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Carumonam 1 g ALl ok (02 it MMLERFS I FPEIC B L TRt L 7z Rz
L Oyl & WA T L T Ze Wi i & TG & 47 - 7o b oo = L 7 B3 Tl b il
A E AR 100 mlC AR L 72 carumonam 1 g A 30 2r Trosmp L, M BGHL Btk
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NIHJ #k & DAIGO No. 4 5% Tl L 7o, £ 72, WidLERIS #2514, 30 4y, 1 BEM), 2 8%
M1, 3 B¢RIC autosuture (o THRHUL WS L, 18 1o agar well Ui THIE L 72, AH(lAh o
carumonam O M 513 B AT 30 42 T 59.3 ug/ml, 18§18 33.3 ug/ml, 2 B§M 7 18.1 ug/
ml, 3BEMIT11.2 ug/ml& 2 ), Mid&h T3, kB %304 T21.7 ug/ml, 18518 T
11.3 pg/ml, 2BEMIT 4.9 ug/ml, 3BEMIT1.8 ug/ml Tho7:, 06 mApd s £ B
1) carumonam B3, 3L A XD T T LEHEREN MIC, % LB LN TH), D
BiC L B0 2SR IC K L THMEC MR NS,
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L COBEKIIRRRTIZ L, 12, MRS Lz € /%7
7 LRHUEHR carumonam 13 7 7 L BEVERLH I stV BUBE )
AL, WRESFRPEEICIL R E N TV 255 ZobidR
(2B L THIRATORRIZIZEA Y LN Ty,

4@, F~ 12 carumonam # AV T, BliAHE&&M I rtic 4
LTt L7 THET S,

I x 2

MREFZ, BHI63ELALY, FHRTF2AF T
(R RFESE LB L OBLERREI TR i
3% 15 B, BEEALiEm A hE 1 B, AtiaanE 1 B, Ao i
1 1 W ngt 18 Bl Td - 7z (Table 1), M43 mifE |3 Bl
FET T, ETERIITHIL, Sl 0w b
12 THATE AN,

HWI3 46 B b 79k T, FHI65.3 & Th 72,
iz, B4R, KHE4BITH- 72,

YIkRiRhriz, AL 126, HE2H), TE2H, A
FEIH, TEIGE, AR, GLEEX S -1,
1. # &

miES & CRHFRERTkiE, Fig.loZe(, F

WiBALGATIC A B A Y 100 ml (2 i%E#% L 7z carumonam
1 g %309 Coi@fpit L, maidksan &5%30
4y, 1 EERH, 2850, 3E¥MlicHRm L 7o, mMiFoMEELE
L, CHBMIbATA AN A L ZIZBERFKEL
7o, WHARSEIZ 8514 30 47, 1 BRI, 2 BERE, 3 BERAIC
autosuture = THIEEUL SRS L, BRkiz =ik 2 74
A A L 2L 72,

Carumonam B #5E (2, Esherichia coli NIH] #%
ARGEM E L, KE¥ %X St DAIGO No.4
% AT, agar well SR CTRIEL 72, 72, B
A3 1/10M ) o EEREH (pH6.0) 2z, %
CA—FL72tk BAL, TOLEEXREIZAC.
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Fig. 1. Schedule of carumonam infusion and sam-
pling of serum and lung tissue
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Table 1. Chnical features of patient

[Diseases]
Lung Cancer 15 cases
Sclerosing Hemangioma: 1 case
Hamartoma 1 case
Sequestration 1 case
18 cases
[Age]
46 v.0.~79 v.o. ave. 65.3 v.o.
[Sex]

Male: 14 cases Female: 4 cases

[Resection]
Rt. upper lobe: 12 cases
middle lobe: 2 cases
lower lobe: 2 cases
Lt. upper lobe: 1 case

lower lobe: 1 case

AR S 13, TE BT EELNELCT
3726, Hfi@hERR M % A7 United State Surgical
Corporation tt 8 GIA ##H L, YIRTEMio ki
Biti % $RER L 72 SR EIS A B AR KT 2~3 M9 < e L
THMEOATE L W72, 72, BRIt E— A THT
v, BEFTELETNSLTDLEIICEDL,

ek, E—REBNC THe5-14% 30 4, 1 BeR, 2 BEfd,
JEFfEIN 4 KA > FIREUT E P IEEENBITOMRIC
TARUTEETH Y, E—FEFNCT1~2 K4 > FEREL
PALS
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Table 2 A1, carumonam 1 g - 30 4> ifakiE,
30 4, 18R, 2 BERE, 3 BERO M carumonam
THh b, 30904 TI359.3+18.3 ug/ml, 1HKFfET%
33.3+10.9, 2 B¥MI1%18.1+£8.6, 3 EKpfIf% 11.2+5.8
ug/ml &7 572,

DT —F FRHESFFRANC T, REPAF
TR E N7 75 4-MULT-1 # %4+ L, ¥
WERVEERICE ) MPBEN T 2L — IR
e~ 72 (Fig. 2), #%5Bh% 30 0 CHRaflicEL,
Fo% 1 BeR, 2 BERE, BRI E e IcEAL 12,

BARIC BT A4, 1.34 BT, 2hiz45FT
REIN TV BHERY LT KL,
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Fig. 2. Simulation of time-serum concentration
curve
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Fig. 3. Simulation of time-lung tissue concentra-
tion curve

Table 2 fi2[E4k(Z, carumonam 1g - 30 4 flik A
H 1%, 304y, 1B§ME, 2 KR, 3 RNl sLEL A car-
umonam BETH 4% 3057%TIE21.7+11.5 ug/
g, LB¥MITE11.3+9.5, 2BFM#%4.9+2.6, 3BEM#%
1.840.8 ug/g -1z,

IS DE A ER O M s L T 5 -, 30
it 36.6 %, 1 Befit 33.9 %, 2 Byl 27.1 %, 3 B
Pt 16.1 % & FLaF 2 ML NFS AT 20 L 72,

INT—F wdEiC, MEBE LR L TAARER
NigEN 2 2L — bR %1E- 72 (Fig. 3), %55
bt 30 47 Tl ficE L, LUELEEREOIC @I L Ty
%,

mi & AN BEN S 2L —2 3> A —TTD
i FERAUCH % Fcd 2 &, i TI12106.0 g/
ml-h, Hi#l#kTIi330.7 ug/g-h TH N, AUC tiz
29.0%TH 12,

% 72, BARREPIREE & M IR E oM R 4 D%
Pl TR L TA DB E, Fig. 4Dk <, R=0.453386
CTHB L 72, KIS, SHREEERIBIIZ 30 47, 60 4r, 120
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Table 2. Concentiation of carumonan in serum and normal lung tissues after intravenous
drip mfusion ol | g carumonam over 30 mmutes

Case 7 Serum «._»;1:-7(-.:.;uu;;(;;:nn T Lung tissue concentration (pg/g)

ne- 30 min I'h ZF w; :m&:——w;: Mw;; 3h
1 ] 2001 1; .:1‘“ 5A757‘ R h-‘w_ﬁwml‘:l';f: o

2 38.7 10.5 19—3__ - 7__4.‘.5() 3.02
3 h‘);.>> 777777 431 :51"‘()7‘7 74;7:';___‘4‘“_;-29 1.97
4 72? 7 _Ajﬂr 176.9 10.4 22.3 21.5 )
5 35.3 ) 34.0 13 liﬁi 7.34 21.8 4.45

6 67.3 48.1 29.2 17.3 37.4 25.6
7 61.3 39.2 23.1 10.2 13.9 5.49
8 47 4 20.4 12.7 6.80 1.84
9 88.8 42.1 12.0 4.73 309 24.0

10 50.5 20.2 11.7 7.78 3.09 2.51
11 78.2 4.7 18.8 14.9 9.55 2.71
12 55.8 41.9 35.4 4.7 6 94 0 =
13 98.5 40.5 21.8 145 1.71
14 48.1 23.2 12.0 6.94 2.86 0.36
15 32.7 11.6 7.00

16 48.1 35.6 20.0 12.7

17 65.9 38.4 26.6 16.1 22.2 9.71

18 43.5 23.5 13.3 7.73 35.0 15.5

Ave 59.3+18.3 33.3£10.9 18.1+8.6 11.2+5.8 | 21.7+11.5 11.3%9.5 4.912.6 1.5+0.8

4y 180 4 CTHIBI 2 MET 35 &, 304 T3 Fig. 5=
r <, R=0.230531, 6047 Ti3 Fig.6 n=%+<, R=
0.5259839, 1204r - 180 3 Tiz Fig. T =& <, R=
0.5286105 TAEBE L, 30 43 B\ THEBIAE A » 1297,
60 53, 1204 - 180 9> T3 MHBAL E» » 72,

Fig. 8 » = & < CHEMOTHERAPY. 35, supp. 2
Carumonam A XS 1987, (BB LMk BT
LR I KB ER R RIFRANIC TES I N
carumonam D BER T BERE IZ 0T 5 HUHH 1 & B AHRE A
MBI 30 4, 3 BEfE & % H# ¥ 5 &, carumonam (1

BEAEDT 7 LREYEREIC L 2 1PIRBRRUYAE IS L
T, FhEFEZ L7255 Pseudomonas aeruginosa
WXL TR, ROBHE -3 B/5 B AELEE
TNEE FZ LN,
I\ - =

BRIRDGIZ BT, RIMEDEHEL L U T B
TIHEWE*BYNCHERT 57201213, HIAEWED in
vitro \IZ BT BB A T, RNBNE, T4 bD
MEWHEBR S HOMPBE, Rb@rE, moyEe
HIKH, MBA~OBITELH > TWB I L BEET
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umonam in serum and normal lung tissues at
30, 60, 120, 180 minutes after intravenous drip
infusion
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Fig. 5. Correlation between concentration of car-

umonam in serum and normal lung tissues at
30 minutes after intravenous drip infusion
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Fig. 6. Correlation between concentration of car-

umonam in serum and normal lung tissues at
60 minutes after intravenous drip infusion
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Fig. 7. Correlation between concentration of car-

umonam in serum and normal lung tissues at
120, 180 minutes after intravenous drip infu-
sion
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hd, ZOL) I EnG KNI BE K ).,
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BERRLBZLDE L NA, LIS B K
latamoxef (LMOX) # /Hv»T, PHMEvEA Je ALk, Wi
khkcti, MCIRAE, SV SCHEoAl B o) 5 fie ML
BT IEH MLRRIC Hol L TH) 20 %A1 piEn - 72, &
B|MEL T2, 58523 LMOX # 0w THli i 4
BENAEATIZ AN I B ALK N A TIC N TR R F 0 il
BETho7o b BEL T2, HE S8, Mimif: >~ +
77 LTRIBATR S NZEERNIC B TR EEME~ D &
FIDBATHE M OTL & ) Bkl E G L T 3,
REIZBNTYL, 6L, B[HEFR3MEFICL-TH
TR ->TCDEHEZLND,

F2, 0RO EDIFEMNERD ) b, KR
MEEED LD LEEIFE1T.I%TH ), EELD
HiEio L - TMiNARFLRE LB L, Jhicdin
LEAMBELXMIET D2 L2 L ) IEHEL AN BY %
WETLRATHREL T 5,

Bifi AEL £ PN i B & il b I8 Y12, carumonam T3, 30
53t 36.6 %, 1 ReRiME 33.9 %, 2 BRRMit 27.1 %, 3 BF
BB 16.1 % TH » 725, Z 160z 4 #
cefotiam'®’, latamoxef'?’,
sulbenicillin'®, ceftizoxime'”% T 30 ~50 % & 8
ENTwb, MRFEVRUDI-HRML HEKIZTE
Zevaht, carumonam (IO HUE A & BT AN
TC 2V, TRIRETH 12,

—REEIC, EHOFNRE RIS L0201, FOEM
AL BT 2 BENHLBELL EISET 52 L0 E
FUETHY, EHIMIRE L ZDOEBERNES I H
DRENHMSH B L HRHENE, LrL, ECI
EHEMIBEDOREIZWEETH ), ERSBAIBRE L @
HIBEIZH ZREDHBN S L ENFIHENL EICZD
RAE LT, BEDNES L MHBNOIBEREH BT
biiTwa, 22T, 4EF2iLEOERERTBL
T B IARB O AR PIBEE &, B L % 5k

cefotetan'*’,
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R ® /237 9 L A4UVER carumonam % v T
oL, DM W TR R A,

312, MW oEB & o Tl ilE S & ALY
WIS LD, T IRIE X IR e
e O ERAL Ti b E, KT R =0.453386
THIB L 7o, wy IS I 4 7+ B &, 304 TIER =
0.230531 & HIBAMEA - 1- 44 60 4%, 120 4r - 180 5

L EILA R =0.5259839, R =0.5286105 THIlYAH*
Ao L, | )G AR BRI L, BRI IRE L B
(ARAR/F A (WS

BRIKIPIZ I & 7 DIpIR Rk o & L TIE, 7T L
Bt D Haoemophilus influenzae, Pseudomonas aer-
Klebsiella  pneumoniae 7 7 L. W ¥t %
Streptococcus pneumoniae, Staphylococcus aureus %
DRHVEL D, LT 7 LIEERE OB & 3z 7
7 LEEME AN B BURN A K T BV AL,
compromised host NI L TH LMiBBEHN_h2g
BV, GLAZ 7 LEBEEKEE, BIZRXET F
BRI 28UaHc H ), 1980 FLIBR X TH
620)0

BEKBN - OEBEL L 2, 77 LEREIRELE
ELTHEZHNBH40213 carumonam I TH
W, HMOESE LN VA HRMEL LA,
HRDEE 77 LB d -6t L T, B—Ii2 penicillin
FEMROL T L LRHER, F7:, 2RI
RIS N T ) R EZEAE 4> T3 S.
aureus DEIHER (MRSA) % X E 2 o, N BBAIZIR
clinidamycin #, tetoracyclline % & DGR BT T,
FLHEEEOBRHLARE E2 T3,

Pseudomonas 1= %t L T CRMN i3 Fig. 1= &<
BEHEH L LD MIC 12 12.5 ug/ml LB, Wik
FERTIIRAFTSOEELEZ LN, TELZHH
MENR £ 72 13RO E 2 & 1L B amynoglycoside
X fosfomycin DHHL B E ¥ 2 T 3,

vV & B

Carumonam D BtiAE A~ NEEAT + YIBR A= TRET L
A

1 KM A+ carumonam ) i BE |3 S4BT
%305y T59.3 ug/ml, 1B¥MIT33.3, 28§RIT18.1,
IBFMIT11.2 pg/ml & %05 72,

2 WAL TIE, SUUBBRALI£ 30 9T 21.7 ug/g.
VBRI T 11.3, 28509C4.9, 3BSRIC 1.8 ug/g & %
272,

3 IR IHENEE L BB RET S
&, 30 rRE R=0.230531, 60 4EF R=0.5259839, 120
41+ 180 47BF R=0.5286105 44k T3 R=0.453386 T

upInosa ,
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TRANSFERENCE OF CARUMONAM FROM SERUM TO LUNG TISSUE

Fumiyuki Inoue, Yasuaki Kamikawa, Osamu Kawamata,

Sadanori Fuchimoto, Kenichi Sakagami and Kunzo Orita

First Department of Surgery, Okayama university Medical School,
5-1 Shikata-cho, Okayama 700, Japan

Eighteen patients, undergoing pulmonary resection for lung disease were administered 1.0 g
carumonam (CRMN) for 30 min by intravenous drip infusion before the operation. The concentra-
tions of CRMN in serum and lung tissue were determined. For several hous, CRMN showed high
concentration in lung tissue and a high concentration ratio of lung tissue to serum concentration.
These results suggest that CRMN will be a useful agent for the prevention and treatment of
pulmonary infection, since it also showed very potent antibacterial activity against Gram-negative
bacteria.



