CHEMOTHERAPY
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groErbh 3o —7, HERMBBR SR e HRL,
pRBCRAEAONFRENEE D, NOHET DL
WARERD 2119,

LEORER, MEDOX D HHMERY LT ET,
tzmmxnwﬁ#xmovlmomr. A gUR -
k&ﬁtﬁtot%&ﬁﬂm B30 THh 5,

I. #E&EFE

1) HEHE

Cefmetazole (CMZ; €7 2 2/ v® =3) % @\
o RARERKICERL, 0.1ml k=Y ARTICE S
L1

9 #AFe A FRMEHLHF GEAHF : NSAIA)

Phenylbutazone (PB), Indomethacin (IDM), ¥ X
¥ Mefenamic acid (ME) ¥ 8 i L =0 PB X U¥
DM 3%4, 72790 v® @RERIR), 17
AY® (BRI XY rzemmir i THE LI,
ME RUHRTERIRL DO AV e =9 AARR
0.5% +I3 7 -REXFKCBEH LIzboX 0.2ml
Engh L,

3) B

ddY R=v A, i, 4~6BRDL DOXBERERE
PRRBREA L VIBA LEERA L1,

4) M

Staphylococcus aureus Smith #, 560 #k, Escheri-
chia coli 704 ¥, 3s XU Klebsiella pneumoniae 926§%
YAV, BEERIZNY 7V A T A 3 TS
RULLOXFAKMTHRL, <~V AREA~NEE L
o BRI 4, 2x10% 1x107, 2x107, 3.4x10?
colony forming units (CFU)/=% A& L to E.coli
04 LML, 0.5% &7 v IMBREBE LTEE L,

5) w9 AFRIOME ARG T3 A PR O

ED,, fHDEH

PB (200 mg/kg), IDM (5mg/kg), *fzix ME (200
mglke) ¥ {5 L, EHMAEY BERIC £E HT
MZ ¥ 5 L, 4BSRI%, BEIEE tAED
(MZ 251U, 5SEEOEFERNMDLT =, MERCT
(MZ 0 EDs, %% Lico Tods, =7 A 12— 10
E% 5~8 MEOMY#A L, PB ¥ius IDM 0
#5&E CMZ 0 EDy fliic 5 R B L OBF R AT
WTi2, PB oy 5 &% 25 50, 100, 200mg/kg,
DM nthi 2, 5, 10mg/kg & L, R5EELE
Hlik L1, PB #442 IDM Oft5EiL CMZ
EDv fikbz 2@ OBMFE L A ER T2, TWEH
OREBMLESME 0.5 FERIaT, BEAT, 2 % 7oik 4 FERD
BEL, ®ERmizk« 200mg/kg, 5mglkg & Lico

6 mEw, metERORE

E.coli T04 BrieM S & L T A\ #o PB ¥4z
IDM %% 4 200mg/kg, 10mg/kg #4-L, 30 4M4%,
7.5%10'CFU/~ v A DM ¥ MIEM I 5% L1z, CMZ %
BE LRI, MEMEK 10mg/ke ¥R TFicirs L
o MIEORMG, 83T ERMN L, EHIRLY)
Wi LCTmEg 0.5ml Fo%RmK, FhEhOMEAIC
Hanks ¥ 3ml #{EA, MR LHERSE 2ml #ERL
Too MBMEMBEAERE L XERLILS—LL, »~—
P Y7 o— o VERSEHBRBEC TERRYRE L
o

7 ERAFEE~Y RicwkiF B E. coli 704 #DLDy,

{EDXIH

=% AT 5mg/kg ® IDM ¥ t-i3 100 mg/kg » PB
5L, 30 2k, 2 EEREARECTERLCE
coli 704 ¥R MEMCEML, 5 BEOF LRI S
¥y MEEICT LDy {EEXRH Lico = RiX 18 10 T
HERA L,

8) MR AMIEH, ¥ IUHANAAMIRREONE

6)DHTH LM HEALRRPOMIRDBHFEEL Y
fERR L, BEEREKk, BEMHT CIF F X (PMN) &~
787 - (MP) ODHEXHH LI, &H4DHEY
B o LHFE LIMEARSE+F 0L A M 3R g
U, =v A4 hofA~0Miaks L, MEERMIRE
%, PMN, M¢ Al ~ 100 3 o0Mla B L,
AW LT\ cMlaD% TR LIS

9) EMmED luminol KFHE(LERIEDORE

5D~ ABEAIC 0,5% H¥1 vk 8t £RK
#%& 2ml $O8E Lic, 17 B§ER, 10 B7/ml O ~o3
Y v%%&{ Hanks # 3ml ¥ERICEAL, REAY
ZEHHSEN L, 5ESR T —n Lic, BbhicHERME
B4 (PEC) %, Eagle’s minimum essential medium
(MEM) CE ¥R Lok, 2.5x10%cells/ml L7cd X
5 MEM @€t (Mo 60% » PMN T»
oo MM EEW 0.4ml = 0.05ml © PB ¥ 7ok
IDM ##¥inz, 37°C € 10 HMA v+ <—t L
too EOH, LFERXH E # (BIOLUMAT LB 9500
T, Berthold ##) L, 0.02ml o luminol ¥
(2mg/ml) %%fN, background DREIEHEE LI,
A=) vESE E.coli 704 ¥ki$:f#E 0.05ml Z iz B
KRN EEHR Lo

10) CMZ [ OBIE

PB (200 mg/kg) % tcit IDM (10mg/kg) %<7 A
iy L, 30 44, 20mg/kg © CMZ #ETic&5 L
7=, CMZ $#58%, 15, 30, 60, 120, 240 =% 1 B 10
EOEBIR X h —EEOMBELRRL, 7—1 L, mHF
RN LT, Bbhi: M YBO £RKE 2 ERD
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Fig.1 Effect of NSAIA on in vivo CMZ activity (Intraperitonea]

infection in mice)
S.aureys Smith

80F.

g
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= bk

S.aureus 560

[0 cmz

5% SHEILERY Q1 2 2 7 — AREIML, XKB
10 HHHE Lic 80 L, kb0 CMZ B EER
thr e~ 7357 (HPLC, HITACHI 655 Rad k(s
s2wu=t 757, #»3Aa:ERC-ODS-1161, BEyiE :
12,5% 7 b+=1rY L 4% 0.05M 7= buffer,
pHb5.4, & : 1.0ml/min, #H%: UV254nm) T
TR L1, WREEHRL LT ArEY—LBY AV
12

11) CMZ RREIREDORIE

PB (200 mg/kg) ¥ f-it IDM (10 mg/kg) %5 L,
30 4% 20mg/kg » CMZ ¥ K TS Lic, CMZ 4
BHE=Y ARRRAY —orAh, 15, 30, 90, 120 4
BrRRBTlE->RE, BELUTHME DEIR L
RE&L, CMZ BERMER Y71 E Lic, &8 100
BHER LI, BERG I vt 75 7AVWTORSBE
ENEEOEFREORER Y L,

12) CMZ bt~ v AMEEA L DEAROAE

mE9IEE CMZ B, 0.5 B¥BAL, 37C 1B
ks, PB ¥%¥ 0.5 fr&inz, U 37°C i1’
BE L%, To—Bi:rEEREI e~ 757 T
CMZ REXREL, £OfE% total k& L1, —F,
1.0ml oMiE® 25°C T x1,000g, 10 HRIBNFES
(model MPS-3, Amicon #) L, FR¥IELFAEC
HWEL, free k& Lico BABARIIKAM HRD I,

Total {A—Free &
Total {4

e, PB 3EDId =2 —LThHO UDERL
THLERKT 10 FFRL, TOBXRELOEF T
lic, BET L2 —LBRER 0.5% T, PB &xkinxst

X100

CMZ+ME
200mg/kg

E.coli 704 K.pneumoniae 926

¥

i

ML1MNMTNIN

0

B cmz+pm
5mg/kg

CMZ+PB
200mg/kg

BHcb@AEO7 A3 —AREM LT,

II. R ® & R
1) = v AHBAERAOBRIEICHNT5 CMZDEDy

HCRETEAROLE

#E% Fig.1 ciRLiz, AW 3®M4%v-Tho
RYPFERICIVTh, PB 2 CMZ 0 EDy flikET X
2, i IDM 3k X7, ME i S. aureus 560 ¥
DOHEXRT CMZ @ EDy fll ZET IR HHMI
Hote, TOHWEZ PB X H/hEMhot, Fig.2 i
S. aureus Smith RPN+ 5 CMZ OHRRiET
PB t IDM o5 Ro¥BiR LI, PB it 25~100
mg/kg OFE THHFRIKHF LT CMZ © EDy, HZ{E

Fig.2 Effect of dose of NSAIA on in vivo CMZ
activity (S. aureus intraperitoneal infec-
tion in mice)
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Fig3 Effect of administration timing of NSAIA
on in vivo CMZ activity (S.aureus intra-
peritoneal infection in mice)
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Ocmz  Edcmz+p
200mg/kg

B cmz+ipm
5mg/kg

Taeiktt, 200mg/kg |5 CIXENHEIPIE -
%o IDM i3 2.5~10 mg/kg ORE TH 5 RIKAF LT
CMZ © EDy, % #§ AKX ® 2=, Fig.3 i, S. aureus
Smith BRI HRT5 CMZ ORI RiET PB &
IDM oGRS EEBE LIRETH B, PB i3
HEN 30 2Ny Lick 2|Mb B CMZ 0 ED;
HPETI RN, P2 M % 5T CMZ o
EDy %k X272, IDM 2%z CMZ 0 EDy, %
BRIV, TOBERBEM 30 DM S TRLA
Thate,

Table 1 LDw of E, coli 704 in mice administered with NSAIA

Drug LDso*
None 4.2 (2.6~6.8)**
PB 1.2 (0.5~2.8)
IDM 0.3 (0.2~0.5)

® i X10°bacteria/mouse,  **:95% confidence limit.

2) JEAFE CMZ BtRMD ~ v AMIBH, mTn
BERENOMNE
RER % Fig. 4 1R Lico MER, Meh& & PB fHARE
Tik CMZ MBESRIC N, 43 X0 6 BM B 0K
WOMYHF Lo oK, IDM AR TIZ CMZ 1o
IHEMBOMPr\MEN, CMZ e Ex@R i
EFEEOMMETR L,
3) FEAFMBUMBY S~ AcksiF B E.coli 704 D
LDy, fii
RER% Tablel R L7, E¥~Y Atk it 5 E
coli 704 ¥k LDy {H22 4.2x10°CFU/ =% A TH » 1
DR L, PB <y 2Cix 1.2x10°CFU/= ¥ %,
IDM #&5 =% ATt 2.8x108CFU/~=% 2 &, \wih
DRESEX =Y ATk % LDy fEX DEVVEERL
o
4) FERAMIMBE S~y AkiF AHKER, T
BEEEOME
BE% Fig.5 wR L, i, BEEADOWThITE:
Th, FEAXEBFER CIRARREH LN, B8
HOMMEMNE X 5EEANBDH b1,
5) JEAFIMEEE <y ATkiT BEEAAMRK L

ERRARR
Fig. 6 (3JEAFIBMB L~ v ATk 2 EEEEOM

Fig.4 Viable cell counts after combination therapy of NSAIA and CMZ
(Intraperitoneal infection in mice)
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Fig.5 Viable cell counts after independent administration of NSAIA
(Intraperitoneal infection in mice)
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Fig.6 Effect of independent administration of
NSAIA on kinetics of WBC in the in-
fected mice
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Table 2 Effects of NSAIA on phagocytizing activity

Macrophage

—o— PB
—o— IDM
--@-- Control

No. of cells
(X10%/peritoneal cavity)

Lymphocyte

No. of cells

(X10%/peritoneal cavity)

of phagocytes
After % of phagocytizing cell
bacteria Drug
challenge M¢ PMN
None 77.9 -
30 min. PB 67.2 -
IDM 80.6 -
None 42.1 69.9
120 min. PB 55.6 96.1
IDM 56.1 84.2
None 42.0 82.8
240 min. PB 58.9 84.4
IDM 56.4 93.5

K3 PMN, Mg 3s X U lymphocyte HO#B 2R LI
LDTH%, PMN (ZE£ME 30 5 %< S X HEEA
B Lk, TotkBiE b, HEA
PMN BU3FE A A 5B CHVEE LR Lico M 38
BREEREE & VR LT 10, JExFI SRS
BERL ORICEYEDIch > 1o BIERAE (Table 2)
T3, BEmK 30 5T PB 58 TO M 0E R
RENFERERO LR TROPEMAET L i fll X
PMN, M¢ & LIEAFE SR CRIELR LI

6) ~v AEMRO luminol KAFHALERECRET

FEAFOKE

#E% Fig.7T tRLc X, PB 2 10 pg/ml [
t, IDM 2 1 pg/ml ukfﬁﬁkemnn luminol &
LR LN L,

7) CMZ mBErRIETIEAFOKE

PB (200 mg/kg) % 7-ix IDM (10 mg/kg) *#& L,
30 4t 20mg/kg ® CMZ ZETIHE L=<V AL
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Fig? Effect of NSAIA on luminol-dependent .
mouse leukocyte chemiluminescence

‘Indomethacin
» ! P<0.05
- : P<0.01
"

Phenylbutazone

Lld

CL X10"%(cpm)
T

Fig8 Serum concentration of CMZ in mice
administered with NSAIA

—o— PB+CMZ
--4— IDM+CMZ
-a-- CMZ

PB : 200mg/kg
IDM : 10mg/kg

Serum mltﬂ!ion(u./ml?
-
(=]

¥15 CMZ oishREE (Total t5) #B% Fig.8 it
Lk, CMZ BB 5B T, 85 15 ke 21.8 pg/
ol kAL, BEECHD L, 120 HHE i 1 pg/ml L0
’—,7‘.:,, IDM ## 58 Ciz, CMZ ##5 15 f # 1= 22.5
sgfml, 30 H1c 18.4 pg/ml HR Lo ThicHL,
PB G#ABECIZ, CMZ #5 15 b Ic M (E 29.0 pg/
ol RRL, LTFRE LMk T, CMZ B
5%, IDM SRR SR L D bELR L, CMZ Mk
BOB &0 it i & E= 7 k-3 B o

8 CMZ DRHFEIREEETIEAFOLE

BR% Fig.9 1R L, CMZ My 5B CoORGE
BXiz, 15 4461%, 30 Ht65%, 90 4% 22%,
120 Ak 80% LiziEERECHIM Lz, IDM B
Wi, 15 448 1.5%, 30 % 6.5%, 90 4
8%, 120 4tk 32% ¢, CMZ BB SR H~NTOP
R ERELR Lk, ©hicstL PB HARTIE, 152
§0.2%, 30 A% 1.5%, 90 H#k 1% &k, ReEEN
OMERRD & h7-p%, 120 M OEILE (27%) it

Fig.9 Urinary recovery of CMZ in mice
sdministered with NSAIA

~o- PB+CMZ
" <~ IDM+CMZ e
"o~ CM2 a

8

o
.

>
=]

Urinary recovery(% of dose)
=1

5 30 [ — v

Minutes after administration

Table 3 Protein-binding ratio(%) of CMZ under the
existence of PB

CMz PB (ug/ml)
(ug/m1) 0 10 100
100 4 28 1
10 41 29 19

o 2L ORI KEEBDIEI T,

9) CMZ L~y AMiWEBLOMAATS PB O

.7

B % Table3 LwRLA-X 5Kk, CMZ k= AMiK
RO oRARZ, 7 T5 PBORECKRFELTRS
L, PB & CMZ omiNEAKS I HREAEKHTE
¥ Btho

1. % =®

BRECHT A HAEROHRCRIETEAT = 1 PR
MK GEAFD) OMEEOWTHRH L, ¥ THAH
& LT Indometharin (IDM), Phenylbutazone (PB),
3 XU Mefenamic acid (ME) o 3 %RV, RBRH
5, b-h 5= vEECE\T ABECRYYES A
& 7chHd PB, ME i 200mg/kg, IDM i Sme/
kg %AV, Ehbo~ v ARRAOMEAEEEREC
HTBET > 24 v vRHLER €7 25— (CMZ)
D in vivo HEHE~ONEYLIE: (Fig.1), O
B AW 3EE4A B L ARPEOTRTE S W T
IDM iz CMZ OZRE %% L, PB iki#H L, MEX
RBMEYTIZD - Tott, FOfERIR PB 1K RTHE1-
7m0 FC CLBOERTIZ, PB & IDM 0 2 ¥H %A
WT, £DREROEP LR,

ARFEE T2 (Fig.2), IDM % 2.5~10mg/kgD
HEREECRAREEN T CMZ OBREAH Lico —
%, PB i 25~100 mg/kg D& REHE TARKFHC
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CMZ DB AMM Licht, 200mg/kg @5-0i12, 0
HMPERMIRET Lo SEAK ORI LR & OBIR
ik (Fig.8), MEL L, TOMMIMER (HEFD
Elf5) 30 M5 TRLMS Rbhis, IDM TN
EMER, 2R, XU ARM% (AEK 2 EEH
588 85T, TOERCRE LRI o fot
PB Tix 2RIk, 4 ReM%E LT, LB CMZ 0%
R sAAnED bR,

CMZ LEAHIDE AR EROMMER, Mmp TOMRRN
OEEYEN L5 (Fig.4), IDM B T2
CMZ M5B ~Ry 1AM S h, #ic PB §tA
BRCREIRREINI, = DML CMZ © EDy, fil
CRIETARFOKBLEITHLDTH- T,

Riz, FEAFMEEEORREICE 2 HHWE AT
¥¥, E.coli o= 235 LDy fllix, PB, IDM
DEPh s Lo BScHET L (Tablel), %7,
RAWOMER, M TOMMEE S FEAFR SR TE
Mnte (Fig.5)o C OREXP LT B, FEAH
ZBEL, BMEANEYRRIRIC Y AMBEANDOR
MAOBHERE, AEMC>ABREYHEL, 25
T, E¥~=v AL B8R L-AMROICERECRIET
FEAKOK WE A2l TORRE, JEAFIIAMIIDORKE
A~DOBH (Fig.6), A#Ic X 2EA R (Table2) %
PH Lieh o tet, AMBROCFRELER I Lic
(Fig. Mo

BHY 12, FEMARBENX BRI Y HEY X
FlenZ ExPELTED, SEORLDOHME b —HK
L, JEAF R RMIR0RYBREBEC I H B E L
TwbolELORI, —F, FPFROFBEEBIEEL
RIETIEAFOMEBIERACOWTIIELDBRE N B
hian, BETIE, ThoEFOERBFO—oLLE
2bhTwaMY, BAxORREKELEL DY, JE
ARBES SR ORRMEIEA, BMROFBHMRE
ENHCERT 2RENOETR X 5b 0L Bbhi,
FEAFHBMB SR DN AT X 5ERAARN, F
BERCHNT—BRICH\EB %R L (Table2) o
3, BENSMHIACRE AREBEANH IR
Sl ERERTARBRELEL ORI, &0 Ak
LT, Xh#EMCRIPLETHS S5,

K, CMZ n=v AfFRECSx 2 2R OLE
# Al (Fig.8), JEAF B EH 30 s F v s
L, 20KompREOEBIOWVWTHRI LtEz 5,
CMZ By 5/ L IDM BHRE & ORIIIEE o
BDLhEhote, Thicht L, PB $EER Tzl
EoBLrhmn L BEATED b, RPitRs
Molehl, FROMmMPRERBTER (AUC) 11 CMZ

MR 15,7 hrx pg/ml, IDM O A B © 18.5hrx
pgiml ThoteniL, PB 4 B B Tt 30.0hrx
ug/ml Thotco Efe, MPMEERY (i) 12 CM2Z
METEToD 0.38hr i L, PB SHAKTIL0.54hr ¢
Bt

PB et 5 CMZ o (i & ik B LB L i
#, PB X ® CMZ Rebfkt OMMic -3 & kg
R a-Nt, Ty, CMZ L PB 6 A B¥icit,
CMZ Repgift DB i BELED Hhic (Fig.9),
PB ftBB§ D CMZ iM% iz, CMZ & 5% 1 848
* ik CMZ MBI S Ric LN R LIS, 2850
#®iciz2EMEE ¥ TR Lic, RPEMEILRT
b, CMZ S5 2psMtkiciz, DHRRST : MBRER
EOMBELENBHONEL kb, MiPREOES
EX<HBLI, ¥, RMABICIZRE LD o7h,
Y ATOHBROS HEHEHRIZX > TS Evbh
527 R3S v (CPDW DS, RBRBRECH
TH%RL, PB LofAICX hRBFL, PB XS4
FloRPHHEDHLS HER DR MNMOTEATHS S
= LK,

PB it X5 CMZ RepHHl i O ORMIT T
DB FINLWR, 2vFV—r (XX 7vT8Y
V) REAR=v) vyRAUEMORFHEPHICOWT
BHL, TOBFRTexxy, FRXIZHERHHLRA
# FRATIBOVITHIHH L ERLT-2, PB
X5 CMZ o RpHmHoBF @Ot skd
iz, CMZ o=y Ak} sHBEFEAL, XOE
Mlcdikinz 2LBENHBIEH 5,

ST, HiEHEFEAFEOMWEARA ST 288
BB LTRSS ORELH B, CORAHR
GHRER oMK free SREOERZLEOLTEEX
bhd, CMZ & =v AMKEEE & ORKAEKIL 40% T
BB, PB HFTFTCE, PB oFmEkc &#F LT
CMZ DEAROH LA RETHED bhic (Tabled)y
DT EH, in vivo s\~ Th, PB & CMIGHAR
58512 CMZ ik free 4BENERTBHZLHR
BXh, ZoZ kR, CMZ 0 in vivo FlihoHEC
FLE LTRESEL bR B, LhL, AEROEEA
WERpIE T 5 CMZ ORhRicKkiFT CMZ Ofree
HREER OB OV T—HCRTA0IRELV &
Eirh, free hMED LR “HEHLETHRYRE
DER" R BRE, KOOKR S H % HEHN
29 MebdEYETIRSERETSELVELOND
TR, EYOBRIHENL, free hRYOMRIRE
BECLAELELAIhBTHSS T Ly, BER
ERBHBENLTHB,
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Bk 4E@LhA—EORRER I, BREN L
HREMEFARE AR LIl 2, EANOBDY
ORBEHMORRANMETHFRAORELRAL, ¥
" BBoORMEMOBRIH L, £<HRT B
DERRARICRRT B LR L, Thbd,
DM REMROESMEEEXINML, TheERT
LELhBABMNOETLHBEL, BRBTHLEFND
BRYME X R, —77, PB i1 IDM L RROEAY
#ToRE AERNORPHELANT I Lickvm
REYROBR IR HEAL, CMZ oMl free
BEYERZEBEAYIAL, ThoMERORAN
£RLTHAROHRELMET 2RI L %2
bhb,

¢ o PBERARBLIEROHR~OKEIZ, PB D
#% timing OKREKI L IRA I 5, THhbd,
CMZ PER 5T 30 4, H B\ iXRAEC PB %5 L
4, PB o CMZ mhlEwH3 5K E»»8< Rb
1, CMZ 0 in vivo iEZ) R ##, EDyo %W X
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THE INFLUENCES OF NON-STEROIDAL ANTI-INFLAMMATORY
AGENTS ON'THE ANTI-INFECTIOUS ACTIVITY
OF CEFMETAZOLE, A BETA-LACTAM
ANTIBIOTIC

Hirosur Yasuba, Teruo MacariBuchi, Tsutomu Yayma, Taxasarsu Tawm,
Mitsuo Katsuta, Takasur Takenouch:, Yoko Ajiki and Masayuxt Iwara

Biological Research Laboratories, Sankyo Co., Ltd.

For the purpose of investigating the effects of non-steroidal anti-inframmatory agents (NSAIA) on
the chemotherapy for acute infections, we had some experiments with mice and got the results as
follows ;

1) The therapeutic activities of an antibiotic (cefmetazole ; CMZ) in experimental intraperitoneal
infection systems caused by 4 strains of 3 bacteria was enhanced by phenylbutazone (PB) and was
suppressed by indomethacin (IDM). Mefenamic acid was found to have weak enhancive effects.

2) The elimination of intraperitoneally challenged E.coli No.704 from peritoneal cavity or circula-
tions by CMZ was quickened or suppressed by the co-administration of PB or IDM respectively.

3) The single-administration of PB or IDM resulted in the quickened growth of challenged E. coli
in mice and also resulted in the decrease of LDj, value.

4) Exudation of neutrophils into peritoneal cavity of infected mice and the phagocytosing activity
of macrophages or neutrophils were not suppressed by PB or IDM.

5) Luminol-dependent mouse leukocyte chemiluminescence was significantly suppressed in the pre-
sence of 10 ug/ml of PB or 1 ug/ml of IDM.

6) Urinary excretion of CMZ was suppressed by the co-administration of PB to result in the rise
of serum concentration of CMZ.

7) Protein-binding ratio of CMZ in mouse serum was decreased under the existence of PB.

When NSAIA was co-administered with CMZ for the therapy of infection, some NSAIA exhibited
the activity which resulted in suppression of the effect of CMZ and some exhibited several activities
at the same time. These activities resulted in entirely adverse influences each other against the effect
of CMZ. Suppressive activity seemed to be caused by the suppression of bacteria-killing activity of
leukocytes coming from the suppression of the production of leukocyte active-oxygen. The enhancing
effect seemed to originate in the suppression of urinary excretion of CMZ resulting in the rise of
serum concentration.



