DIRAB L\ 5 BT, TtHED
Eew 2BLL, TOKBRLLCHAMERANS 7 4
R ECHENE S D EWI RBLIZEA L
BHE bicion & 5380 RIE L » AR I 5
TERILS o, $E- TREBEEEC#ERT 5 HEH O
MEERC A, T oHEEEY NHEE
bk, REPBEC T50% BN TRETH
b, MEIHEND B WETHELSEGE WS X S inE
RELCFRFC I D EAB LoD LTl 5<%
P PIANT H N

d) MHEHEOEREDES

R OTMHENE O FIEF D hDH B\
RPEECLBZE, BIULOWThE RSN
IORELZEROETHZ LB, £ THURE
L AT EROEL CTH 5.

R RRPAE T R O MRS b &0 S o fiEtk
BEETHD. RPHEOHBIIREHEOIIERRE
OBELHGTS 2 L8V, RAPRIEI RS
ETRL, To LERCTER\ . §€s TRERRRHR
T A EAOEARMIER I ZEmE TH- T
Reizioy. ThidiiEHE OB R RRE il
{, MFBREDDCIEBRBECHIRETHS.
HEAORPEREIOFREL Y X0 EEZ
ENEBWOT, MPEEYESC LIS 2 T
o TEGE, REoMECH LT+ 5 0%En%
BEIR5Z LiTind. W RPBESEEC U CHE
Y5 L, REEEOREEIRFBEL Y J1x3
MCECTIEREE R CHE L, MEESOERY

R APCITE 5 & LRI HTTRBMEEE . - TiHE
HE OB R B ERREOH A T hMFREC X 5
¥hptELONS.

REEr LS HERRATAIRELT, R
A RY X5 2 LI EREOGRELE b T
LERICERR TRV ARSI bhTw5. Rl
FRBERC b &3 M O IR R A R B RS
ELTCLHBERRDONBZ EHHD. LALIDX
5 e BEREES S THEROBRETH B LEL, £0D
ERBF A HEROBVEPRECRD S LiXLD
FLLEY TR, BT 5 X5 nE Ao HRARRK
BEE LB LBCHETTREC LT, RPRER
X BVERBF DR L b BT 5 OIXFEM LIk bhEE,

I

FEH Ot B3 5 MBI I E O B R &,
FOFERC X ATHEESRD 2% 2T\ 5. BIEK
I Y rONEHOBGHEAXE D, BECIVED
BRI G EE T 5.

nalidixic acid 13,7 5 A BB ECBVWHEIY b
B, 77 AREREREYE LT 5 RERIEL B
B v Tws., TORMBCEMAY LY, BTE
TR EERED 2 B0 L OBBELRF L. T
frht 7 7 ABRERECHRCTEN oL ) R
RRPBEYERE LEHECL DR, BIIEEALE
HE M S BB E L s Ui
wabhte, HEHECWTFhEERE L TR EpEE
221, MR P i 3 & ¢H b, nalidixic acid
177 ARMEEIZ LA STHENR RV WS Rg
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OHNRYTHBHE L. L Lt HEikEo 28
HOXRTREALZLVWEENSH S, T bREEK
#uiio nalidixic acid MIC ##4&HE B L TR
% & nalidixic acid 27 5 ARRMEBEECHRVHE T
BLOTW5 EEZRTR bR SR bTFELT
Wb, RREK X5 Lishman & Swinney kst

(L. &S. kszd) LmiEEC X% Seneca ok
¥ (Sen. rMEET) THELT, BOBDDOWEEZED
it R RE A B L (B8 1K), Barlow!? (1963)
it L & S. ¢11%, Sen. Tl4%, PHHEH22(1965)i%
L. & S. T0%, Sen. T8 %A WiETH5. BT
(196501 L. & S. ‘T16%, Sen. ~C46%, ZH2Y (1966)
1t L. &S. ©53%, Sen. TT7%A M TH%. Fik
b Barlow, ETIREHEEEDOIMENC X BT
nalidixic acid 737" 7 4 BRIV IIENOD 5
ZEERLTWAS. L UIRT, Lishman & Swinney,
Seneca ¥ X OEEZL Tt Barlow, MHDOBEII L &
<, Withd MIC AEEC - X B A bR
RLTWS., ZDX )itk FRERE ORI, #Hif
FBLIBAUEFEOHBRLY 5 L b #F 2 5 %4,
nalidixic acid -+ A ERIBCH S BRI R
BAREEERTRE L TWB EEL BRETHAD

RERABE D nalidixic acid MRS EICHES X
haz ik, AARRO CERICED b,
MBI iR D BT 7z, Buchbinder?® £:(1962)
1% nalidixic acid BEX156ICTeV, £TD5H4
e MIC 250mecg/ml L) EofittEEdEd, I b
MEFEHERBR TS 7 A BHAREEA nalidixic acid ik
wEB AR inE multiple step type O&ATH L, M
FEr Y single step type TH HEBL, BHKC
MIC 1250mcg/ml DRtk a B L HE LTS,
Barlow!? (1963) /X fEpR e nalidixic acid ##EfID
5% 2 LD, X LIATHEERNER TG
108k 6 #Riz single step type oOfifHHEE LD
T\Ww5b. Fic Senecal®(1965)i% nalidixic acid #5
5 LM KIGEE & R AR fe B O R8T L
T3,

DX 5 RBOK TR R 2 7R, R\ T
AEEHRBIC X b IS X O e 0B R EiH DT
WA, &AM I CIIGR itk 0 Stk
BB LAEHREINRTELY, Th L EBRRICHE
FHEBRO XM Tibh, WSS X0 oBMAMN
KD & —Bd b 2 EAME IR Tw5, b
HRR? (1964) (XFRFIE O nalidixic acid itk
BIoRTie <, R LB Ihb o &, #BhED
W15 HIENC 2,000 fEOM PR D FRD e &

BEE L, KAR - 0 (1964), HiRE2» (1965),
R0 (1965) 13 KIGHE & FRFE O nalidixic acid .
%m 8 ~150 ¢ 100meg/ml WEZ N bicie B2 &
BHREL TS,

PN DORIBEENERI—B L T 7 s REEENE
Hifslcsgy s nalidixic acid L BEE TS L5/
D T5, BRACIECK T nalidixic acid i
HENERSh Tk Y, Slade® 3% DOFKEPRED
BRp¢ nalidixic acid A3 < 6B 2 b nalidixic
acid Btk 7/ 7 & BHEERL 2 kbTHS5
EFRLTCAB. L ZARBAEOERE G nali-
dixic acid i1 5 HAMMED 7 5 A BHEREICE
T ERHFEAIh, ERHERICL VBEIDLRT
WHRECEEOMEYES TS L\ 5 B onT
BHEC B Z 5L T\5. nalidixic acid oKy
ifED B\ MEFHIE K E BET S LBbh % 2o
HEBC OV ThBEORL KRB MTRELE
BLTRWOTHS 5 5. TEEROARERE
L& B0, TOHRBEZEBEL 2RO, HBH\»
BB LA RBC FRIC S B & &R e
FrrtarEZz b, TOBHENFTHBRE LT
3, BOKTIXBARYS A HERIRAVC b e LT
XNfe nalidixic acld OEELRGHTEED, b
P TREBHCER I N .0X T, BERMCES
CEEINTETWBZERBRARC L THS.

ikt nalidixic acid 1% 7 5 AR EIC
WHENADS B LIRS &Y il nal-
idixic acid BEHEAICIEE LT - 7o THEERERR
FLEARERC D LSV ERTH B, s TAS
Tt 7 7 ARMEEL nalidixic acid iy EE
WHEBTBHENS L THoC, ORI, T 2E
PERREIY nalidixic acid s 5 HAREIME &
VORI OFET S O T

IV BRNEER L CHRRTEEE

FEEE OB M REEYFE R 5 nalidixic acid
DYRABH L, TORINEED B\ EPINEEL
OFREMLIEM LAY o 5hEMLEEA s
bR T 7evas, nalidixic acid OB HRE
LTAaBE, TDWTHRIFETSZ MR tEHR
TTTRERIN T B,

1) RIEE

PRI R L LT ER T Sy 427 ) v
(HCI-Te 2B AL abhTns, bbb
HCI-Te PIRREO MBI 2 v F 47 =« = 2 — AT
BRTEL, ZFhit HCITe 2 BN CREGOE
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7Y, BRNAEL bbb soe. 2T HC
Tc DRI L TR ~Fv 2 2PV — & &
OEEY (TcM LBE) 232K bhic. &7
7r=AYYVTHB, ELRENE X THBI
FrIHA Y v - 2 FEEE (Te-X LMET) A
ol Bhte, FEET V1 TX TH5.
INLDF LIS 2 ) vREAWED 8 BERE
BRI bioassay & X % & HCl-Te < 11~16%27,
Te-M T 23~26% 2. Tc-X T56%%® TH 5.
nalidixic acid X EEEF I D I BRIRENB L5
2%, Fo 8 BRPEIERIL Peitz® & X iuid. 5%,
£ T Xhf 1.50~2.24%TH%B. T OREIIE
2 Y ) O L5 HCLTe 11~16% &< &
RTCHIL VI HEL TE¥ S, nalidixic acid oEIRE
AHEEIEVERIE Hel-Te D401 6# 2T, BE
D HEDOBRINAE G L RETHIEESCHBFLRS.
Buchbinder £22(1962) 1t nalidixic acid 1g ¥ X
U3 gERE6 EMTITRN, 5K 2, 4, 6 B
il Ui B 18k o\ Tl g E % bioassay T
WELTHS. 1 g&E6 ENTHFEEXTEL 2
Fo D188k 1 Bk 5.5 it Eia. 3 56
FEFITIE 2 B 4 BRI 0 & 6 BFc oW Tikmd
EEAYREL 20, 6 BHEBIERo 3REoMm
SFBEIIIEL 23, 25 3 1Ak TiX 3.9meg/
ml, 2 &kt 31.2meg/ml Tho 7z, ThbbH1 8
BEREOMHEET bioassay TIXHEIE L Z BE-
FANRKEHTHD, i3 eBERTH ML SRMU
ik Z1bh% EBEX6 flF 20k 3T & -
fo. ¥fodB 3 nalidixic acid RO MAPIEE
TERWEAZEYRT I R EHL 5. nalidixic
acid IPHRC X hEEZE X D X< BIRER, ZOH
B TAEMCmFRFCBT TS L RCERD
RT3, ZO—BRHRBBEORIAIRETH D25, B
SEAENKEVEVWIEELERLT, JEHAK
o ohBEVCIFRFRERT Y LY HTFoTH
% 5 Buchbinder, £ & 0OREED ¥ 2 % & nalidixic
acid ORI BAZENEL, BRNBEOCHFLETS
FEFRDOFTAE & D DS Te e,

2) AT EELL
PAWELOPREDOLENERNEH®EOT, £
OERATREREYBEREC & b\, L UIEFR
AR HEFOC S, CERNCLEBERSDOTED
BATREEC Y BT S 2 LR S. v 77
e oW TR EDEATREELUL 7 £ F LR X D
HEIR, BRACL D7 eF A LRIZRIBHEET)
FEN%TH5.

nalidixic acid o1 FRPBEEHERA b LEE
R BEEND DT, TOERAREEILIIHERR &
H% 5B TTHS. McCabe?® IR i nali-
dixic acid O85% 1T RPICHM X, 5% DANHE
BREEY b0 EBRT 5. oA E T BK®, HBH
£ MLERPER T THED, ThHOMEY
F &b THIBEEASEIE & 5 iR FBE 2R
SED 1/3~1/5 THBLPRO RHELTC5. T
7o b RPN RIR X e nalidixic acid ©20~30%
DHZYHHEEEEZ 3D, TORATEELRILT0~
80% &L/s%. ZONEEERII L7 7 HlOT £FL
LB BREVEIBRTH 5.
V EREHROFME

—#ER e LT, RPERENMEL, MAPRP
BEECEAZ EL, FATNEELEERFW L
WO E b o R EA ST SRR RS
BFLEHET I LRRETH S, Lo AN
nalidixic acid Rz D L 5 hEELXL2THL T
WHE bbb, RERBECHRECTS
R Ry T3 205 BERBEX L H
5. FlxiF Kulm® (1963)1299% 1, Lishman
& Swinney!” (1963)1%86% 1, Janeson & Swi-
nney? (1963)150% 1, Ki#&® (1963)1286%,
FEIHY (1964) 1190% e, AL (1964) 13.63% i
YEEXHEDTWED, HHIEH OERBE
FLhvor, BRFEHISENLTVWS LD
FEOR & T HEA, FHicxrolKEHlioR
BOWTRESCBRFAAXTRILENRD D,
BRRERLE R+ % nalidixic acid oZEs)
HEAf 7> TWa BHEEE & LT KE”
(1964), FEH® (1964), HaPH (1964), KI|'Y
(1965), #2412 (1965), L& (1965), EiEg'™
(1965), #%EE* (1965)2i56 5. ch b §HeE
Wb E 0 BHR63~91 K tdh 3w,
nalidixic acid BRBBBED T hicBEE
THBHLFEMLTWE, cnboFEokBED
E@Li- T aEHRLR, RFEASIEEL
LEEERGBEELLEHFHL, ThHOMEA
CRAILLOHRENTED DN EEFRFI L ELL
PR OLEFARCE - THEDIEEGTH . #
» CHEAORBREECK T 2R, 0
BEBEOBMKNCED b LT oHELYRE
FERCLBZBOLELTIVEWIRER D &
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# 2% Nalidixic Acid DFERIHTE

== 2R

BR | EHR

1964 | 37 100% | 80~90% | 64%
1964 | 20 55% 90% 40%
o964 | 19 31% 63% 47%
WO 1965 | 21 19% 91% 24%

A | 1965 36 41% 83% 36%
g5 | 1965 | 30 73% 83% 50%
6§ | 1965 | 18 61% 83% 22%
B 11965 | 14 42% 86% , 64%

Wit E X OE M

SHTFlERTwd C e/ s, T ORER
YR LD LN, Thicd &0 EFMsIA

b Tn %2, TOREDCELMRTE L
FiMETH 5.

REBBRLEREEH CREEAEEL AL
W ERBRBOBEA»E Y o Thk
LAMRBREREECH EALZEES LT, T0E
BaEwT S ERARE OB &\ 5 B
BIERfT bRk b (Cluff, 1961)3 37
bLEARE LT b T I REEREY —
EHRBEET 2L, TOPRBET 24D,
G OREFEOADLNLF S H 2. chdbo
HRER T ZEHEY, EARS > —EHMT
> REREBON AR EREF» BRI L
BhiEiadhv., d3LCOBRMN2Fibiat,
HRBE NEREN 2T HREEH O HEL
b, EHOBRKFME VS ERTBERL BB W
Zriiies, f- THIB L 2B Mo EH K %
BIREXBRE > T 5,

A} 8 REC T AR 231~100% 5 TN,
SR LBHRLERAILT, BETHIEIR
Lbh T By, HABERE®R L, Bk 520
FEHRCEHYEML LS W38 HRWTho
WECLLAD LR TEN, o TWTR
D BRERFEAR & 3BK BT &\ 5B 3B oW T
W5, ENTRENKE OB L L b
o ek, BREELOFELBEOh Lo .

2D X5 I HRREHE & S BFRIC b
LHEBERVE, BKRNCELfitbhT&T
WHBREEA LELBND, —RBECRET
BL iz B rBETHSLS, L LRE
FEYE DR BUCH T 5 B, B AVviRkEr

NEERTHHER ST OIS, EERR
EEFEE TS 5 EBRFEORN T
bhT, ThAWERBI IR TWRWE & D
bFbhk>,

BRER T1E REGE BEr o BhET 5
w, EXoLBHHREBRAT 2D ERS
hWe—BEERENSE LS. TOREHO 1
> ¢ LT Boyland, Wallace, Avis & Kinder?®
(1964) o#mE 355, +Thibb Fglucuron-
idase o in vitro w¥i; % inhibitor TH %
glucosaccharo 1—4 lactone & O &5 L, BERE
ERRICK T2 NHHROFMEES T 5.
glucosaccharo 1—4 lactone & placebo #* f%E
L, TOWTFhEREL Tw 30 REBCLE
b bhRI>LTRNT, 6 7»BRICKR
BFREE o, 2EXHEREEL>ST T
%. %3 L glucosaccharolactone 1—4 5
Ft L placebo B EE & ORI BERAEHEDH
BEOZERRDLRRLERL T\ 5.

0 k5 BEEESR & OEE S placebo
EDATWSD, BECRTHESRECLS D
RESKLTEHRRFTRE LD, BERTRICK
e ERET 5 &0 3 AR REBEREEC o
WCHRTLS 23D TH O, ERhFFMicEBL
THATREFETES., kECO"EERE
REEOEXPARCER o s % EkiEY
bo TWBHDT, TOEBIEES K OEEMN
PDETHD, Cluff OWw> o b { BERIBET
5%, LrLE#EI ORI, BEs KER,
FRicd Lo FHETERESET 5 0 LEFF
Iy

FROER L 298 MIAXBRBEFF LTI
ERWTRELE., ERUFECEET28EY 51
f:%%%ﬁl%ﬁ&‘&l#ﬁ%%iiﬁﬂ:f%%bi'i‘
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