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BHRBRAOILEREC AT 5 ERIOFE
KIGBHEPAZE N B BT S0 X B HE

® #® B #
ERBRFEFRUWREBHERE
(X : BTE—BHE)

(B%n 54 £ 5 A 21 BHZA)

E.coli NIHJ-JC2 #% 1 fI0ORBEHRFEC LT EEL CRRXRHBRB RO KL & &K
HUTco 24 BRIBCIIBEANREL, 48 BAIHCIBEBROKYT, 72 BRI LOTRE
b, THRCIEH LB, 13 ARKEBEYER LV BEBERTROMA LI 2BUEE
Zico FROARIMBEBAIERFED 48 B, 72 BRI, 7 BEOLFMic ABPC 20, 100mg/
kg BHEREEOMBED, RPBEGSFIC X 5EERDEL T, HPHOETTEH BN
ARSI T EABC LY 1/5 ETET L, LALKE, BHEAREL  MIC ORI
EL?’CQ

FROBEBAORIMO 48 BiI% (AR), FRHO 72 B% (BF) »5 ABPC 20mg/
kg ¥ 1EMEHREL, 1y FRCERLTE L LURBAKHCRA L A BERHRIED TH
T Th o120 PEFAEHF L LT Glycyrrhizin, Lysozyme, 7-Globulin, Prednisolone PHEL
TMEDBRE D Ieh »Too 40mg/kg BEDOKEIARTIRIFLHENE ORI, BHTIE
% oteo 100 mg/kg HEBTIEEE T BROBM,» OB (CH) ZBML A, BHT
BEOHEL A0mg/keg JEF L KE R oTedt, CHTRBRIBD TREST THo T

BEBAOKBICIIREHCED ELYEOLERENVLETLHY, REDEAREDSSEM T
Die ) DR BEOEFBENUETHS Z ENREI B2, —FEL T dose response (338

bR\

1. # E

DRBHERC SV TRBERE, LeBRER
i, RERBEBREYERTIEABEENFET S LN
BT BRE OB NSV, L LRER VT 51
LR OBERBFECOVTRVWEE—EL g
i, KRB TREMELERL T %,

PREBNEREENFET > HEREBERE X OBR
CowTit, ex tOEBRENBEETH-TH, ¥
OBREXFirbirVWR AR ER N E—RICE
LbhTWwb, REBBEENFET HBETEROER
L TRREMERICS LV, REO/ED LRE
% o wEBic E. coli, Proteus mirabilis, Ps. aerugi-
nosa ¥ FAECEELT, VWIhbERELERN
WERANRETHC LYBRAL, FEHEROHRC
ovr&ﬁLﬁ%LTVEOME”uP&umyww
NCTC 10490 #k7s & e BEK LML LRERBRNE
EBW& s\, CBPC, GM & X 5 AR % B KH-
BrE e, MIC, MBC & 0BE2 bR L o
=3 RO BEPE R & AV T E. coli NIHJ-JC 2 g

B X s ERMNBETAYERL, KABEEBEBRC
Found %45 1 BIREA © 10T H 5 Ampicillin (ABPC)
YRCT—EPMLEREYBTLC, TORMRERE
Lo £0EEMIE, BREBRCLVLT 2EEREOR
B0z, BERERPOECIL,TEDLIK
BEIhBs, X0 RFERELETThER
HEEEBLAOBBIELrCBLh, BUBRBRAND
BRI CE BB T A L0 bb, El—HH
LA CHAShbEan S WL FE 2L bh D Iy
sozyme, glycyrrhizin, 7-globulin, predonisolon 7g
oA ABEBAOBRCES IETERCO VTR
E AR
II. EBRAEROVICHK

1. EREERAOEREAEKRCVTARNEFRE

BE

i RS

B AL SRR e A WK TR RIKC X
~>T, FERAFAEFITEHB ABPC @ E.coli NIH] #ic
e T AR/ANEEIRILRE MIC) ZAE L. BEHE
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FPIE AR o fESLi 3 7o » Tik ABPC 100 ug/ml
BB, OIERFRLT 0.24g/ml ¥TD 10 BB E
%#{E b, Heart Infusion FEXELH (%:0F) pH7.2 (LLF
HI s L g 3) %ML, 50~60°C i, LED
ABPC Bili %850 1/9 Bz TI K BEERTY v —
VIZHTE L TFR & Lo HE A tryptosoy broth
(=9 ¥v) B\, E.coli NIH] ## 1 SEEE
L, @Eick s MIC 0FBERET 5o 108/
ml A8 10%/ml ¥C7EEOEKLRE L. ThX
hOBEBREARH 1mm 0FEF X AV CREZHHIER
By 2cm EFRHRHKL 37°C, 18 BEEEHE L B
RO ELTERET I PLIE S hick/ MNEE R b » TMIC
HE L o

i KERRUSK

BEEE R 109/ml, 103/ml Tz MIC 1 3. 12 ug/ml
#1L®»L, 104/ml~108/ml ¢i% 6.25 ug/ml, 107/ml~
10%/ml ¢i% 12.5 ug/ml T h, ABPC 0 E. coli NIH]
Bricfon3 s MIC BEEEEC X VEHT 5 L8
Bl ARRTREEFEY 108/ml L LT,
ABPC 0 E.coli NIH] #iz -\ 35 MIC % 6.25 ug/
ml &ﬁ%bf:o

2. FE#HFRFwwTs ABPC ofmisd, RbEE

D MmEFRE

i KBRHE

RIE DR FMEMEREREC 152 3 & L T ABPC
% 20mg/kg % X OF 100 mg/kg 1 @HERS Lo &
E 1, 3, 5 SN LnEYSE L, REEHIT
Bacillus subtilis ATCC 6633 fa{FH L # /8 FikH
y TER X DRE LT @RI~ v 10g, A=
¥ 5g, %K 15g, NaCl 2.5g, 7%k 1.OL (pH
6.8) T, D 20ml v »—VRSELEBLZIFHL
too D\ tryptosoy broth -G 24 BRfELa% Li-RE
W74 2% 50~60°C Ifftw T\ 5 LA TSI
BAL, £0 4ml 2FEHFERCOAHNB X 5L TERE
oL CTEBEHEFR L, TOXRBCAT vV
ABMOREA NS v 7 (HR 6 mm, R 8mm, FI 10
mm OFHE) % 1~4 BEE, »y 7ACEEHBRIFR
DI DIEF| OEEMBEE B (100 ug/ml 26 DRERFH
) LHtrigrciiicL, 4°C T 4RFHIKEHRE S
. 37°C, 18 BERIEE Lo BHIEMOERIL , FALH
WTHISE U oo BEEEBRERIERL O 722 O F RIITITR K1
igﬁz’?}:ﬁ\d‘?’:o

i TR

IER A Fig.1 wl®»7, ABPC 20 mg/kg #4
Tkl EED v — 72 1% SH b, 15.8 ug/ml
LB LA, MBI EEED MIC 6. 25 ug/ml

Fig.1 Serum levels of ABPC after a single
injection in normal rabbits

T (7
X

o ~e x--=-~-x ABPC 100mg/kg

x o x ABPC 20mg/kg
. o——o + -G. 30mg/kg

. o—— +Pred. 0.5mg/kg

\ a&——a +SNMC 3ml/R.

\ +—— +Lyso. 20mg/R.

\ B. sub. ATCC6633

\ Thin layer cup method

'y (standard;

pH7.2 phosphate buffer)

1 3 Shrs.

Fig.2 Urinary excretion of ABPC

ug/ml
ABPC 0 200 400 600 800 1.000,,2.000urinary recovery
20mg /kg [ T T T T 7, ( Shrs. %)
only 8 °
50.9
57.0
37.0

Feced 0- 2hrs.
™ 2-5hrs.

LRABED 6.2ug/ml L LI, ABPC 100 mg/kg
BETHE— 712 1 ERI%ic s b, dose response #L
BHLT 76.5ug/ml wEL, 5E%TH 8 1ug/ml
& MIC # i@ fo,

2) Rl

i EBRAE

ABPC B 5/ No.3 x5 b v« 35— F L CHERL,
BbtE g LicDb s 5 —F L % FE Ui, ABPC20
mg/kg HEL 5% 5 BRI TR LT Reh BENE
RATECI 7 R R RISE & B R O MBER b » 7
THIAT L oo BR¥ERIE ABPC JFk% PBS (pH7.2) C
FRLUGRE L7 '

i EERAGE

ABPC 20 mg/kg 54 m b 2 WA & TORHBE
13 950 pg/ml, 2~5 BER]CIX 225 ug/ml 2 L1, 5
5 ¥ CORPEUKR 45.0% Tho 1o (Fig. 2),

3. fhIEKIBARD ABPC Diifd, R
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1) miEFEE

i RBRAE

WP R R R 1T 2L LT, ABPC 20 mg/kg 12
PFRZEK) & L T glycyrrhizin (SNMC) 3 ml/Z, ly-
sozyme(Ly.) 20 mg/), 7-globulin (r-G) 30 mg/kg,
prednisolone (Pred.) 0.5mg/kg ##5 L 4 #wo
WTHE LT %5 1, 3, 5B ERMm L il % 55
Ltco WEFELRIE L MO HiEx At

i ERBUE

MEbEEDOY— 272 Fig 1Dt h £B & 4 185
#%itd - 7co ABPC 20 mg/kg #AhEy 5 o 1 BfE)(#E 15.8
pg/ml TR T, v-G AT 19.7 ug/ml L ReREE
FLHLICH, WThOEH IRV TL A X 5 MmiE
BEOCHEBEEZIZEDLRILh 57, 3, 5 BB IS
HLELABOMEY LD LI, 1BHEERERE IER
@HAER”E E. coli NIHJ #o MIC kX< 38 Ty
5H, 3EFREMETIL MIC rizixREXL® L, 5K
fEizVFhdy MIC #Fi@. 1,

2) RPEE

i EBRFE®

ABPC 5 X U'BFREHIR 5% 2, 5 M¥f ¥ CREBE
HT =T ATERR LI WIEH AR O % & Rk
BIloto

Table 1 Clinical course of experimental pyelone-
phritis in rabbits inoculated with E.coli

NIHJ-]JC 2

No. inceutation| WBC (1 CRPFYeignepiti
102 Oh | 4400 1 —
103 0h ’ 6,300 1 | —
119  24h 3,200 1 — +
120 24h i 5, 700 ’ 1 {— +
113 48h 15,400 6 — +
114 48h | 13, 400 6 — +
106 72h 15,500 70 @ — H+
166 72h 8,900 10 — +
121 | 1w ‘ 10, 100 \ 133 | — H#
123 IW | 6,000 - Ay

7 1M i ooo 1 — +
13 1M 5, 700 1.5 — +H

FORBELL 2B I CRBSBERYLDL, F0%
5 & Tk b O RPHEME R (Fig. 2), 5
B ¥ coRPEIRE L Ly, BEo 37.0% »-5 SNMC
PED 57.0% ORI H - 7chy, EFCIHEHEL S
I Y REHOBEEECIDLDEEL DN,

4. E. coli NIH] #kic X 5 R BREBIVBEREB L OIER

& DM

i EEBRBUR 1) EBRFELOLOCHE
Table 2 Pyelonephritic change following inoculation of E.coli NIH]J
into stenosed ureter in rabbits without treatment
Tix;ne N B. fW (kg) - - Culi{rf - Hlstopathologlcalr ﬁndmg ~ Pyelonephritic
° if o a {)erf/ i rt/lt Paren- | Pelvic Bladder Micro- Infilt- P elms change
sacril. elore | chyma | urine urine abscess ‘ ration y |
2.35/2. 40 1 3 L ﬁ +
24h " 120 (0. 98) 1.8 i 0 0 i 0 + i + | T
| ! | |
24h | 119 2'((%%2')25 1.8 23x10' 0 3x100 — £ H# +
48h 113 2'(3%3‘)70 1.6 ‘ 13X10° o 10 - + H +
2.00/2. 50 5 5 | _
48 h 1114 (0. 80) 1.2 ‘ 16 X10 0 ‘ 10 I + + +
2.12/2. 28 ‘ .| s
72h | 106 “5"53) 1.3? 24X10 | 0 10 + | + + H+
2.00/2. 30 4 7 |
72h 166 (0. 87) 1.8 | 2X10 | 5X10 0 + ‘ + +
. | — — . _ I
w121 1'(8%%25 2.6 17x10° 92x10° 14x10°  # + #
. ‘ ‘ ‘ ‘ !
. | | | |
W 123 2'((2)%2‘)25 40 2x10°  32X10°  1x10° #H + #
I — : B _ B
2.80/3.00 | ! 1 l
1M 7 (0. 93) 3.5 0 0 0 + + +
M 13 2(20/2 50 26 0 0 o | = # + #

88) |
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BPERRRE (FE 2.1~2.5kg) ¥AV1IFF2PE
L THRELI, E. coli NIH] #% tryptosoy broth ¢
1RHEEREL, AEAEKTI00 EHFRLCEREE
Bl

FROTHESDEZHEL, 2—FFvF, 7Traz—1H
B =— T AKE T CTESCERYREZ b, Bt
FHNANBEH L CARE RO TRl i, L3
BEo 0.1ml <y b —4CLTHREAL, $%2f
ALEZORBTRELY 3BBARATELIBRLLDOD
SR HRFE L TRERTER Ui BIRREHAERITEAME
T, SRIATC 2 — FFv F 2B Lico FETEME
THEL, 24, 48, 72 B, 1BMRIO 1y A%
KHEmERY, HRikfE, CRP 2@EL, =—7 VHREE
TrERL, BUBEHE BRR BYROMEEES
&, OIMEER XOBE, BEOHREHRELR IR
oo BREDEREHRCHIC» TIRERNCERLMH
HLUEEREY, KE SEATFCIV5 XDk
LTHEL, #Eox— 1 LcDb, ERKTERLT
B LUBHAK 1g POEERE L THIZE L,

2) FERHBFLBROBILBE

Table 1 TRBRMBREBERAOBRILARY ¥ LT, M
HEERERROGE, 1H2TORKOFER, 24

Fig. 3 24 hours after inoculation of E. coli
NIHJ-JC 2 HE stain, Macrosection

Fig.5 48 hours after inoculation of E.coli
NIHJ-JC 2 HE stain, Macrosection

Rk, MR BCRERRED ol
BB 48 BRSO 14, 300, 15,400, 72 RERdHE
9,900, 15,500 L %% L» LT, #ILME (60 21fH) ik
48 Brflic ey L L, 72 BRI T 2 FF5 65
mm L IEECTAEL, 48~72 BRI CanBER SNRE
LT3z LRSI, LEBERCIXEmIBRE 6, 000,
10,100, FRILEL 2 P75 136 mm LT L 7ohs, CRP
EEHTho o

48, 72 B, 1 BM#OBEE O HEEBEE TV
Thi 10°/ml Lk E. coli %R LT, B RER
DFER, 72 B0 2BME CRERERL LD, O
MEEFETDS 48, 72 BHBCIIBERESR 2 L DT, Bt
R BT 2 38R ¥ ek 105/ml LI ESE®, 1 P 108
ml BEOMERIER LT Tholo 17 H L,
BEE, BERPCABEIEDI T,
BABORRMFT R, BUFCEXTEERN 1.2
L B R L Thvle, R, SIE O RRMIBETR L
72 BE#E»HRD O, 1 BEHRCIIDRER TR
o

FEE S APT Bz Table 2 w—& 1, Fig. 3~1212
B, 0k 24 FEBCBREET OZE W M
faRE L BIREAOEEY AR LD, —HORMENOH

Fig.4 Pyelitis occurs 24 hours after the
inoculation. HE stain, 10X2.5

Fig. 6 Polymorphnucleic leucocytes infiltration in
the interstium. 48 hours after the inoculation.
HE stain, 20X2.5

. -
3% AT
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Fig. 7 Macrosection of the kidney. 72 hours after
inoculation of E.coli NIHJ-JC 2

Fig. 9 Macrosection of the kidney one week after
the inoculation, Macroabscesses disseminate.

Fig. 8 Microabscesses are already found 72 hours

after the inoculation. HE stain, 20%x2.5
R T en

Fig. 10 Microabscesses are predominent one week

after the inoculation. HE stain, 10Xx2.5

Fig. 11 Macrosection of the kidney one month
after the inoculation.

Fig. 12 Microabscess and cellular infiltration remain

with interstitial fibrosis. HE stain, 10X2.5

MEREH L EER BT 5 BmEROFEEL b OB AN
REhr, RMEOBREDIELHEDOHM S HEDHH
o, Lo TR T TRBHRLAMSRILL T
ZLEELBDL T A, 48 BEBIBELOFTRZ
BELh, BREAALEECII Y OBRECEA
DEEMEROREY#AD D, & MBEFAECEIM
HREENER TH o —HMOARRBAIC BT HMER
DEANADLND, ChHLOFREM»D 48 B i
SHBEBANRIZILTCHBLEE 2 bhb, 72 Btk
CIHE AMBRBETE b L, REM/MNMEE
OEERXAD HH, RATNCIIBORAKIRL R

Vi 0FE D 48, 72 BB ANBTET AL V2 %,
1 BRB I MEOMERE, NEEERIEBR L v
b, REEAIBMERAENTET 5, - ORIt
BHBAE V2 HEMBTRBROBHONMR T 5,
13 AMEHOFCRMEOKRMENL,NER LD, —
CILEABRBENZD ORS00, hich O
NNBE, MEOMBEREORE,NAD LR, —Ho0 KM
BTRCIBMBRFARELA bR S, BRBEETORES K
FT 5. CORATIBEGSAERIIED bic\ b,
RIEFTROS X VEHEREAPCA T B0 LHE
bbb,
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LAk, E.coli NTHJ Bia#1& L 7o K RRBRIVE LB 2
DORIEEEH S, BEEE 24 AR T TBERLN
BT L, BEMABIEIhTWAZ LR LDL, 48~T21H
g B EBAMARIIL, 1 BB zoB L
D, b1 P ABKIIEHBRBRAOEHELYET 23
DEEZ bR,

Lo TUTFTOERIC RV TL, BHEBLRBABT
Biibx B e L THRBRERR TR L el, 12A%
DELBEFRROBHRYMBELT, TXTEEEL S
B#HCEZL THRE L.

RERELTRERL, MEEEET1 » ARTER
LicBaiciy, —MoE i BARED KER R 1 ED
TPIRECED b, SENMERCIRBEEDEE DR
HALD B O RB M, BIEDHR L7\ WEE TR
b btk oo

5. BERJARFICKITS ABPC oMid, R,

BB

1) EBHE

WA R R (hE 2.0~2.5kg) AWV 18H2HL
Utco BSEAE 48 BRI % A, 7215 % B, 1.8/
HwrCHE L, %4 F% ABPC 20 mg/kg, 100 mg/
kg #E5ERZ 29 L THIE LT, ABPC #iE# 5 1 Ffb
B, FRRIMHERI0 5,1 1ERETDO 305
RIDRERER 2 8RR L THRfA & L 7= ABPC AT 1 BRI
= — 7 ARRE T OREER & SBERYIMT R OFA L TR
mL, EABL2EY, EEAOC I XHOCTRELM
BrEOHL, 4f5ED 1/15PBS #inx THES R —
FL, EiLL o bR BHEBNIBENERBREA L L,
ZBEL LARFIREDT T WEFh OBk BER%
REBLEEEREL, FBSw B subtilis ATCC 6633
PHERELETHEE S » THETEABREYE L 1o 7¥
AR DO LR D TH o

2) ERBHE

(1) MmiE+FiRE (Fig. 13) ABPC 20 mg/kg #58%
TEHE b 15.5~18.5ug/ml Ot s H, ABPC
100 mg/kg #5BETIL 76.5~61.5 ug/ml O b,
Z DB I\ THLIFHRE D € — 7 Bl KR ET i\
ZEMHBIL T

(2) RePigE (Fig 14) 2 858 L &M
KW T—EDOMHENT A DR TE\WAS, 1,000~3,000 ug/ml
oEATHTRLMFBELYKEL LB LAL
SBRAVEIL T DT, BE»SOBEIEE)EI R
BTH %o

(3) BMPEE (Fig 15) FhHE BEFOHFM
BMierE i, ABPC 20mg/kg # 58Tk A, B, C A
&b BEREEZ 40~55 ug/ml THH, BELHI LK

Fig. 13 Serum levels of ABPC according to
pyelonephritic change
(1 hr. after injection)

reg/ml
80}
[ )
60} - { [
10+
20
5 o %
0
A B C
O ABPC  20mg/kg
[ ] 100mg/kg

Fig. 14 Urine levels of ABPC according to
pyelonephritic change
(0.5 hr. after injection)

seg. 'ml

3,000 i

2,000 % °©
1,000
0
A B C

O ABPC 20mg/kg

100mg/kg

Fig. 15 ABPC concentration in the kidneys

ug/ml ug/ml
400 400
R. pyelonephritic kidney L. normal kidney
300 3004
200} 200 / /
10 o® 100}
JECE VA
504 S f 50
0 0
A B C A B C

O cortex
© medullal 20mg/kg)
@® cortex
@ mecdulla(100mg/kg)
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HoERE & bITHAbOEAE LD LT, BENEEX
55~62 ug/ml OIS AL, HHPOMERT & bisd
LOMEAITEILE Lichr ot TR MiFHEED 2
~4 R ELI —77, BEOBEGNRE, &k
BAAREGEPBECHEMOEmCSH Y, BhBLOHEE
COohTEBELLOBRENEA T2 2h, BENLLD
FUAEFIBEIEA I L TV BIHAA S apiboh b, ABPC
100 mg/kg # 5 LIBacd, 1% L EAIBHE
MEEGEE, HMEREE L VEFRBAOERICE L
WA DERA R BRI, 100 mg/kg #58 © B FH
BAIEBE L 20 mg/kg B 5B O RAIBHEMAPIERE L H»
YL EHBI LT, & B BHRE SEO
CHITRABELANEE MRBFCIHLKHET 2/5 ME
TH 15 DRECET D TER . ThbbBABEOR
HMOEBIONT, KEHGET-ThH, BEMKF
~BfTT%5 ABPC 0o BIHAMMCHAITHZ L X LD
LTWb, AERIC IV TRHER S 1 RERZ O RIE L
DT - T, ZoOBME T EBNOEFOY
ANEBANDOLTNICHENRTEBELTWHDEELXDR
o L, BABEASNREL#EERCVT5 MIC
6.25 ug/ml L Ht#i+% L Table3 Dtk hH 20mg/kg
BEWTIIRENEE D 8.8 %, MENEE X 6.4~
9.9 f£Th b, 100mg/kg HH5HTIIRENBEELGE 1
~16 %, BAEMNIEEIX 12.8~16.8 {52 b, E. coli
CEAHEMBRBRAOBIIC IV TLEERDIDICLE
F 5 ED ABPC BEBRCHMLE S Z EAHBL 7.

6. FREBMNELE S0t 5 BHER AT

1) ABPC 20 mg/kg i 51

i EWRHES XU L

E.coli NJH] k% 1 MBS #04, B % KT 100
fERRULCERERBE LI, RORECL D REDLS
RE TS LTI L foh & BV REREREK
Lo BWRIETE 48 BRI D INFF L 1 B% ATE, 72
RSB D INFRBAIAL e D2 BEEE L, 18E3HEL
7oo RROD & ¥ b MIEHHERE 48 BB IR ELBNBE T
B oA, 2B EOTRCEY T 0T, &
WBIARF I D EN ED X 5 KRB BT T 20 % &
F9 % BH)CRFBRIAIA A 2B L 7o ABPC i3 54
(220mg/kg LU, 18 10E18EBHERS L. Fio
LEREDHIIC X b B ORGE I ME S hiug, 2
WHEEE R DBIEE LB LNDOBITH LS HE DA
ESnEBRFTAEMNT, EREMHITT1 B
B Ui, MBORBEMENTRZ P LR R
s\, ERFIHROKELL, EFLANBOERILOH
E, MBFMIRFDERYESEL L, E. coli NIHJ #
B 1 v BB BRECE R A RD VDT, {LER
B X DHRHEREXLUTOLBHERE LT, BREF
DBOFBEABFEOMENOBEB ML ELT,
BB 1 ERAL, MECEAMRZEN RO hGBEED
e oM, PMBEIIRES IV AEO 1/2 LUTF o i
R B ORIBECHREEIBET Lo, B
B0 EMREEIVNIEICIFEL, BRLLEDS

Table 3 Correlation among dose, levels of ABPC and response in affected kidney

ABPC levels/MIC

No. of Histological
Dose Group | . T
| animal Serum | Bladder Cortex | Medulla response
urine |
ABPC A 3 2.5 256 88 | 9.9 —~x
20 mg/kg B 3 2.6 352 8.8 6.4 —
A 2 12.2 464 6.0 | 16.8 £~
ABPC | ‘ +
100 mg/k B 3 9.8 280 6.1 13.9 +
m
g/ . c | 3 9.9 424 123 | 12.8 ——

Table 4 Effect of ABPC (20 mg/kg) on experimental pyelonephritis in rabbits

inoculated with E.coli NIH-JC 2

T ' B.W. Kidney |
No. Dosage ‘ after/ Weight Paren-

Culture
Pelvic Bladder Micro-

Histopathological finding Pyeloneph-
Infilt- ritic Efficacy

1 beforev‘ rt/lt chyma urine urine abscess ration P)E{itis change -
o | 2OmEIKE, 098 252 0 0 o =+ % -
171 48h after | 0.88 | 2.60 0 0 o | - + L H# L H _
1721 momXatlon | 1.16  5.52 0 0 0 + + + i N
73 DMEMEL 1w a0 0 0 + + W -
174 72h after | 1.10  5.90 0 8% 10! 0 + u ST # B
175 inocitgz;tlon 1. 40 3.05 0 0 0 + + 4 # _
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Fig. 16 Treated by 20 mg/kg of ABPC for one week

72 hours after the inoculation. Macrosection

No. 175 E.coli NIHJ 72h ABPC (20 mg/kg) 1W

Fig. 18 Treated by 20 mg/kg of ABPC with SNMC
for a week 48 hours after the inoculation.
HE stain, 20%x2.5

Fig. 20 20 mg/kg of ABPC with r-globulin were
administered for a week 48 hours after the
inoculation. HE stain, 20X2.5

nohorw+, BELRTOL DY £, BERHEHEIL,
RAEILE, WTFPRR FOBEBERBADIR  #KiE
FRLLL AW DE—, &Ll {LFEREDR
Bz, REARFOTRANBEE LR\ 8
BEEATBMIHRE—, HOBEERE, +3+, %
H#, —wMEL, BHEH, HxED, HTED, TR
R, —ILEDEHE L, BEE, BRRPEH
BRER LB HEY 1 BB T CHE L.

Fig 17 Cellular infiltration and fibrosis are found
in the interstitium after treatment of 20mg/
kg of ABPC for a week 72 hours after the
inoculation. HE stain, 10X2.5

T

Fig. 19 Treated by 20 mg/kg of ABPC with ly-
sozyme for a week 72 hours after the bac-
terial inoculation. HE stain, 20X2.5

i EBRER

Bi#E% Table 4 Wigiftc, BEEL (BE/EB)IZA
$£2.5~5.5, BH1.5~5.9 K Thh, BEBARE
EFEIRI, FEBEDI D - o BAIBEBERAE
BIAEHEECh - bt BHO 1 PCBRRPEEY
8X10' AL i, WRMCIILFACBOERY LD,
ATD L HEZRELNBRETIBELR Y iz HREEA
BFHTRTRARD 13 (No. 171) *k EH T
LE L L TRAEARMNEB,KBREL, 2FKE,
BB e » T4 OREEEOMRBEL DI,
SREEOREDS ABh, HEIBE COEmIEML, B
MEDHESERAThH -7, Tabled D ky, ARR
RFEF 16 No.172), &%) 26, BEILMAELDH TH
D, A, B 2B R CRABSEAN I LSRR X B
BRECOIBRANLREEZZA LR, ABPC 20 mg/
kg HEFRIREF LB 2 bhic, Fig 16, 17 cE8AT
REL» L,

2) ABPC 20 mg/kg L fbFIPERBERE .

i ERA%

BERIZRE & LT, SNMC, Ly, 7-G, Pred. ®#\ fro
CHLERBRO 4DV, S ORBREBEIEEN
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Fig.21 20 mg/kg of ABPC with Predonisolone were
given 72 hours after the inoculation.
HE stain, 20Xx2.5

Ty
3 '3 » . F o x, fors
e O oot ST o %, 6 2
ot L I G b o

“

e T

Fig. 23 Treated by 100 mg/kg of ABPC for a week
48 hours after the inoculation.
HE stain, 10Xx2.5

Fig. 22 Treated by 40 mg/kg of ABPC for a week
48 hours after the inoculation.
HE stain, 20Xx2.5

Fig. 24 Treated by 100 mg/kg of ABPC for a week
following one week after the inoculation.
Cellular infiltration remains.

HE stain, 20X2.5

'

’.’q:;'r ,,,,'

Table 5 Effect of ABPC and Glycyrrhizin on experimental pyelonephritis
in rabbits inoculated with E.coli NIH-JC 2

B. W. | Kidney Culture Histopathological finding IPyeloneph- l
No. Dosage after/ | Weight Pa : : ; ritic' Efficacy
3 ren- | Pelvic |Bladder Micro- [Infilt- ! N
before | rt/lt chyma| urine | urine | abscess' ration Pyelitis | Change
ABPC
13| pomeikg | 065 | 205 | 0 0 o | = |+ |+ [ w0 -
156 + 0.84 | 1.34 0 0 0 - + = | H# +
SNMC i
316 (A) 0. 69 1.20 0 0 0 . + + + +
ABPC .
57| goroefkg | 081 | 110 | 0 0 0 | died
165 + 0.78 | 0.82 0 0 0 - + + I + +
0| ) |08 213 | 0o |3x10' o0 - + x|+, +

A, B2BZMS Lico 18 3L 1L, ABPC 20 mg/kg
LB L o2k H) Bix SNMC 3 ml/S &%, Ly. 20 mg/
B, 7-G 30 mg/kg #Hk, Pred. 0.5 mg/kg i
&L, 1HI1E1BHEERRE L.
ii EBRAK
a) Glycyrrhizin (SNMC) #tH#f (Table 5)
BERBRVILALZLORCH, BEEITAR 1.2~
2.1, BE 0.8~2.1 L/ Th ot
FREASENT ATETI 3 FF 1 BB Mg D

BExA LD, BEE T CIBEESRCLABE AR
MR Er A bh, BhRiLBEL-(Fig 18), BET
LEEOMBRMEIEEIh, BRAIFEL. 11
I L, FEHREEND XA Tl DI B BEEIE Y
Lichr o o p M BB RIT — & L, ML LEED
ZRHHHEOBMELIAZ LR, I —HBERRE
bl B DOEE% Table 51z —3EL 7o BFHREN
AT LB b A SR T, BED 1R (No 319) BHR
AR 3x10Y/ ml A L 7o, SREBAKEN SR OHIE
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Table 6 Effect of ABPC and Lysozyme on experimental pyelonephritis
in rabbits inoculated with E. coli NIH-JC 2
| B.W. | Kidney Culture Histopathological finding leeloneph- |
No. Dosage after/  Weight Paren- | Pelvic Bladder Micro- |Infilt- | s ritic Efficacy
before | rt/lt | chyma urine | urine | abscess rationipyelltls change
ABPC ‘ ‘ \ ]
162 p0mgfig 089 | 082 | 0 o | o0 } { £ £ + +
163 + 0.60 & 152 | 0 o | 0 = + + H+ £
164 Lys&i’)’me 0.89 15 | 0 o 0o o+  + # H# -
...  ABPC ‘ | }
176 20mg/kg 102 517 0 0 | o+ | + + H# -
177 + L 0.65 @ 4.32 0 o 0o @ - + + H# +
178 Lys("é’)'me 069 258 | 0 o | o | - + + + +
Table 7 Effect of ABPC and 7-globulin on experimental pyelonephritis
in rabbits inoculated with E.coli NIH-JC 2
| B. W. Kidney ‘ Culture ‘ Histopathological finding Pyeloneph-
No. Dosage \ after/ | Weight 5 — 5T e r ritic| Efficacy
Paren- | Pelvic |Bladder Micro- Infilt- | fs
| before | rt/lt chyma urine | urine abscess ration Pyelitis| change
ABPC I \ |
179 5 mg/kg 0.79 4.26 0 0 o - | + ‘ + + +
180 + 0. 94 5.38 0 0 0 - - % + +
181 (A o8 204 o0 o 0 - |+ + - +
ABPC | ‘ ‘ 1
184 oo mg/kg | 084 162 | 0 | 0 I O + H ES
320 + 065 | 173 | 0 o | o | - ‘ + + H +
322 Zg% 0.8¢ 174 0  1x10' 0 - |+ + - +

bk ABPC 20 mg/kg M58 & bt LT SNMC
HRALISBE, HHREAMGNE DD ATEENEA L
HIhtc,

b) Lysozyme f}HE (Table 6)

HERB AR E LA Z IR LI & EXTERT
botoo BERBIITAFETIZO0.8~1.6 L/ Th- s,
BH#fiX 2.6~5.2 L K& oo, ML LHIEERORK
Bt Th - ko RIRFTR T B CTRE AR L0
BB ThHD, BlEK, BRMIERIZED bR RE
BT R T Table 6 © X 512 A, BEERIDORAIC
KEEIL, & 1R PRBOREHRD b hi (Fig
19), FIBEOHIRRMIEMCALR, BRADOAHR
e b B LT, WikE L4 ABPC 20 mg/kg #ifh
BETECEN, BoRENTLERFOREREML T
Bh, RARERECHARLHBL CELER.2E 5%
TRAE B, SNMC B 58% & R L TBE LR DOKRTF
BENHVERE B,

c¢) r-Globulin fff#¥ (Table7)

FEAK TR MRE & L AEIL 65~94% W L, B
ERIIZATEN 2.0~5.4 L k&L, BFETIZ1.6~17
T E oo foo HBHAMENTRCIMEL LEEHD
BHEAE AR b — B/ N IR R & 21tz /)
IEOEFTE L A bhith ot MEDHMIGRELE
e biten, AFED 17 (No. 180) Tidkad T/

FCRBLICBRM LD ThH T BRADHTRILBE
i<, B#o 1Y (No 322) TBERRPTAEHYE
i, ABPC IS RE X DI RICHAT &\ X B A%,
EHLWIFAMRENAREINIL DL IE L bRich -
7= (Fig. 20),

d) Prednisolon #fff# (Table 8)

ML FFOEE Lico RERLIZABTRIRETH
Y, BETE1IHIARYE, 1PIEECHEMLI, AR
D 1H (No.226) TIXEHRIR, BRI AEE Y &L
», B#D 13 (No. 228) Ti3EMIRP B L2 ERL
o

REABFENC L AT DB ORI e, A
DHfAREDOBRE LA OFFRE L T, RATH
CIXEMmMEREAE, MR, WTHMAEY % Bt
FEDHMELLRLBREThH oo BHRELADHRLOX
< ABPC 20 mg/kg HIhEERE L KXl b » 7o BE
Tix Table 8 D& &b, 1L RFEORFITEETH-
7eh%, No.228 Tk Fig 21 o Lk v/ BEL BT,
RE D LFEIRAFRIBE AT L AT » 7o HIE OB
LB LA X H B NS A B,

3) ABPC 40 mg/kg #5.8 (Table 9)

HERINL AR 0.7~1.0, BF£0.8~1.0 TH by, B
ERILL ABEH 1.0~2.8, BEA 1.2~1.9 L \»Fhi
PThotco MBEEBERMTIZA, BRELA 1
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Table 8 Effect of ABPC and Prednisolon on experimental pyelonephritis
in rabbits inoculated with E.coli NIH-JC 2

B. W. |Kidney Culture ;Histopathological finding Pyeloneph-
No. Dosage after/ | Weight Paren Pelvic | Bladder Mi ritic| Efficacy
- r Micro- |[Infilt- .
before | rt/lt chymal| urine | urine | abscess ration}Pyelltls change
~ ABPC
223 20 mf/kg 0.92 | 0.95 0 0 0 - +H + 1 -
226 P(rzc%. 0.92 | 2.49 0 2X10° | 10° — + i H# —
ABPC
230| 20mg/kg 1.00 | 1.15 0 0 0 — + + +H +
+
228 Pred. 1.11 | 6.11 0 0 2X10? + +H + H# -
: (B)
Table 9 Effect of ABPC (40 mg/kg) on experimental pyelonephritis
in rabbits inoculated with E.coli NIH-JC 2
B. W. |Kidney Culture iHistopathologicaI finding iPyeloneph- ‘
No. Dosage after/ | Weight : V FPo T v e ritic Efficacy
b Paren- | Pelvic |Bladder Micro- [Infilt- .o
before | rt/lt chyma| urine | urine | abscess| ration Pyelitis| change
211 |40 mg/kgfi. m.| 0.84 1.13 0 0 0 — + + + +
48h after _ _
212 | [ oculation 0.72 0.95 0 0 0 + + +H
213 1.02 2. 80 0 0 2Xx 10! — + + +
214 [POmEME LM gy | 194 | o 0 0 - | = + + +
215| 72h after 1.07 1.91 0 0 0 — + + + +
217| oAU | o84 | 171 | o 0 |zx10'| £ | + | # # -
Table 10 Effect of ABPC (100 mg/kg) on experimental pyelonephritis
in rabbits inoculated with E.coli NIH-JC 2
B.W. |Kidney Culture 1Histopathologica1 finding "Pyelonep_h.-
No. Dosage gftfer/ Wetl/%tht Paren- | Pelvic |Bladder Micro- [Infilt- Pyelitis h ritic Efficacy
etore | T chyma| urine | urine | abscess ration|® 1Y change
206 | 10melke | 448 | 057 | o 0 0 — + + # +
221 | 48h after 1.14 1.61 0 0 0 - + - + +
inoculation
208| J00mElkE | 75 | 099 | o 0 0 — + + + +
209| 72h after | 0.95 | 1.79 0 0 0 — — + + +
210| inoculation | 05 | 565 | o 0 0 ~ + + + +
ao1|  100me/ke | 689 | 187 | o 0 0 - + + # +
302| 1W after | 0.75 | 5.28 0 0 | 5xX10%| % H H it -
304 inoculation 1. 04 1.64 0 8% 10! 0 + H + 44 —

MERFEELRTDIN, &, BERFCEBEIEH LR
ﬁ‘o‘fco

BEORBEARZAFL 1T (No. 213) KBOEKY
B EDIH, BEERILIh - Tco BETRIEEALE
Eriabh, 1FARBBEREY 2. HREBEARFEN
ABPNBBOREY £ BT, MACHKREEL 3
PR2PC L BECRDLNICETTHY, BRLD
TMROBELED TEMTH - oo ILEMRTH(ER)
18, +(E%) 2HTH »1o Fig. 22 ZREDL BER

R To LU BETIE Table 9 D &3 b 2B EIED
MR A & &, 13 (No. 217) T/ NBEOREA
B, LERECE ARBAMFNIHRZATELI LS
5D LBbhic, MEDHBRMIIXERE L b2l hEH
Thh, RMAEOHE, WFHRAKLALRL, 0% D
BEFEE RO RIAHREEICED bR ik
%o

4) ABPC 100 mg/kg #5-#¢ (Table 10)

E.coli NIH] BrifE 1 :BM %2 S initd B th L el
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FCHELLTA, B2EREBMLI, AEIAFITN
iU, B, CRETIXZC D 1 PRIFEFOHEIMAA
SR E TN TERR TR L, BERLIZAR
0.6~1.6, BE 0.7~1.8 Thb, BBOEANBRET
HBTEELDBLTVEH, CHTIE 1.6~5.3 Tho
o

HEERRETIE A, BEBELLBETH- 2, C
geviz Table 10 D3 h 17 (No. 304) KBERIR, 1
] (No. 302) BMRPICAE Y 2 & i, RRFTRT
2 A, B 2B TRTCBEL, BEMBILLL TR,
CEIVWThIBEER, BREABALRD bR, K
BAGFICI AR TIINMEBR L, BTN
REOMBEMRREY» Ldicb o2, BREOH
FREYE & U CRAE A B R i h DBt
1P -t MEDOHEMELLWMTFRAZELRD LR, A
BREOREL—Mchibh, BakbEFELL (Fig
23), BETHIBEOBRE XA, I /NMH
CRBEOMBERE, Y, RATAMFHRAELER
Eh, MEBEOHBMEILEAEL > BHBTLEBEROFIR,NADL
h, BEADRELBEMLMALAD LRI, CHTII)
BEoBEY 2 ek b, WEAOHEEBEL M) D
HECREL, KEROFTREXELK (Fig24), o
R, O REBIAR A B iy ABPC 100 mg/kg &
Wi, LWhdBABRERTTIR - THABFHERIE
HTHLDEEZ LRI,

1v. # %

LONGSCOPE (1937)%, WEISS & PARKER (1939)%5
X » TEEBLOHMAMLSATEL I W TLR, XiE
CELTEHL ORENEIRTER, BRFREX [E
HOMERBPC Y » TEZ 3 BEER L UBEBHRD
EBEXWS PEEhTwb, BRBROREECIIE 4D
RFHHBS LT 545, WRSBEFURCRRR BAES
RS BENE NG, T k5T 2 ki (BIME) BE
BATEEBRYRELAThETHRT S XLV B
WE—BrEX bR TWER, EEBDOBRENELRIT
e R IEVIB A RBRENB S TIRWHE S D e (s,
i mR e > BEB A LERECHET IR I
¢, BETIET » P EAVRRR (19719, KEREXZAW
f-fBE (1973)Y, JII& Q9T P0REHR X BT EIn\ g

ZLHIWRBBEE TR AT 2 HEOE KK
EUBEDKORILERDOBHE DM X MBI
DTSR TS BT, REZRWELEREIFR
LCHAEROBEYRI Lo F—BOCHTIhS
Z LBV EE X LR BTIRER, ABEEA, 7-Go
P L DBRABHRCOWTHBF LI

FRABEB S OIERIEC OV TIRE S ORENLRD

h3, Br@BERLY O TR IR 5D ORRER
T E Ltk 2 K& h b, BRI BRSDORIL
FIUEBRBHOEE MEOEE EERI-Th
hABEN B D, BEHAOHRAFEOEEL K &\,
DENAVASQUEZ (1960) ® (3 R B\ T Staphylococ-
cus aureus 535 L, BREHEENHTTHIITDL
S UHBRER I THBRBBE T Lpn
TEDLWEL, FDfth Enterococcus'®), Ps. aerugi-
nosa'V ORBEHIRCEE T % LATAELE S i\
TbTy b, RECBREY RS LB 50, Ecdi,
Proteus, Klebsiella, Enterobacter TILIEE W ¥ hic
LD EF OB BREZ RS T, MR
BHEC X VRENCERNHBIEEZLDL T %, M
THRPOBEZS L -HELYBCREI R 5D
3, MIEOMmMTEEREFTL TULA DI DFTABR L
EETBHZEMME0, TOXORHIAB ELTHVWOh
DHELLT, REORAIRREIIIED, B=yy
= o, BMEROEE", BREEL e L ORRBHE
SLiE &, Aminonucleoside % 7 v — ¥{EfK, JIE7A7
I VRFIOR ED L HWNIRIAEY b B, —F, LT
RYP L HRBOBEBACOVTE, 7 » + TkE
BRI Proteus ¥EALTRE VTR EXFI B LL
VIVALDI D RS LA IR TV %, KRR TRER
BERI o TBRACERZERET % 5 thid HELM-
HOLZ(1922), KENNEDY(1932)'®#4&LI%, BREDOX
H e FFQ970)DW|EFTIREAERALR T W igh
oto E#ix KENNEDY 0Fik% modify U-TRER
EHER T ARFIFLDOFEEFRA Lo HEOAEILE
DHET 94.4% DBERRYEBY, BEROCHR
BEAEEIFLEAOREF LIIERORTF L LTE
BEThbo Lichio THILE & LT 1AIRE ORERE
BT 5ol WRENFERTHRY #» 5 BEBLAOR
BRESTALVELTEYTHB EBbR %,
EERFERAEGIRERERENL SR BRSNS
E.colit bz L e, AERTIE E. coli DRE
EERERR T B E. coli NIHJ-JC 2 e fi\, %A
& E coli @i\ T2BEDE 1BIREFD 1oThS
ABPC %% L1, E.coli NIHJ-JC 2 #a ;@R LB
M, %11 ABPC oAEi\vT5 MIC % 10° #
RET 6.25ug/ml THY, RERPEBENOHHEEL
% E.coli ® MIC 2i3i3—%KT 5 Eabe bithW
THERDREHTE LB LOTIRRV M EEZ L bhiT
L, B BEmnMRBE AOTHCIBREYEELS
WETHRELH DY, REREIENCFE I hic E.
coli DEMEEL 71.4% ThH?Y, FBMmMbkTHHES
EEZONBB L, »OLTHRET E coli O
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HRITEDTE L 11920, KELPEELRLR I BEY
B LEHERTY, BREIERCLLDOhICDT

BEERITTRE LK Lich b Th %, BEBRZI
THRBOENIMFERETHHZ LTS T ic
Vo BERBRE DY R U IcBRIE TR @ O 3% Cii BBHIRK
FHREOREL D LI L TRESEF M BIR S LT
bo LAL Disc I3 F REESNELBINTED,
in vitro TORF ORI O NEC L EE, BT
DREMOEYHIFEC S DT MIC DB X R
BELIB, MIC JUEELE A{LEREFELTHRDD
REBRERNER LT 520, MIC 1% in vitro D&
P D in vivo FHREHEI T HDHD 1 DOFERELT
EErbry, BEEBECIVEHTHLVIERSL
bbo —7, FAERIEERC I TR, EASTE,

BettE W5 1 o0fhod ek b, invitro D&HFE
QRS> TWB0T, hAMEE MIC LE2HRL TH
HEFEBINT 5 2 EAMLEBREDRAI & 7%, HiEHID
MPBENERFER LD 12908 L L THAVWOATE
Tedd, e b ORPFEOBHBEL QIREKLTHY, *0%)
BRI T 5 oD IR RIS N A IR & % DFest
PNEBELIL S, RERPEDCBEIBHAENLY, R
FEElEA S L, DOREMAL I Mo WHUEFID F D BR
CHELTWAB EWbR T 52, FiaH O ERAERED
WEL, FAEFDOHERC KT AEEROBHICE NS
PRTEY, TOEHREE & MEORFIRZEOHEER]
BDEDERDEL S HABEHETE L LIEEN
5%, &< ABPC DX 5z B-lactamase TR X
NBEF T, EEFCRTEABREE MIC 267
D CRBEFRDRIHEETERVOT, BRENEET S
SETCEEABNBELYET 5 LR EDHREHEE
THETELDTERATHL D, BRAMBAEFIEE ORIE
i, BlRethE =1 v ELUTERANEBELRIEL
TUWHHERE L, L BAOIKPLRREREL T
BREABELZRET S E3RTEREL, Nk
5 RR TN RENIR VI TR X R 7R BT RIE
LTWaiEEE STV 5B, REDERATIIRAERN
EHBE, MERNFREN L S CFERFSERCBS
LTWh LA BTSN B, IUIF(1972) 23 EHE
FRonlr, Bim e eRREOMBAOMBEIFTEED 4
~6%, FRIREL10~15% < bW EEZ bhic kR~ T
Wae NIFET v b ORBRIBLHBL T, REBFTIE
BFABREET LBEEABNOBITATR Tho 1 b &
LTWw3, BABKEYAIE T b TS, HME, K
BB s 0MEYEL B EESITHERBEMNEL L
HEI NI EDNEEL I Do KIER BN DHAEH
DB EDOREDRE, i, FBRH, B3\l

ERIOBECY > TR TR LB THS D,
EROBLBERDOES, CLARK BN L iUF KFERE
AAD SH-TC OBTMFREX BV, BEHL
DEL, BHEBEBATRIDIETTSLL T3,
IBEZE <Y AE L ORI BV TERO BIERE~NDH
4% (CEZ 300 TC) oBTIZ 2K & bEBFE Mz~
TENP-TCE LTS, ZRIFEIBFBHENS KB
Fh o TUE LIEBERICIEA B 2 & d, BEEIhicm
FEOXMEBRBNOMBOE T D, FZpHMHT 5%
7r v RPEFIOBITMEL feocdb D EE 2 W Lk
RT3,
SEHORBRER TS, EBRNEFIEBE S MmAEE X
D 2~ ERMETH - Tedd, BABDO 1/2~1/5 BEDIE
WIBESTTh o o HHDHERIT & 725 BUBOHA
BB DRV IS L DTk h o e bh
BB L OHAEHBEEREL T 5120k, BN
DOHAEFIBERD T B @A 5 23pibhi, ABPC D
IOE, HooHt I W B HEHITIIB» S OBEE
WA THIE, YRFHDOPRENK E BT Th %,
BB BT 2 8BNERE ORD O FE I AERE O mE
B ESCHEBAERSAORED, EHEREBLL
CENRBEEGNETT500, BELDOXTrvnd
DEFAPMIMET T 57D DFE K U O 4
W2 rH, ThHDEROEED S LI AEREGE
EREEBCHLETTIALDEEZELLRB, Lt
TREFED(LFRER bic» T, BE—F4E—EKH
BfReEctBEeRh il hiliiebliev o L3 4RTh
Bo BHRBRGEDICHIER I B EHNLBMALkES
HERRF THOTERLI WY, BAECWVLTRS
HEHITH D, BIfERALIL, BHEEODIRNE Ept
FRFEEEL L TEEINBRETHS D, T4
DRI BT 5 BEIE)RBIL b O NEHEAL DR % 50
THRAMVERD D, KBREYIEDHE, STAMEY 52D
MNRFBEOEESZHEAL TUR, BETRFDOEE
MEMREBL S B2 B, PRAT?® 3 MTHREER
HEEB K HAWT OTC & CTC n:ih% kL T,
RABEOEVEHVERDIRNT ST B LRI
B Lo AHED (XRBPIEE L MIC Db bBEEINE
EBROBEHERRL T\ B FRJIEY (IR
HTIIBBBNIEE & MBC L DN ES R EE Y
RiETELTVWB, MFBEIEABNEE L XL 5FL
R TI W A®), (LEREER R bl Tik—
AR REE T R YREE A i & 72 B HTUAEFIA R h T
Bo AT ORBRMNCIERERE THEEREREL >
DIEFIRE THEDRI R IR DGEERE, —ERR
THREL, HCHBEFRRBECLELTHRE 2R OL
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Enb s, BREDRPIET HHER TLRBEEN
BMET, —FTREOHBILLTLILETIRRVLD
RTWB, Lichls T ABPC 0BABAIRE b —BHE
L ARKED MIC oNfEOBECET 5 &2,
E.coli BBz X A BERBAOKRBCLEC 5L EX
bhb,

<7 w74 FREMLZBRBEOHERDOKELT DD
DRIBEENEENRE W EAEFEBHHCOVTERE
RTB, ERMBEBLT » P EEHET » b LD
CHE\NT, MPEECIEEOZIRL, BEEANLR
SR D HUAE KSR (LB BN SR TRV S EMEE S R
T35, —fIBOEEIMET LcEACHERZRS
L8, BB LB T 570, BEEET
A OBT EDETERE U T e b & —fiC
EZx bR T\Wh, ThhDRMBMDRILE  HRER
PEDOBBFED 1oL LT, HAEFIOKRBEEFEMRED
EFBR TV, BIFARZER L T WHAH T
AERGHRENEREC VT X DKo MIC %
FEB XS ThIEEYTH D ETHE LT TRERS
AT TWBEBbhb, L LKEREOHIE & 78
BER, FAEFIOEEORR, AR, KEEHTOWT
BRI OEMH LY, BIFRREOBELIELALED
LEBREL e hEie binle INEFIITARER
EEti3, MIC % 100 ug/ml ¥ % 2@k TH MIC
D 2~8 EOEENMEAThIRBERAYHGTESL
MEL T B FHAGDIIEES » PR\ THAEH
(SBPC, CBPC, CET, TC) o X A MK X
V22 IEEE 12 dose response HGRH b Tz &L HEL
Twb, SEDEEBFRARECKTS ABPC 20mg/kg
#EREL 100 mg/kg BEFOLLE T, EAUFARKT
1% HEED dose response hidb o toht, BHAIEEM
TRERREREDIED o1 B, REHROKRREIIE
3B, BEOBEMBIBOECEISID EE X DR %o
ABPC 20 mg/kg 5RO, 40 mg/kg, 100
mg/kg HEHOBETHLMTRIFTH » TREBEES
[ D & 5 BHEBE I Tid e H KEDLEFI ORGF A3
oo LRART 50, —F, 40mg/kg, 100 mg/kg
WEROR I MEEEE 48, 72 KE®RDL bR
B LICB AR ROENKE (st TNEAD
10 & L CRBMAMA ORAEE NG EH BT/ L
< dose response XRI Mmookl EE Lbh, —
FRELU FOKBRFIRETLD LEbhb, KERS
MNEEARI L WER & LTI, ok EoE
Bic X 5BAmMARTFORBOELGBEGRT 202 Lh
e\ 1iBRI% (CEE) DB G 100 mg/kg DOKE
BENMTEAEBREREEN - ELAKDOT LR

EZxI¥5,

YR fo T BB F & fH & D HFRBRRI DV T
BRI BB IR T B, FISHER(1957)*0% 7-G &
CP LoBptA% <Y ATRRLTHEPRODDZ LY
D, AT _EH(1959) A3t _EFFH (E D E THEY
et RER R T L 24 L, WAISBREN(1957)%)
EERR Bl UBBR D D BRI/ T\ %0 T-GiXfth
DREFREEEYRIETHI0EEXLRTWBEH,
B ChHHEARBEENDE b, TIEEER LIHRD
-G 12 E. coli wic\\ T A HAMAERIREE TR T
BHHRIEL 72 %o

INNERFIELD (1952)%923 + V) 7~ v I I REE DS
BT EERFERLUTLR, BERSMERNERERAEL
THERECAVbRh 5 X 5 1is oo MARTIN (1954)%)
3 oa-FEL )Ty OFIRESREN LY TV IR
HT, 22, BWEA DIz ERMTF L, ThbEAS
REEFR Al M BE D TR B D, RERORH
EMoBELREL, mift, Vv ilxiLl, fEH
LOBRTHFOEBAYLYED THREMETHLHBL
T\ %, SPENCER (1965)® & TE BRI LIIAER & Of
ALTLOREABRBEEZTIEI RS ERRELTY
Do A TIXHR(1964)400 = ) v & A2 SRS
RER Y VF— A LOHRE, FA(1966) i R=v) v
vy I vostl, BTN =y vE a-
FET MY I vt L TES Q7)) MCI-
PC 7w 72 —XLOPtRARZRATEOHRELY BMEL
TWb, BIBKE+ LVEVHS ZOFKEFRAZIIGL
THAER L OBAIBRE IR TV B, AT w4 FAIIL
TBER L » THRIEDOKHC X b BFI7LE & RFcEE
5> T BT, BRRMICIIEERYSE, SEORELTIC
FR &N T\ 5, Prednizolon [ IHi4EMWE D RIER B
OBITEIHT 0T, BEKHCEBERERVEVHE
HRAT 2 OENENEORFRBIRENRETHE L
ShTwa, KIEFTHS ABPC 20mg/kg #5HL
Pt Lic SNMC, Ly, 7-G Tiih 2 BEOHRITAD
bhichl, RLUTHRETE 2HEDHRELIE 2 LhiRS
oo BIFBEANE Y FISHRABE CRSMEDRIFIZ? X
{, E.coli @ XABRBRCIHATNETHRVED
5 G EReH, MEDORMEIIMEE L ik L TRET
Y LBERGIPAEFR SR ERTE, RKHES
EF R\ TEBMALB e I DD Tikisv e E X
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AN EXPERIMENTAL CHEMOTHERAPY ON PYELONEPHRITIS
IN RABBITS INOCULATED WITH ESCHERICHIA COLI

NicHirRo SakaAMOTO
Department of Urology, Faculty of Medicine, Kagoshima University
(Director : Prof. KENICHIRO OKAMOTO)

In order to evaluate an appropriate chemotherapy on acute pyelonephritis and protection of the
occurrence of chronic pyelonephritis, studies have been performed with experimental pyelonephritis
in rabbits inoculated with E. coli NIHJ-JC 2. Ampicillin was chosen for the study and it was given
to animal with various dosage. The drug levels in serum, urine and renal tissue in normal and
pyelonephritic animals were measured by thin layer cup method. Animals were sacrificed one month
after the bacterial inoculation and studied bacteriologically and histopathologically. The results
obtained were as follows.

1. Serum levels in the normal rabbits one hour after intramuscular injection of 20 mg/kg of ampi-
cillin ranged 15.8 ug/ml, however, the serum levels obtained 3 hours later were less than MIC of
the bacterial strain. Total recovery of the drug into the urine up to 5 hours marked 45%. Dose
response of the serum level following i.m. administration of 100 mg/kg of the drug was proved one
hour later and the serum level was kept higher than MIC even 3 hours later.

2. Early stage of inflammation in the kidney was observed 24 hours after the inoculation and acute
pyelonephritis seemed to be established 48 hours later clinicopathologically. Pyelonephritic change
was obviously observed 72 hours later. Severe pyelonephritic change associated with formation of
diffuse microabscesses was completed one week later and findings of chronic pyelonephritis were found
histopathologically one month later.

3. The more the pyelonephritic change progressed in the histopathology, the less the drug level
was in the kidney, both cortex and medulla, although no significant differences of the drug level were
proved in the serum and the bladder urine between the unilateral pyelonephritic and normal animals.
Dose response of the drug level in the affected kidney was no longer proved in the animals given 20
and 100 mg/kg of the drug one week after the bacterial inoculation. However, the drug level in the
affected kidney exceeded MIC of the inoculated bacterial strain with the administration of both 20
and 100 mg/kg of the drug.

4. No evidence of histopathological efficacies was proved in the animals treated by 20 mg/kg of
ampicillin started from 48 and 72 hours after the inoculation. Enhancement of in vivo effect was
studied a little in animals with combined regimen of glycyrrhizine, lysozyme and 7-globulin. Sufficient
histopathological effect was observed in the animals treated by 40 mg/kg of ampicillin started from
48 hours after the inoculation as same as in the animals treated by 100 mg/kg of the drug. In the
animal group treatment started from 72 hours with a dose of 40 mg/kg of ampicillin, the result was
somewhat inferior to the above group. Furthermore, no histopathological response was found in
animals treated by even 100 mg/kg of the drug started from one week after the inoculation. These
results indicated that a large dose of chemotherapy is not always necessary in the treatment of early
stage of acute pyelonephritis.

5. Histopathological findings of chronic pyelonephritis were predominantly observed one month
later in the animals regardless of chemotherapeutic response. Hence the occurrence of chronic pyelo-
nephritis in rabbits may develop in an existence of the ureteric stenosis associated with immunological
response, in spite of the chemotherapeutic effect.



