4388

CHEMOTHERAPY

KMMEE -~ v Rk A\ 7o RBRAYN 6B I ¢ D M BT 5 FF R

B ¥ % B
JN1 03 B ok K R P
€ ¢ RR 17 3 (¢ 9]

(FBfn 55 42 9 A 29 H®&f})

L TR BRREE O RMRR = FALELT, 1% mr=) vIEXI BB Y R LAGIi%
BRERERIC X 5 RROMSLIFH L, CHMEEOLEMEDLHRICOV TR LI,

AR | B SR OMRENERD L FHAUMIMME CORM X M LI &2, Cefotaxime
(CTX) % Gentamicin (GM) % ftf L8, MEBHETHL, BAENKOMPEI KT, A
O MRMANGR M OES LD,

i, —ERMECHAEYREEEE LBEOMAERNROTIL L ERAICRN LR, W
PAEZN 10 BTl P LTyt ThIBEAMML, BETICR, SHERE~-YR
TTiT 24 BEMLLE, SHME~Y ARTIE, 4SB5MLEOREADLETH T, BRI
12 BMAOHAAENEORPEL A THIIY, FMHBAHEEHERL, {1 CTX L GM o
RSV THEETH > 1

HEHBEREROEFHMIC OV TR LR, REFL, CTX BARTLRERKEIESE
LRTEETH -7, CTX & GM DA X h RN LG5 &M TE, LL, &l
REENOBA, CTX BMETIX, BEEST, HHLHAEOMPIEIKTHS CTX L GM off
B X b BETREE Y, I 38N LMY LB E L, ¥-REFXY2/8LER
PR OBENLETH» 0 ]

P, MASREEYH S SHEMEFORS, OB EREOEESR FEEh, Z5V5

APR, 1981

T3 3B IHLLERECOWT, SREILRREEYTTOILENDS XX G,

I. & ! §

SESE, MANHEOMRBEHRC X h HEERRE, &
Sl 5 EREEBIELSRPLTRE, L
L, HRSFAEYEOHRY ciHbo P, L A1k
FRECENT 2R &R REOHMY KB, TV
%o

HAENBROBBLUIR, @EEBRREOMELRLLT,
ESBICEREOERIET OIS, HENRBBA
OB RO RRE L, MARNREY RECHHRE
HRELEBNBERCH- IR, =) vo¥RLit
=) YEE T F Y REAREARRO KRR &
LTEHEhB IR Eo7Y, EOHRALFLWH
EYHEIBBL TR HALLY, BETIRZAbOD
EACHBNEIUEDOEY, T7F7, =vFr.izk
- v7v a7, BAVRRBRELELTH/FVE
BB ST AREBRE LY, RRFEELELOAT
WEEERR, BRRREORRELLCEELShS X
5o TRTWBH,

B2oMERAREEMNOERTH S, BLTIX, E%

DOEFBLEE, TESAQDOHN, XbEAnHCEE
EEEEX L EERELYRIROIME LSS, MATA
Fe 4 PN REANFIT oS AR L
D, BEMOMAHEDOE T X 5, Wbz 0p
portunistic infection”? REH XHh T3, & {EH
iX, &0 targetorgan L L CEETCHB, c0Xik
Compromised host #2iCir<, 5 B BRREERL
DOERE L THORATMEC DT o ¥ET 5 2END
B, P METINBRECBEREL SO L5 CBED
SAMENFETSBAC, WEEO & 5 R0l
BEEES L5 BRI, LiZLbemEcEiLE
7&&&7‘& Z!".)o

RHERRECHT 5 REE LTIk, ETEENER
DBRENEECTH S, ARCITEELT LSV
FMBESRTOBHLVHEWKE, in vitro TRER
EREH LTS b0 RS VL, BRAHRIZSTLH
BHOMBEFFLEWB AR B, in vitro & in
vivo HRCEENED h 5, =05 aMEOREY
BHhLT, {LEmEe X sBRSRY L) —MED



voL. 20 NO. 4

CHEMOTHERAPY

489

sRBER, in vivo CORMNMFTALETH D,

LeMEOBMRMAM # 12, EacLr 510100 —X
oHRNDBN, PRUMRELEF AL LcRRiz,
5 ¢R Buaxe 5 RIE A\ TOMERRMEE S0
REBBB, I Gurexn & Kass'V, PENNINGTON!Y
KEBLOFREN, PR 28 MR TR B B0 By i
ORALENE L TREBRRREN no TS, L
Pl RRBERECN T 5 LLME OB LA
AN LERRIZIEEND 7 {, Woop &I1%1ID 3 xox
Scaumr 6V, XFCRELHY XIUBRKLWW D~
yARAVERRSNRDINTTHY, & MARN
HpLAVCTORRAMRBIZED TPV,

2oe, K MasusEmMA BWRREL T 3 &
ANF <~ AL RE<Y AR AWT, MEKRRIT IS
KBNS LERL, MAMFFOLEMEOHRE
TNV, EToARYABo TR ET
5

II. "R ® 5 &

. SHME~Y Akl XOMSREEREOEN

D #H

(1) R~ R:ICR =V &, K, #EK 22~24g
(4~684)

(2) {EFIMEE : Klebsiella pneumoniae B-54 ¥k (R
KERTIAR ARSI 6 253 hic RS E
#) % Heart Infusion Broth I 48 BFEISRE, SHIC
BRLT 24 BERER LB (1~2x10%mD %AW
12

(3) MERREE (Fig.1): AMBEOBENR S 5 A F
vy VBT, LAY S 2 9y PRX T T ¥
RIVERLEE L, EX» LRI Lich oREHRT
3HREBI

2 F B,

(1) SEMEOEH: <Y R¥Y=—F7 LVKRTT,
1% wn=y) v ERHC 5 BR FTRA SR EREL
TEIE, BRACICOVL TERFIRN TS
o

(2) MEER: EROREERKELHT, 1~2

Fig.1 Aerosol exposure apparatus

Jet

Aspirator

Air Washing
Bottle

x10%ml @ W#, 6~T7ml ¥ 25 HM HiF T REBH
L, Muptk, BRSMc~o 2L BEL, MAEEX
(CFU/lung) 75 & U1 HE iz X 5 M HRN L 35
s 3% 1Y

(3) RMRERENEE: BR LAY 2%, LET
YEERT, hEeCFMF-CRNEEAEK 2ml
X, hEUFL XL, SHCMBERARKT 10 &
MRRFVL/ENL 0.1m]l PoORFRKEHIcLEML,
24 FEMISRUEMBEREXEL, ~v RMiYbh o HE%
RELI, 1EI1M 10 MEL, hbDOMOKBFTE
BL RDTERROMPIENB L L,

2. BEGEIIFAERKORN

Hhs XUHE

RAIE LT 18 BRI 6 RMBR L, £OKD
MR ERB BRI IIE Lico £OMAEREI,
18 3L AV =D T3 DDEADRFPHELRD, *
OBHY ARFROMAEERE L, 2 5IARMMEED
A EBIC R 5 AR AOHALBRORA LK T
RDOTHPEE LI,

1) HREEH

a) Cefotaxime (CTX), 40 mg/kg, 80 mg/kg HKih{E
AR

b) Gentamicin (GM), 1mg/kg, 2 mg/kg HEHEH
23

c) CTX 40mg/kg & GM 1 mg/kg R Z AT
=9 ADKBHMCHE L.

i) ®EHE

a) 1[EE#

b) /A&y L8 : CTX 20mg/kg % 30 4B (B
& 80mg/kg) AEBL LI,

c) R 5% : CTX 40mg/kg, 80mg/kg B
Fift, GM 2mg/kg BRI X U CTX 40mg/kg
& GM 1mg/kg SHARICOWT, 6FsifE 3 @4 L
BE, Ibic 12 BMBCAROEBRE VELLSH
B oWTHRERRORB YR LI, &k, Thb
DEEFECOWTIE, 1HS5EE LTRARCETERRD
WTH BT L,

3. BEURM oK

sz, CTX 40mg/kg, 80mg/ke BufEMF,
CM 2mg/kg BisufEfR, CTX 40mgkg & GM 1
nglkg BHARY 1 A 3E&KSFL, BRI, 3HM,
5EM, 7HBMs X010 BRIRGC AT, bR
14 B ¥ CORBRETELRD I, KL, £4 10
Eo=7 A E{ER LI,

4. MEOHMBBCRIETEADRCOVTORY

Heart Infusion Broth i 48 BsRlsE#t X LTkl L



460

CHEMOTHERAPY

APR. 1981

Fig.2 Effect of entibiotics on the growth curve
of bacteria

After contact
with antibiotica _
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Fig.3 Scanning electron micrograph of the bron-
chus 5 days after the transnasal application
of 5 drops of 1% formaldehyde (x2000)
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Fig.4 Scanning electron micrograph of the lung
5 days after the transnasal application of 5
drops of 1% formaldehyde (x900)

Fig.5 Viable counts of bacteria in murine lung
and cumulative mortality of mice challenged
with Klebsiella
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Fig.6 Lung of a mouse 18 hours after challenging
with Klebsislla B-54 (HE stain X 100)
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Fig.8 Viable counts and decreasing rate of bac-
teria in murine lung treated with single in-
jection of antibiotics (Control mice)
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Fig.9 Viable counts and decreasing rates of bac-
teria in murine lung treated with single in-
jection of antibiotics (Control mice)
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Fig.10 Viable counts and decreasing rate of bac-
teria in murine lung treated with single
injection of antibiotics (Formalin treated
mice)
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Fig.11 Visble counts and decressing rate of bac-
teria in murine lung treated with single
injection of antibiotics (Formalin treated
mice)
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Fig.12 Viable counts and decreasing rate of bac
teria in murine lung treated with single
and divided injection of antibiotics (Cont-

rol mice)
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_Fig.18 Viable counts and decreasing rate of bac-
teria in murine lung treated with single
and divided injection of antibiotics (For-
malin treated mice)

——a CTX 80ns/ks n=3

Nemomx DIVM injection
CTX 20mg/kg x4

CFU/lung

Hours| 3hr | 6hr | 9hr | 12hr | 2¢hr
CTX80me/ke [ -0.967 | -1.745| -0.358 -0.653 ] -2.046
CTX20% M 306 | -2.370| -2.268  -1.209|-0.877
Significanced N.S. | N.S. [P<0.2

D.R.

Fig.14 Viable counts of bacteria in murine lung
and cumulative mortality of mice treated
with repeated injection of antibiotics (Con-

trol mice)
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Fig.15 Viable counts of bacteria in murine lung
and cumulative mortality of mice treated

with repeated injection of antibiotics (Con-
trol mice)
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Fig.16 Viable counts of bacteria in murine lung
and cumulative mortality of mice treated
with repeated injection of antibiotics (Con-

trol mice)
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Fig.17 Viable counts of bacteria in murine lung
and cumulative mortality of mice treated
with repeated injection of antibiotics (Con-
trol mice)
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Fig.18 Viable counts of bacteria in murine lung
and cumulative mortality of mice treated
with repeated injection of antnbxotlcs ‘(For-
malin ‘treated mice)

o CTX 80mg/kg ©——0 for one day
10 @---0 for two deys

whb b4, nsi

£ 10° [
S 10
& 107 .
lo’ 1S II‘I
L e

0 6 12 24 30 36 48 60 hours

R

» 100 ! 06— for one day
E 8 i #==-9 for two days
H
H / n=5
¢ & -
2
e !
3 40 H
8 i
3 i
20|
rd
sy |
1230567ﬂ910111213“d1y1

ThHH LRI L, LaL, CTX 80mg/kg 5 Liz
BEOML, Fig.15 wRTLED, 1BHETH 24
RIS 10 LIT & h 36 Rl TREREL,

FECED 80% Thoto XBHK, 2 HEETIX, 48~
60 B¥Mx CHINARE 10 LT Thh, kb 60
% LW Lico GM 2mg/kg 1 H#¥& T2 Fig. 16 1nR
TEkD, 24 BMKCHAEER 10 LITEkD, 3
60 BEf] % THEBEL, FETSXR 80% TdH -7 Kic CTX
40mg/kg L GM 1mg/kg DPEA, 1 HiY¥L5 ¢, Fig.
17 wR TR, BREERROE LERH, T, 12 ¥

Miggic 10 LIF&7eD, 60 BERIXCREMEL, FECRIL

60% Thoteo wibE
@ KEEE-<-vAR:Fig.18 RFETEsh, CTX

Fig.19 Viable counts of bacteris in murine Jung

" and cumulstive mortality of mice treated

with repeated injection of antibiotics (For-
malin treated mice)
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Fig.20 Viable counts of bacteria in murine lung
and cumulative mortality of mice treated
with repeated injection of antibiotics (For-
malin treated mice)
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Table1 Decreasing rate of bacteria in murine
lung treated with repeated injection of
-various nntnbloncs e

Decrea;ing rate | Hours
CFU/lung
Antibiotics 6hr | 12hr | o
CTX 40mg/kg | —0.942 | —3.202 6
- | CTX 80mg/kg | —1.530 | —8.854 12
£ |eM 2mg/kg | —1.935 | —2.960 | 36
§ | CTX 40mg/kg
+ —8.354 | —4.578 | >86
GM 1mg/kg .
. CTX 80mg/kg | —0.621 | —1.877 >6
‘-}"- GM 2mg/kg | —1.743 | —1.960 24
E [CTX 40mg/kg
8 —1.860 | —2.507 | 24
GM 1mg/kg

Fig.21 Cumulative mortality of mice chal-
lenged with Klebsiella and treated with
antibiotics (Control mice)
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Fig.22 Cumulative mortality of mice challenged
with Klebsiella and treated with antibiotics
(Formalin treated mice)
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GM 2mg/kg 7' & %I 60% #RL, BHAMETL 40%
TH-To

7 AR S TiX, CTX 80 mg/kg ¥ T 60%, GM
2mglkg BTt 30%, CTX & GM o AT 20%
DR TH-To EHIKPEEERL, 10 ARETS
E, DHREETIIE0ER LB, 0% 5 At
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Table 2 Effect of CTX on the growth curve of
Klebsiella B-54

Table 3 Combined action of CTX and GM op
the growth curve of Klebsiella B-54

Contact time Contact time
1hr 2 hr 4 hr 3hr-
Concent. Concent,
4 MIC 4.6 5.4 7.1 CTX 8MIC+GM 2MIC 18.1
8 MIC 4.8 5.5 7.6 CTX 8MIC 49
16 MIC 4.6 6.4 8.7 CTX 16 MIC 6.4
32 MIC 4.9 7.3 GM 2MIC 14.5
Control 4.6 GM 4 MIC 15.0
1MIC: <0.1 ug/ml Control 3.9
1MIC
O CTX R5 AMORLEC LTHETHIR 20% T CTX : <0.1 pg/ml
GM : 0.39 ug/ml

Hotco LML, CTX 80 mg/kg LTI, BMPDIE
THIRED bhich ol REPIEE, BRELLT?
BHBEOBELAILL 60% OBVWETETH -1,

e85, FETHOWTIL, SHRLLAMKTETSS
EERER LI, ¥, —HiconT, i, BROMAM
PRI LSRR E Bbh 2 0 RBMEIT 0
Moty 7ofil, GM 2mglkg ¥ 5 AR L Li-BaD
—HBoFEM R LEOBRE L REOEEL ALK
o

K% 3. BEOHMAMCRIFTESDRI=OVLTO
st

BARALEREE LM X332 JI%E Li: Kiebsiella
B-54 #kici35% CTX & GM o MIC 1, *h¥h
0.1 pg/ml LIF, 0.39 pg/ml TH 1o

AR & ERBFHIOBIfRIC OV TR T 5 BT,
CTX 4 MIC, 8 MIC, 16 MIC, 32 MIC ¥¥h ¥h,
160, 265M,) 4 RSB L X B a0, FHM
BAtA ¥ TORsM% Table 2 IR Lic, HARRSRAIAS 2 BEM)
BEChahid, RMBECHALTHOTINTRIINE
WHEBRRHOERNR RO, SHLKA—RETH-»
THEMBMYESTA 20X, BHhEHMEMN
RIS DERNED bhic, Tibd, 4 MIC 2 B
BB A, 32 MIC, 1RMHEMIES L0 LFH
FBARABERIIER L, 32 MIC 2 BjfslsEfk s 4 MIC 4
Rl & B ERISOPRTH -1

RiT, HAMEFHEIY 3R E—EI L, CTX & GM 0o
BtRYE Y BRE Lok Table 3 iR L7, GM 2
MIC, 4 MIC ¥RpnBs o BN, ThEh
14.5, 150 eI TH b, HMMEY 2 I LT HHEHM
BARGEFRIICIL, 12 L A EREEA R OR TV A%, GM 2
MIC ¥ CTX 8MIC #Mnx 5z LicX b 18.1 B &
Eﬁﬁ;%b Btho

IV. * - 3
w=w) YEBR XD KERE~ Y A, HRNECRHR

EOBE, HREOEESSEDOIRTHY, HASE
CXERMBBRELITO &, B 27 BRI CiE, AN
L REBOMIC WAERNIC RWED 25 Booh
oo EHIT 42 B OMBER OBEIX LEMERH
X DEHTH -0 RRAITLICHT 5H—BETL,
HALEY, ECR, EROMICET, WIhbHb
PEBERI DK T,

COXSNAHOERDERE LT, F1MoRS
BrHE  BE3 5 MY ¥ 5h 5, GREEN & Kas-
SMY 4x, RO MHREIHMMLE LT, (1) RYrHEDn |
THBA L X 5 & -+ % Mechanical Clearance (2) Bt |
=787 y—2, HOXRSH /%Y WL Phagocytic
Mechanism % & b, BREGPHIEVTR, LK
R~ 7r7 - cORBREYRA LI, SERI B
TREME Y AT, BEDKREHEH T Mechani-
cal Clearance DETRERICEBINZDTHIN,
2p 5L Staphylococcus aurews T
Mechanical Clearance ¥ #3f L= R Cit 22% LT T
»YH, @E~v A (16%) LOMEHEREZRTEEL
8% % 0 L#x bz, Phagocytic mechanism £\
TIXE HIRHMRAIZT - T iRvas, s L)
BAohiciiiR~27e7 » - X L 75 BRRESE
DRREDa v} v — A LFA L ED RS intracellular
Killing 223 DETF#Bbl, ILKEBLRAELY
2R TWAHDWEEE v 7Y VAR T 7™
U OBERALICEE LTV 5 & vbh T HY, AEER
BEEIC X B~ 2 B 7 5 — OEREOETRE Y
X bhb, ¥1-, SMITH & WooD &Rk obk
BRCET, 4RO SRENRORAELE
BRLTV 52, SEM#E~ v 20RROBA, BB~
787 -k MROVTHE L ) S(BFLTE
PRSEOBRETH 5,

2K, HENEOR~ORSESTEOMNEI#I0
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1o HNOMBBIY EATS RFLLT, RaW
1, RERNO stage IKBIK L, Mgk DRBHH\ R
B rERMRIERLER LT3 O TRERL X it
SRRO B BETHE L LTV Ba ER ALY
i, HAEWROMBHBMT D& Lis LL, S
F~ o AOBA, EMMTEOMIEIT X ) H~OHLE
PROBITIETHS D = L FMEZh 2,

w3, BEMBRICENOMEOBREII®LARON
EVHOMEA DDA, HRELBIMS LIRS 18 Rtk
ol eNE, AT RIZRE <Y R L RRxERR
5hf£ﬂ")f-o

uJ: Mm%~ v 2 ORBHLOMEIZL L b I
m(é&olﬁﬁftb»- Wihice X SEiE~
AR AV TORRIMS OEMIZ, REREBRRIED R
R 7 A L LTESMERTOWRICH AL I &
el Y0 2% (RN

HEwR 1| B8 5% OMPAERERS & BN ¥
TORSMLRN LI-#&R, CTX & GM oftfrEk\
T, BENEOWP R R S HEBRLT, L haR
ETRL, BE-oEMMMMAE CORMERYRED, ¥
i, Biophotometer 1= X 5 in vitro DR T L AEROK
Ry TR, BRBERRENTS CTX & GM ©
HARENTHD LEX O, HXBRECHTE L7
rrAR) YRAEWE L 7 3 2 BRAEHBROHAL
Rit invitro TRH LR TV H5, SEENT-~
Vz’irmb"tﬂ)%&&bliﬁﬁo?"m:hu THHLIRE
HCH o T, R HMi2, Pseudomonas aeruginosa 1.5}
LT, AR~=vY v (CBPC, SBPC) k7 : 7 X}t
£%RE (GM, DKB) DftRZRZED, HEOLES
bEORMEHB LTV 5, Thbd, GM L X 54k
ZMOYMi L Penicillin I % Peptidoglycan AKX
EWy 2T S DR L Penicillin AT HZ LI X
b, GM X hE MREADOEARKOBTHS ) +
S-hDEIREAACEELEG B THHS L
LB, 7y m 2# ) VRAEHE b BR~= )
v RBCMED Cell Wall % attach 3573 GM 2t
LOESHRBRRAD B Bl ELLRD,

CTX 20mg/kg 30 245 4 B %4 & CTX 80mg/
K 1ERETI, 5o EREHIREEROR
PRemT, MMBBREOER b Bbhi, HEEY
OWAIL, 1ERE X h BEMFREL EVOTHD
B, RO BRSNS & < 705 7o W L HLAEMR
ORMEMS RS EB L E2Hh3, Lk CTX ©
%6, OFRED ETH EL»THHOT 1 EHRSL
MEEOMTY ) B E Bohiobh b Mhi
Vo I & XA B 35 X DRSBTS #4512 EAGLE

B0 R & LTRF B, STILLESW D% { Dy
BBDH, MgMMIcT5 CTX Opkiz, Lok
MM REE LMD D X b, WicHh/cRAIMBE L RS
KRR EMSRIBINLIOVBRATEBEVR S,
S D in vivo TO RKRKR X Biophotometer % A \» T
D in vitro DRRTH MMOKRABONATE DY, X
ot 7 2 aR) YRAEHRIZOWTHEAMTH -
TN ZDXS RN, BBk~ Y A %A
WT, #ME7 > ARY YREEHRICOWTLIAL
~2E s L 3ES/MESCONCTERRGRYRN L
BStTh, 1 BHESEAFR LCHhL 3 ELSNMEELE
TH - AT 500, EAGLE 51002, ¥HHH,
Mg MRMIcx$% PCG PR Y H HEOES HER
HEREY Iz, MBEARES X » FEEEEDRD
2, —ERMCEETAEAPIR TTE LT 5,
I, BNEM, HREFNRLE, EFOEH
#EEL Rics - EATFHERBLEL, KIBE, RIR
BED 75 AHRE % iz SBPC, Cephalothin
(CET), GM &% F\T, in vitro L invivo DRR%
TR, RIRECxT5 SBPC, T-1220 i, Al
BEXYBRAEDMEL EHFEIh RN X DERLR
HMEFTLBHEL, GM Z07 I/ BRAEHEIL, HY
MEOHINBMFHETHE LI, ¥, €77, RAKEY ¥
RyiEHE, CET, CEZ ¥ AV TARERYT 5%
YKL, 1EHE X VEERERL VB TEVED
WEOHRFEMNERL LT\ 5,
—ERMMEO AN BERE T X HMABEEMEL <Y
A5 BEARIT DWW TR LR, MREEEK
210 LT LT £ Tt hIEThiEmRig
ML, BETacniy, BE~YARTR, bR
24 BRI E, SoNMEE <Y AR TR 48 RFH LI E Ok
AOETH %, EAGLE HLVOERIC X5 & Wit
PCG % B-HAHIc—ERMEM X2 5 &L BHEIIT
BT5H2, FOH%_=29)r—¥T PCG E¥IMLTDH
TR ERRe Y, HMT 5 ¥ TO lag time HFEL,
ChuL in vivo T\ TC, XD RSB EXHEL
T b, AERICIT BIAEER 10 LI ORkfER
12, oo lagtime KNS THEELLR, OMOH
EHESFREED FRER>Tw5 L Bbhb, lag
time OEFIZ, $HIRPTHSA, BELWX, £F
MR ] & h O CHEHE S FHiT#E LTl
A EET A IS EHE LTV 5, S HRBREAMRE
2 12 BERAOHNEEROBLE1RKTHIE, B
RAEK 10 DIFORMKEMAERL, <k CTX &
GM 0 BRI RSWT EETH-To BE=YAHI,
CTX HTbiEhEIeBicn, CTX L GM off
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A X RN OSMATIHETH 7, L L, &l
fed -~y AROPA IR, CTX MiTix, ARMATL
BRI, MNENKRORPELKTH - CTX
& GM oftRORARKETREBTE TS 1o WA
CALEREORBU A TRINDIFTATHD L HL T
50 L LEHAMIZ, M¥~v 2RIy 2L EIER
THLERR T, COX S AEMERTIE, XOR
W Ll X el h - o B, 24 B
MIRICIAEEE 10 LTIz » T oMz ifise
BRXERCSEL TR, MAMRRINc kT3 HEN
OB T RICRENKETA Y, & i~
77— SORBEDETHRRERTES 5, 2530
15 X b ES ROV TR ELI
BNETTHILEN DD L EL TV B,

53, KFEO—Miz, % 27 BEELLEMEZLER
ABIVEIRTBRAC KV TREL L,

i ®»

Mr#rrclp, HEX HMEBY X LCRM
HEHKERRCERE T Lk, AFECHBEYTH
WA RESHE S IR HHEV R RERERE =
RFANEE, HEMBA ©AXTFECRMLET,
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STUDIES ON CHEMOTHERAPY OF EXPERIMENTAL KLEBSIELLA
PNEUMONIA IN MICE WITH LUNG INJURY

Yosumuiko TanNo
Division of Respiratory Disease,
Department of Internal Medicine,
Kawasaki Medical School, Kurashiki

(Director : Professor RINZO SOEJIMA)

Studies on the efficacy of chemotherapy of experimental Klebsiella pneumonia were made on mice
with lung injury (the mice transnasally instilled with one percent formaldehyde) as an experimental :
mode] of intractable respiratory infections.

In the investigation that pneumonia was treated with a single injection of Cefotaxime (CTX) or/
and Gentamicin (GM), the following result was obtained. Viable counts of bacteria in murine lung
decreased more rapidly and regrowth time was prolonged much more when treated with a combination
of CTX and GM than when treated with CTX or GM alone.

As for pneumonia treated with a repeated injection of CTX or/fand GM, it was not cured even
when viable counts of bacteria in murine lung had decreased less than 10 CFU/lung. It was necessary
to continue the treatment for more than 24 hours to cure pneumonia in controlled mice, and for
more than 48 hours in mice with lung injury. When viable counts of bacteria in murine lung
decreased more rapidly within 12 hours, duration of less than 10 CFU/lung persisted longer, especially
treated with a combination of CTX and GM. i

For the survival of mice with pneumonia treated with CTX or/and GM the following results were
obtained. Pneumonia in controlled mice was cured with a treatment of CTX or GM alone. But pneu-
monia in mice with lung injury was not cured with the treatment of either CTX of GM. It was
necessary for these mice to be treated with a combination of CTX and GM, which decreased viable
counts of bacteria in murine lung more rapidly, necessiating yet longer duration of therapy. '

These results suggested that initial intensive chemotherapy was more important for the treatment
of pneumonia in mice with lung injury and long duration of therapy was necessary. Experimental
studies should be contiuea on more intensive chemotherapy for pneumonia in animals with decreased
lung defense.



