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Bis(2-pyridyl-N-oxide)-disulfide D# &%
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WwHEERAEBE B
= — F 4 FRESBETHRER
m M B = B
Eiz fE RRPT KR TR ERER

(Bfn 42 £ 1 5 19 BRA)

SHAW &z aspergillic acid (I) o {bE#EESIIX NHRRRTRC 1 ASERERRHE L, MEk S0
cyclic hydroxamic acid n&EhTkbh, ThHRID i Candida B3 37°C wxrhnrh 24 Bsfflls X Ot 48
HEEEY TTREECTRAV» LHE L, 2 RS B, TOMOEER 27°C 7 BRERER/ETH
CORBEHREYPLL LTV ohoHBAYAR L  HEBE (MIC) #¥ZE L,

Jomh, EORCIHEANE TSR D L LT T RTEERARIBAROLFHRE 0.5ml % 104 7
N-hydroxy-2-pyridinethione (II) % R-oit#, L L N7 3 vin DUBOS #5#h 4.4ml LEL, Thbik 1%
Tz flE AR ERFEE S TRRET, kil AN 10 B RSIES%E L 7o Mycobacterium tuberculosis
HrEEThEEANE2R Y, KEK K T h & pH BCG BroBEHF R (BE 2mg/ml) 0.1ml ¥, 37
5.0~6.0 THBLAHICF v — MEASHES K VRE  °C e 14 HRIEHEE MIC ¥E L1,

HOUBEETEIRERELS Ve TITEELILOD ¥ by 2er ARBRCHTAHEABRCIARER
HEHEEREL, »OIIVEEEO IV I DX KR E #% 0.3ml % ¥ Bt (penicillin-G 200 u/ml, strepto-
LT\ & & = », bis(2-pyridyl-N-oxide)-disulfide mycin 200 mcg Fiffi/ml &%) 2.0ml, Em# 0.6ml
(PODS) #HLEH XD BRHCHEA LT3 2 e 2bn2 OREEPCEHEINL, Zh bic 48 BRI L 22 Tricho-

o monas vaginalis ¥ 0.1ml % iN%, 72 BRREEEEEA
/Ny ,CH;CH(CHy), ARHIE & 0HT L TREMERIC X b MIC %R,
CHSCHZ—(?H/\ITI/\\O #15% PODS oHiggh
CH, OH MIC (mcg/ml)
1 \M pops | Chlorhexidine
EN o N AN A\ B % hydrochloride
I(\_SH = i J\ L Js—g-t ) Staphylococcus aureus 209 P| 0.8 0.8
\If” N °S N N " albus 80 0.8 0.4
0 . OH (] PODS o Streptococxc;z_.; ;z_egnolytzcus 0.8 0.4
7222 Lz @ PODS & KiHhTix pH 8.0 % Tixns Micrococous flavus 0.8 0.8
O RETHBA, PH 9.0 Tix#9 50% »AomLTI Sarcina lutea PCI 1001 0.8 0.4
BETD, LOLAREEEELVWIRTRIT XV Bacillus subtilis PCI 219 1.56 0.4
hTvws tBbhicicy PODS oo E » Escherichia coli O-1 6.25 1.56
frisolco " K-12 6.25 0.4
1. In vitro i % Shigella flexneri 2a 0.8 0.8
kb r EEKCEMR LEEA D 2 BHFFR I % 2 ¢ Salmonella typhimurium 6.25 6.25
b, cnbkh Iml 2L hRREM 9ml L EMLT Salmonella paratyfhi A1015 3.13 6.25
R AR Lo MEERABRICIX Brain Heart Infus- " " B8006 6.25 0.4
ion %ﬁf‘é‘t@(Difco), HEEARICIL SABOURAUD &R " pullorum 3.13 3.13
B EAL, BRIAEOHAEIL 4~8X104 cells/m] Proteus vulgaris OX 19 12.5 6.25
saline, EE TIIERARD L DL 1 B4 B £/10 ml saline, Pseudomanai geruginosa 100 6.25
SR EY 1slant /10 ml saline, DEHERE Y FHF
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P EoFEEE X b —{E, Candida B, £EHEHE,
BEE, SIO Y 2+ AEREHT 5 HEHO in
vitro EX Th FhE 1 B~FEIRCR LI, b

#2%x £ Candida s+ 2% PODS o#iEH
MIC (mcg/ml)

Candida albicans No.2 0.8
" " No.3 0.4
" 1 No. 13 1.56
7 " 3174 0.8
] " Yu-1200 1.56
" krusei NI 7492 6.25
" parakrusei NI 7493 0.8
" tropicalis NI 7495 50
1 pseudotropicalis TAM 4829 0.4
" mycoderma 1AM 4564 0.8
" utilis IAM 4215 0.8
v guilliermondii TAM 4412 25
" robsta N1 7638 0.2

#$3% PODS 0o&AEHE, EHKHE, LUy =

= FARBCHTHHEN

MIC (mcg/ml)

Cryptococcus neoformans 0.8
Trichophyton asteroides 0.4
1 interdigitale 1.56

I rubrum 0.8
Microsporum gypseum 0.4
Aspergillus niger 12.25
Penicillium chrysogenum 6.25
Mycobacterium tuberculosis BCG 0.2
Trichomonas vaginalis 6.25

Hax 10y BEmEmghicsd s PODS o

h MIC (mcg/ml)
Staphylococcus aureus 209 P 6.25
Streptococcus hemolyticus Y-73-5 6.25
Bacillus subtilis PCI 219 6.25
Escherichia coli O-1 12.5
Shigella flexneri 2a 6.25
Salmonella typhimurium 1406 12.5
Proteus vulgaris 0X 19 12.5
Candida albicans (No.2) 12.5
Cryptococcus neoformans 6.25
Trichophyton asteroides 12.5
w interdigitale 25
" rubrum 12.5
Microsporum gypseum 12.5

HHE, EERRTEMCENEY 107 KLIHED
HEEYE 4 ETR L
. RREBEREE
PODS o7 FwERE (Staphylococcus aureus 209 P)
7o b F 7 AE (Salmonella typhosa H 901 W) xd
THERBFER L BERERINCEIO>THE L. £
DERIIFESE, BIVE6RDOEY TH5,
IIl. FEEKLEEMICHTDARDR

PODS 2352 in vitro FERED X 5 &EME, K
B, #EE 5Kk e RARERCE CAERCH
BAXEL, FTHBCHABEARZ PAREBG WS KT
T ZDHENIHLB DD THHT L b Hh D
o

L TRRHRRBW CTOBRRER YA X B U
PODS p&MBHELRHLICLE S, =vARHE T 5
LD, % 382 mg/ka (1), 49 mg/kg (JER) (\W3hd
72 BERHITE) AW LI

RNROTZDHEROBREE CRAERER v A &
o

1) 7 FyREL SCREMEEFHRERRE YV A
KT 5 EBEHR

#5% PODS oFee 7 ¥ vRECHT 5 AREEK
Fg (Staphylococcus aureus 209 P)
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A TEIRBRIEI VAT
PODS o) 36 7 #h R

(Staphylecoccus aurews Smith #)

£ 106
T
-
(%)
0
SJ\ — EREH(HE)
i “ ..... 20™3fKg (S.CIRSB
s 6
[€2)]

F2B EMmEE HRERURT AU
ST 5 PODS NI R

(Streptoco~cus hemolyticus Saz 4R)

\ —— BEEN (R)
soF \ N —mes 20 Mg (5.0 R 5RE

— (B)

hE 17~20g 0 dd K=o A(3) % 1 B 10 [L{
Uizo MIRSEREMIC IS UTe Staphylococcus aureus
SMITH #k, 7x SN Streptococcus hemolyticus S,g ¥k
T4 2 vt 37°C, 18 BRRAATESE LB D
FHHED 10LDg YT 5BENOBIK (SMITH KL E
W, S X 107° FHRE) %R~ v A 0.25ml/
mouse FEIEPICERE L,

EHEME% PODS LB AKEKIEY 20 mg/ky O |
BTCHETFRELS Y ADEFELBLE L,

ZOEFRFEXHE IKBLIOE 2R Lo 2L
FRBRTEHEEER T PODS o 4% 20 mg/kg #5 L
TRANBRE TR TEF L & 20 b PODS o
LBV D LA DB SB,

2) BHEREErEy VST HREDER

BH 5D, BELYOERFEYBME UTER L,
F7edn Trichophyton astevoides © SABOURAUD's
slant |- 20 BRI A SABOURAUD’s bouillon 10
ml X ISERMUCERERL L, Zh 2 EEFEKTF
HLUCTEARRRE FIR (27 Vv HFERECEKOM
FREBE CTHLSZ L2 MHRE) EKE L,

&A% PODS 7 5ONC%§ [ & LT pentachlorophenol
(PCP)R{ERL, EFX 04 =2/ —A L2y xey v
% 9:1 OHREMLCL DRITEERNL TR FR 1Y
BELBD L 5BMUI

HREW L L TILEE 500~600g DEFR €L Ey b

MAY 1967
B7% HEERRELey b S PODS 0
B F
= 1w b No.
\ 1 |2 | 38|45
RERE
| EoEHR |+ | + | + | + | +
Bl X B B + + + | 4+ | +
B | 1% PCP# - | = - | = | =
19, PODS 2 —_ — S N
+  EHORFERDLLD
— T HORERARbRILVID

(8) % 1 s INERALERMLHIEE, KEE (2cmx
2cm) R BT 5 BREC SO ER Y RENE
TER LI €NEy MCERYEBELTH D 48 BH
#IH1H1E, FFEFK 0.2ml »AECEAHL, =
DEfFE 9 AMEMLTER L o 10 HRAR A2y
MBS, GEEREKERE0.1% BRKFC 30 4
BRI, XLRKELTRERKRTSHE, BEiKc:
NEY POBRBBLOKEEY P (3mmXx3mm)
LTYRT 5. 1 HFTC 3 B3O8 LD, SABOU-
RAUD XM bt ¥Rk &, 27°C w7 HEEE LT
BORFORELBEL, EROBRBHRYHE L

ZDBMERE T RCRT,

IV, # =

1) In vitro {iEH%

PODS 1355 A[BME, B 3° 1 chlorhex-
idine KT 5B IERL, IOCLHEEE,
FEE, BXOrY 22 AR ¥ CERBETREY
BEIET 50 2% h EMEEELBMEDC L RE
IEERZRT D THD Z E2bhDk, LIERRE
GEHT FyERRER 34, =7 2B 3.4 2\ 5 R
2ie 5T U BRAO BB HEH & i U CRE I
LTV, LasL in vitro © MIC ZERUED I W
I DBENINEY TR DEEL bR B, ¥
T FRBEC BMEY 10% OEATCHERMLILEZA
ETORBENOBEBILRbhichAThE YR ZE Tk
Vo

2) EVARERER

In vitro ABACI3 PODS 123iR 0 & 5 RWHED
ZR LR O TRRERE~ Y ARKETHRE L
BARE IR, BI0H2 KOO & 5 bRl
2L BB ROl THIT in vitro EEACH MIE
TRINC X D FIESIMBB Loz 225 LT PODS it &
REABD L KBSV ERBCEECTEL IS 0t
SERSEHI e A EA L LCOERRRIECcE R b DL
£z bhbo
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FORE, ATy POREREER CTHHOLE S
© PODS & PCP kR T ChiclEBBE R L1k
e DARATHRETRELRIh B L AR ERATE
BrBiIhb, LELEAEY PORBEERCHRE L
CLRHENCREBRTETY, BlEOoKL®EA PCP
S BRTRFE, BROEMAMR bR, # > T PODS
DOWE 1% OHATEBEIEC i h DREEMED L O
LELRIEDRVLWHALIDE, SHBEHYETILR
bhb,

£ &

1) PODS ik 7" 7 »[3%, BHEMEREL SUCREE
B, BEE, MY 2ErFARRRWTERY i vitro T
HMORERILEALZRL, EhD TLAHALIEARZ
FARBETAHEATHD Z & AhhDl,

Fofd UESHIT S & TR LB A B 2 E T IHGR
THZ LwEDI,

2) PODS 0 RREFHILT FUERER 34, 7 &
Bz 3.4 Thoko

3) PODS o~ v A3 % &MEFH MK LDs, 382 mg/
kg (p.0.), 499mg/kg (i.p.) /R L7,

4) 7 FoHER L OBRMMEERERR~ v Ak
THEBFSHELR DDk, Zhik PODS pitkfkp

TESGENGHEINB D TRV EEL bR b,

5 HEFRERF e ey b 1% PODS gix &
LB ARXEE L. POP LA, BESHELID
7o 7L PCP it L CRFAIEIC Rk, BEMR
bhice

AR R BEMEEREL B o= — ¥ A BRRALHTE
KR BLEEL, BREMR BHE—BEL, RAetx
BREEVCLE(E BER_ER, BEERYHEY
BAWAEREBERE RBEE—ZR, HESXHTHERAOERRK
BELEHLBLEFE T,

X ik
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ANTIMICROBIAL ACTIVITY OF
BIS(2-PYRIDYL-N-OXIDE)-DISULFIDE

KrvosuHi KawaBE, TaMmoTsu Kanazawa, Gricar TAKIMOTO,
ToMmOHISA IKEDA & MASARU SATO
Research Laboratories, Eisai Co., Ltd.

SE1zABURO KANO

Department of Microbiology and Pharmacology, National Institute of Hygienic

Sciences, Osaka-Branch

1) In vitro antimicrobial activities of bis(2-pyridyl-N-oxide)-disulfide (PODS) on gram positive and
negative bacteria, various fungi, Mycobacterium tuberculosis, and Trichomonas vaginalis, were tested.
As the results, the growth of these microorganisms were inhibited by low concentrations (0.2~

6,25 mcg/ml) of PODS.

2) Phenol coefficients of PODS were 34 on Staphylococcus aureus 209 P and 3.4 on Salmonella typhosa

H901W.

3) Acute toxicities (LDg,) of PODS in mice showed 382 mg/kg (p.o.) and 49 mg/kg(i.p.).

4) In the case of subcutaneous administration (20 mg/kg) of PODS in mice infected with Staphy-
lococcus and Streptococcus, the therapeutic effects were not shown. As the reason, it is speculated that
PODS is easily inactivated by enzyme in animal organs.

But dermatomycosis of guinea pigs was cured dy applying of 1% PODS solution once a day for

9 days.





