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# L WA cephalosporin #| Cefixime (CFIX) |3 g-lactamase IZZE T, 7 7 ABEHEEHICE
NEMEN2EL, $RBHOBTHREF, R TH L 2 Lrs, BERMECERLRORNE
MELLTHFEIATWwS, §E, Hxid, CFIX OEER - BERORT 2TV, UTOEREE
T

1) CFIX 100mg, 200mg ¥ & 1400mg #[E1#% 5% OB H F 8 13 2 h £ 41135.6+48.7,
133.5+69.9% £ 15190.0+35.dug/ml TH D, MABHBEAEEIX13.9£6.1, 7.8+4.65 L U'18.6+
7.3ug/g THo 1z, 100mg 4 EELRS, 6 EEGES O 1 BIOBEMETHREZE297.1, 102
ug/ml, PBTEMBEAIEE 13& % 3.87, 4.59ug/g TH-7z, CFIX 100mg & CEX 500mg O [EEHE 5D
1 BTt CFIX OB 5 & O AE T4 ¥ 1380 . 2ug/ml, 8.15ug/g TH Y, CEXDZiig,
29.8ug/ml, 2.75ug/g TH -1,

2) CFIX & PMPC O _#IFRHE 5% O hBAT % LT L 72 #5%, CFIX £ PMPC o5&
100mg *t100mg, 100mg ¥F200mg ¥ X 1°200mg £$200mg T O f& & AH i iR A (3 CFIX 1320.9~74.2
ug/ml & PMPC 0 1.9~8.9ug/ml 12 tt# L #1015 78 <, CFIX 38 510~ 126 T b 13.3~56.1
ug/ml &SRR L7z, 24BER% £ COMEHPEIGEE, CFIX TIRZhZh3.71%, 10.0%5 &
1%4.34% £ PMPC D 26~56fS 0 Tir7z,

X512, T-tubedEA 4 it LT, CFIX & PMPC o crossover tL#katE: # 1T\, BHHFRE &
MEREFE L 72, CRIX piE N 2 %E T2 2 EoRiE SN ERI T, PMPCHERTH - T
b, CFIX THEBOB 1A S NI,

3) MEBA 66, BBE & I5FIEF21H 00 fEERSE (M L T CFIX 100mg # 742V % 1H2[E, 2~
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12608 (F¥5.20) &5 17, ERE S, 23016, 106, 8% 765 L T3 FIT,
WNE L7 h o 1o BHDREEMED, E.coli 1 £k, Klebsiella 3 tk, Enterobacter 3 ¥k, Ser-

ratia 1 #R75 EEHI8ERHIHE L 12,

%4, CFIX#52ERICELT, FAOKELEbNIEIFACERREBORE XED S

Mo 712,

LI

RESERREE (0T 2 TUEME 1L, - BEMOLEN DL s
M cephem % £ -3 PCREA M ZOHRLEL>TWLE Y, Lh
L, BBARECH PEEOBEL CIEE R HEERBAEF OKEHS
i 35— iRl T, FRICKS T2 2ROBNEMERZREL
55, BEEROERZHETI LBV Z0ORDE—RE
KEDSHFKTELL L TERTE 2HA2RZ0R cephem A2 EE &
fTurzbs, cephem %5 2, #3HROZOMREMEORRER
EHAICHERTBAT O, S, BRESTEDRIFEHR THRE
X1 Cefixime (CFIX) 2 Fig. 1 0nT &5 ab¥ilEs s
SE A D cephalosporin FHE&E TH D, ERDEOMPCHEP
cephem ¥l = £/ D, p-lactamase IZKE T Y, ¥ic 7 7 LBEHRE
B L TEALRENEZRT Y. 272, £ MOPREOE -7
B GERDKEDA cephem #l & 1 B 28, BHPBITHESD TREF
THHBREORGERM LRV 720, HERREDERICE LT
L ERDEO cephem F & D L ERLRSEFIN L, HL
CFIX 0&#tE, K2 oL THBRFMAITI L L bic, £ ME
5 & VERARAOBIT L OFE TR L,

Fig. 1 Chemical structure of Cefixime

COOH

H:N -
YS:I 0, N X CH=CH:
N C — CONH
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NOCH:CO0OH H H

HREFE

BEFIS84E 9 A & D IBRISOEIZA £ T 14 3 » ARIC
FEARFE 2 ERR S 2 SR B & UBSEERIC BV
TABEE %2 1EID 5 b ARBRSNO FE %372
R HAE % 4 - 12 ARE R BATHI B R & LTz, R
BATIZ268012, BRFKATRRETIZ21BIIZ DL TT - 1o il
REIT~TTR, LU~ TH- 12,

1) BEHc B2 EROREN

E MEH B L 0.45um 2 ) KT 74 V5 —TREL
rzBE# iz CFIX (10pg/ml) %t0z T, 37°C, 25°C, —
20°CICRE L, #FH9c CFIX BF®R% E.coli ATCC
39188 # B EH & L 72 bioassay i & O #IFE L 72,

%72, CFIX Z10ug/ml o, BHIZ7:131/15M Y
CEEEER pHT7.0) T2ERIIFERL, ZhEho
PHIEMZE 2 &L T, &R L 2R RIZ T BT
DEEEBEI LI,

2) CFIX 8FEHOREFICH T 2MEHORL

0.45um 3 ) K7 7 4 V¥ —CHRERAL B+
CFIX #100ug/ml, 10ug/ml 5 & '1 pg/ml &% 3 &
HIHAZ, X5 IEEH10°/ml H %0107/ ml vy
L3 552 E. coli NIH] JC-28 & U E . aerogenes 20
REEL, 4°CTREL L, BEREHNCETFO4
B AHEL 2, b, E.coli NIH]JC-2, E.aer-
ogenes 20, S.aureus 209 P JC-18 £ * M. luteus PCI
1001 % fHH-HT37°C, 208FfHEIRTE L 7RO EFH % HIE
Li:

3) CFIX OBEBEAEH, MBEMASS & O ME R

HEFEHM 22T 2215680 T, CFIX%F
78T 2 ~ 1405 IC HER OS5 L, FEEEHPRE, B
BHSGHEE, mEFEE %100mg, 200mg, 400mg
BERSHICBOTRE L, M MmME L, B
fEH FERE S CEBE CER L THERLZ DD 4
ml %77 A%y 7 RBECAN, L EESE
31 X2 cm A EFRL, HEICHELCES IR
AREAEAKIC TR CHMKL TRELLE, BEY—YC
TARERER- 12, FNEFRORBIZESIC-20CT
FREREL 72,

X512, 3@hcswvTCFIX 100mg # 1 H 2 El&t 6
EEGERET 5 2L L L, RAkoAECHEEET, BE
R, MEPEE L fE L7,

4) CFIX O#HIREH BT

BIEEIC T-tube 2EAL L 3Fc50 T, CFIX &
PMPC 0 2 #|[F B 5 #% o B # %17 % CFIX &
PMPC 0#&5 #&100mg #100mg, 100mg x$200mg & &
1°200mg #200mg TH#HRES L7, CFIX £ PMPC %
ZoMERs I FBEHROIRS (188D &, MEH &G,
2, 4, 6, 8, 10, 12, u4BsfEIClEHELZAEL, €O
3ml%, %rRIES5H, 0~6, 6~12, 12~24FFf
BICERL, REMERIOMl £8&4% —20°CICRERT
U7z BEH TR 5 & CRPBEAHIEL, TATRO
EUR %K b 72, Bt CMETRECOVLTOREL
1z
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5) CFIX & PMPC 0 jE# i » M B DM
BT B AR

A RERBALAHT 2 AR O TEBEER O % &,
BB Loy TRV EI L A 72 b5k 4 52
»EaGbY, FiglolRTHRIEL -y —N
(184) KHAL, ZhZhot—Fv—1Iic&5H
¥ALTCHE, 1E1E—by—147 D1 H3ER
Baei, B58ik, CFIXA7wL (14 7erd
iz200mg) 1 H 2@, 1H&400mg, PMPCE (15
dyz50mg) 1E 4821 H 36, 1HE600mg & L7,
7T HEOREHET s L8 HE £ T, HHEHEAR
3SR O 2 ml B A £y VICERIRL, £0
I ml A EAHERERAER [Ty ¥ R—y—]ilL
D, 4 CTREL:, INEEEREE, MECRER
e LTz, BD O IZEFBERERAFE L LT
WCTHEL, BHPEABREOEAINEI 21T 12,
MICO#IEIX1 HE, 4HH, 8 HEOABEHKICD
wT AR LEREE SR ERRECE TV UT> 12
—BOSAK TIBH TR HEE L 72,

6) FEHNBERIESR

Ll 13)~5) DB O EAIBERE L E.coli ATCC
NIBEBREHETHRRERLAT 4+ A7 LD
bioassay i x W L R B EWAK 7o~ b T 7 4 —
(HPLC) =& D 1To7,

HPLC it & 2 ER 13, ¥ THREOMLEL LT, M@
BiE6% ) 7o EE S RMAELL THREALL
Fi#ER BB L CRIE/ISMY EEGHER (pH
7.0) TL~100f5CAHRL, &2 OBHE#Z0.45um 3
KT 7408 —THBLEEERME L, 20104l
% HPLC % & c# A L 72, HPLC#%i# & ALC/GPC
204% (Waters#) # I L 72, CFIX#ME LUV
CFIX » PMPC RIB% 5% 0 M, K, i, BEME
# o CFIX i Shima-pack FLC-ODS, 3um, 50X
4.6mm1.D. 7% 7 & (EERE(EF) 2AV, BEHELL
70.0IM Na,HPO, (pH 7.0)/CH,CN (85:15) (<,
Ay ¥ —A44 > kL T tetra-n-butylammonium
hydrogensulfate % 5 mM & %2 % X 5 ICiML 726 O
R HOTERLYE, PMPCOB L AT VETH S
MPC &3 bk # 7 4T, BEHAL L T0.01IM Na,
HPO, « KH,PO, (pH 7.0)/CH,CN (90:10) # A v
fo BRI LT AL 0.8ml/2, BHHBEIICFIX TR
UV=254nm, MPC it UV=220nm T # & L 72
CFIX « CEX [FEs# 5% n#ifix, TSK-gel ODS 120
T, 5 um, 150x4.6mmI.D.» 74 (&Y —5) %
Fiv, BEME £ L T0.3%KH,PO, (H;PO, TpH2.5
%) /CH.CN (87:13) # A v, Hi& 1 ml/4,

UV=254nm TR L, MFI=50, EELT,

7 SRR

CFIX cEZHDH B L 2BE %, BELEZME
ET BT EELTY, EBIZILE. faecalis % P.aer-
uginosa 75 £ CFIX (it 72 EREC & 2 EPE THA D
FhRH AR L EEORERI & 21F1P10BIE £ T iz,

BRREOHE S, FEAL LT, AEWHTECCELT
B EBRNEROER, B, BLUMBICLIE
7, BEmMI5E, Blumberg BfE % L i EHIFT RO
ZLOYENTD SN L DREY, ZhoDAERER
DUEDBD SN L DEBERE L, MEFHZEE,
HE, AR, TEO3IEBTHET el L
L, CFIX OB#MY - Z2MOHE» B RAER
DODATIIRES b DBEM-7:DT, IHhSEKE
WONE L MEFHRNED Er 10, MBS, FHEHE,
CRP 2 EREBEOEELZ bED T [REHEHE]
2TV, &S, BR, ©PE%, ®HHE L, L BEE
%, BERE L TOZKBIICZ L WER9, 20&
Ceftizoxime, v-7 07V v iR L EF21TH
EFREE L TR LT,

+i8BY 7, FiiEEH L iz T-tube 6B SR
iR v FR—5 —RD, BONE, BEETS
Lr b, BRCFEEEFSRINABECED, #
EEE10%/ml 5 X 0°10%/ml i T CFIX » MIC % #il €
L, CCL, CEX, PMPC® MIC kD tt##at %17 -
fzo £, TEAHEYEHHOBMBKE R RS TH
ETrIEELL,

X510, BMENER» SBEROEES*BEL, %
7: CFIX & 5tk ic, ME—M ORIk, mER
8, ~7 7))y ME, GRS, BMmERSE, MR
), FF##ze LT GOT, GPT, Al-Pase, £t Y 1L
£'>, LAP, y-GTP, B#aEL L TBUN L& 7 v
7F = EMEECEFREETY, BRREERY X
Fzv7 L,

s b
AROBRFRER
1) CFIX @t EHHZENR & B OFE MR IR
XTEE
a. BHFOZES

t MEH 2 FEHC oL TREREICB T 2 CFIX ©
ZEW AR L7 (Tablel), B CFIX i325°C,
6 BRI D IRE T2~96% 1 AL, 1 HETIRTT~88%
DBERE R -1z, —0°CRELIBEICIE, 128%
THBUUETHo7on, 0BEEL RS E, 90~94%
LEREEHSPPET T AEABASh B o, CFIX
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Table 1 Stability of CFIX in human bile (%)
Time
Bile Temp.
() | o 1h 6h 1D 5D 12D 30D
37 | 100 111 93 72 49 — —
Neat 25 [ 100 111 92 77 2 @ — —
MT.* -20 | 100 — — 97 102 9% 91
(pH 7.6) 37 | 100 97 88 80 48 — —
After 0.45
fﬁgaﬁo:"’ %5 | 100 105 92 88 67 — —
-20 | 100 — — 98 102 95 91
37 | 100 100 100 74 68 — —
Neat 25 | 100 92 94 8 78 — —
TN.** -20 | 100 — — 97 108 96 94
(pH 8.1) _
After 0d5um | 37 [ 100 94 %6 73 76
o 25 | 100 98 9% 8 8 — —
filtration
-20 | 100 — — 104 92 95 90

* Bile culture:S. aureus 6x10%/ml

Initial concentration of CFIX :10.g/ml

DA BERE I, BHERE - 200CRETI2A LA
CBEAE*EBTRETHL I NP7, 0.45
um LY RT 74V —TRELZBEHICOLT HRET
LR, B (77 LEHE) OFREIEFORENE:
TEERIZE o1,

b, EH ORI RIZT Y

BRI RIZTEFORER R L1 (Fig. 2),
MEHARC & 28R BEEREROBE LA
¥Thot:, 1 CFIX D10pg/ml BHER % ) > B
BEWRIC X AHEHENE T bioassay L 7-BF O R 1310.3~
10.4ug/ml L 2D, BELCHETELZ Lo, A
HHBE REER I TRRAIEL TELX A ALl L
MR L 72

2) MAEYMEREUEHPICHET 2 BEROAEED

Hat

CFIX 88T ORES & UEMFICBEL, REFEHR®
REFREEIC & > TIHHBEROLEHIE Z 5 aHelLE 2
sns0T, CFIXAEBRECHELREOBEN %
4 CTRIFLI:BOBHHHER*HIE L, 728
DRIEDER AHE L TIrCI B 2 MEEOEL 51
L7z

a. CFIX #&eMEH+ COMBEHREL

CFIX 0% OWENBHFABITLIGEREEL
T, 100ug/ml, 10pg/ml B L 1 ug/ml OEHF T,
E.coli NIHJJC-2 (MH-medium tho> MIC 130. 2ug/

% % Bile culture:E. faecalis 2x10*/ml

ml) # 4°CTREFEL, BHEERAL .

CFIX 25100ug/ml O HEE &H S n B E.
coli H13.2X10°/ml FF#E L 72854, 1 H#&126.0X10/
ml ¥ TEAT 54, ZO®KI4E ETZOER LV B
#Wrxnt, Lo, 10ug/mUTOBERF TR
BB o1 (Fig.3). —H, 107/ml v XL OFEHK
DEETTIE100ug/ml DEBREICHELTHREZER
BHohdo T,

Trbb, CFIXMERECERINLBRERTR
4°CTHRET AR VABMBEROEH IR cvEL
25, %13, 100pg/ml OEBREOREFTH 1HET
131/2~1/510 8 T 585, ZOEROELIFEEIKZRLD
TTH®% W1A—F—@HHLricBE 5y, CFIX
ZHE T B R MD E. coli 12~ TIE Y E.aerogenes T
13107/ml 8 X U°105/ml L ~ L o OB 1314 B
FEIEETHo T,

b. BXdu s sMEEOEL

E .coli, E.aerogenes, S.aureus® £V M. luteus%
ZRZh3TCTAMMRET 2 LEBIC L D ERIZEL
(BE o1, Thbb, E.coli, E.aerogenes BV
S.aureus \ZMBHFTEL HREL 225, M. luteus 135%
BThHote, O LRBEORHSEET S L TREN
ZEH P TREFEEECL > THEVSEL KRR T4
LETBTELDOTHD, LiznioT, BRARORE
RIEBO I REEFLRLILLLL,
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3) MEHPREREE O Fig. 2 Standard curve of CFIX
CFIX 100, 2003 & 1¥400mg B[R 5% D REHt 5
BT BLPIEE & bioassay % &£ HPLC ¥ THIE L /- S1/15M phosphate buffertpH7.0)
ER, Fig 4 mT &5 CERBR: y=1.041+3.09 . Han e T) /l
(y=0.991, n=18, x: HPLC, y : bioassay) & & )
WIS ST, ] /‘
CFIX, PMPCEF#& 5% o M, K, Bitdo
CFIX BL UYMPC i3 HPLC X B 2[A—&HTD 57
AR THo 12700, TNENRESLHETERL ®
2. O ExDHPLC 7o~ b7 7 A% Fig. 5 1R /
¥, CFIX ORF5E5RI3.5%, MPCOZNIE5HTH !
D, WAl £ H120.25~0.5ug/ml £ THIE T & 72, 24 /

Inhibition zone (mm)
8
n
"“\

CFIX, CEX RE&5#1TIx, FE—4M#THPLC &
rHAlOSEEELETHY, CEX O R FERERE 1 031 06 125 25 5 o
10.74, CFIX ®#hix12.44ThH-7: (Fig. 6), CFIX. concentration (wg/ml)

4) CFIX o

100mg H A SE O ME P EE € — 7 i 4 BEE
{22.38ug/ml, 200mg &5k D Z 1 it 6 B E 2290

ug/ml, 400mg & 585D % huix 4 BRI E 12 4.054g/ml 1
ThHot:(Table2), ‘-x----.C:h

51 m
5) CFIX o fBBEAIS A No—o—— o,
100mg B B2 555 o B T AR A Y IB FE (3 8 T H 12
11.8~29.7ug/g, 200mg % 58D 2 fuix 8 Bfd] B (<
5.78~25.7ug/g, 400mg %50 113 8 ~1085 B
1216.3~43.3ug/g T & - 1= (Table 2, Fig.7),
%, % < QWG TIIEE RS OBREAGARE HE i
ShTELH, X DEROEBICARLLERERN L * e 220
<, CFIX 100mg (1 H200mg, 2~ 3 HfE) &k 4 o
%7214 6 EROKZS L, RikEs 7RBRICERLL
EMEBEBNEE S HE L ER T, 3.54~4.59 0
ug/g Th-1: (Table 3),
6) CFIX OfRFERHHRE
100mg B a1 5 H D REH G B 1% 7 ~ 8 BEfE H 1270 Fig.4 Correlationship between HPLC
~310ug/ml, 200mg 580D % h i 7 B E (2 154ug/ and bioassay method of CFIX
ml, 400mg £ 550 % 1% 8 5 E 12 160~264g/ml " o0
T#H-1: (Table 2, Fig.8), AIZCO 4 [EF 72136 [ 001 .4"
EEHR 5% OEERT PO CFIX OB E & 7RHE L
ZWZN7. 1ug/ml, 102ug/ml Th>7: (Table 3), .o
CFIX & CEX OREHE 50 1 fiTit, CFIX OIEE
BEH 5 & O IBEE R BV 1280 2ug/ml, 8.154g/g T .
b0, CEXD %t i329.8ug/ml, 2.75ug/g TH > 12 104
(Table 4), 0 : Gallbladder bile

5 ® : Common bile duct

7)  CFIX 0 fEAEREH hil B D R HIHERS 4t Gallbladder tissue
PMPC & [FIFF#& 5 L 7 3 BIOBARIC £ 5 & 2ERT
CFIX i3 PMPC & 0 & N [BH B E O &2 m . —

T T T
! 5 10 50 100 300 500

L, 24658 & o2 5 oREIEE $ CFIX 33.71 HPLC ug/ml @

Fig. 3 Changes in cell count of E.coli NIH] JC-2
kept at 4C in bile.

-
I

w
"

O CFIX . 100ug ‘m]

Viable cell counts (log)/ml

~
L

T T T T l
0 6h 1 2 3 7 14 days

Bioassay
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Table 2 Concentrations of CFIX in serum, bile and gallbladder tissue
a) 100mg p.o.
Case Name Serum Gallbladder Common bile duct
Age Sex Time
No. (yrs.) (ug/ml) Tissue(ug/g) Time |Bile(ug/ml) Time [Bile(ug/ml) Time
. TL 2.38 4700 26.3 8700 70.0 7700 251 700
54 M (21.5) (66.8) (232)
H.N. 1.93 7° 30’ 29.7 8700 151 730
2
49 F (25.9) (143)
3 E.U. 0.52 2°30' 11.8 8°00' 320 8°00'
52 F (280)
: Y.U. 0.82 12°30° 1.62 13°00° 122 12°30°
52 F (90.7)
5 E.H. 0.70 11°30' 0.12 14°00° 25.0 13700’ 20.4 13°00°
7% M (23.8) (18.0)
b) 200mg p.o.
Case Name Serum Gallbladder Common bile duct
Age Sex , Time :
No. (yrs.) (ug/ml) Tissue(ug/g) Time |Bile(ug/ml) Time | Bile(ug/ml) Time
6 S.N. 0.37 2700 0.39 2°30° S 16.4 2°30°
52 M (13.6)
7 UK. 1.16 4°15' 1.31 4°15' 362" 3745
52 M
g K.H. 0.93 730 5.78 8 00 154 730
37 M (160)
3 N.T. 2.90 6°00' 25.7 8 00’ 188 800
54 F (174)
10 B.S. 0.85 12°00' 5.59 13°00° 243 12°00'
66 M (218)
* obstruction of cystic duct
¢) 400mg p.o.
Case Name Serum , Gallbladder Common bile duct
Age Sex Time :
No. (yrs.) (ng/ml) Tissue(ug/g) Time |Bile(ug/ml) Time |Bile(ug/ml) Time
1 YF. 4.05 3740 4.40 3°40' 106 3730
34 F (110)
- T.N. 3.88 730 43.3 800’ 160 800’
77 M (168)
13 M.B. 3.93 800 24.9 9°00° 264 830’
60 M (245)
" S.N. 16.3 10°00° 230 10° 00’
5 M (249)
15 Y.T. 1.59 12°00° 4.08 13°00° 64.3 13°00°
5 M (52.5)

( ):measured by HPLC
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Fig.5 HPLC of CFIX and PMPC in Fig. 7 Concentration of CFIX in
human bile after simultaneous gallbladder tissue (Bioassay)
administration (After 8~10hrs.)
504
o
404
;; 30 °
g P ~ o
CFIX MPC 5
} £ 204
(&)
°
°
104
o
0 . : :
100 200 400
J L’v\ |—‘ Dose (mg)
0 2 4 min. 0 2 1 6 min.
Fig.6 HPLC of CFIX and CEX in
human bile after simultaneous
administration
Fig.8 Concentration of CFIX in
_ gallbladder bile (Bioassay)
5 300 ° .
.
200 ®
° °
°
100 °
@
= 504
E
£ °
3 N 104
@
Q
5
®
—J )
100 200 400
Dose (mg)

r LA
0 5 10 min.
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Table 3 Concentrations of CFIX in serum, gallbladder bile and tissue
(100mg b.i.d. 6 consecutive times)
Case | Name | Seruym Gallbladder
Age Sex Time :
No. | (yrs) (ug/ml) Tissue(ug/g) Time |Bile(zg/ml) Time
16 H.U. 3.67 700 3.54 740 0.48** 7°00
69 F
T TA.* 0.87 6°40' 3.87 715 97.1 645
42 M
" S.H. 5.10 8700 4.59 7700 102 6° 40’
73 F (4.80)
() : measured by HPLC
% . 4 consecutive times
* % . obstruction of cystic duct
Table 4 Concentrations of CFIX and CEX in serum, gallbladder
tissue and bile after simultaneous administration
C Name S Gallbladder
ase Age Sex Drug Dose erum Time
No. (yrs) (ug/ml) Tissue (ug/g) Time |Bile (ug/ml) Time
S.N. CFIX 100mg 1.08 . 8.15 Vo 80.2 .
19 40 M CEX 500mg 7.59 £ 2.75 el 29.8 g
Table 5 Concentrations of CFIX and PMPC in bile after simultaneous administration
Casd Name Biliary concentration (rg/ml) Biliary |Urinary| Serum
N Age Sex| Drug Dose recoveryrecovery| (ug/ml)
Ol(yrs.) 0~2hr | 2~4hr | 4~6hr | 6~8hr |8~10hr [10~12hr{12~24hr| (%) (%) | (time)
20.7¢ 0.57
CFIX 100mg| 10.1 18.9 19. 14.7 . . .
. SH g| 20,99 2 13.3 3.93 | 3.71 13.7 5°00)
oM PMPC100mg| 1.86 | 0.45 LT <0.25| <0.25 | <0.25 | <0.25| 0.08 8 <05
. . 0,459 . . . . . 24. (5°00')
CFIX 100mg| 55.5 | 59.2 | 74.2 | 73.4 | 52.6 | 38.0 | 14.6 | 10.0 | 43.6 095
o TL (5730")
54 M <0.5
PMPC200mg| 1.83 | 8.87 3.15 1.24 | <0.25(<0.25] <0.25| 0.18 | 26.3 530)
2.03
CFIX 200mg| 0.39 6.93 | 24.7 38.8 50.3 56.1 16.6 4.34 12.7 o
2 S.H. (6°00")
61 M <0.5
PMPC200mg| 2.62 6.36 0.75 0.5 <0.25| <0.25| <0.25| 0.17 24.7 (6°00)

a) 4~5hr, b) 5~6hr



Biliary concentration(ug/ml)

Biliary concentration (zg/ml)

Bihary concentration (u«g/ml)

VOL. 33 S-6

CHEMOTHERAPY

507

Fig. 9 Biliary excretion of CFIX and PMPC after

simultaneous oral administration

Case 1 S.H.
(27 postop. days)

3
=3
S

60 e—e  CFIX: 100mg
-0 :pMPC 100mg
404
20.9
20

AUC 241ug/ml hr

1.9 AUC 6ug/ml-hr

0 0=t 0ty

)

m
—f

3.7

Fig. 10 Dosage schedule o
study of CFIX an

PMPC active (1st~3rd day)

f comparative crossover
d PMPC

= 8:00AM

1:00PM

6:00PM

NI\
O

ANy
O

A\I\I\J\Y

Placebo(4th day)

8:00AM

1:00PM

6:00PM

0000
D,

Recovery rate (0~24hrs.) (%)

0000
-

0000
-
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801 4.2 Tl v
(17 postop. days) i CD CFIX placet?o _ O PMPC. p}acetp ,
\ '\5 (containing vitamin Bi5mg)  (containing vitamin Bilmg)
\ 121
\ 7
60 asy |} £
< . . . .
! S Fig. 11 Change in bacterial count during
\ < antibioti nt
&—e ( CFIX  100mg V63 g - : COt Ltreatrhn_e .
0{ | o=0:PMPC 200mg o bos € p- PMPC — 1+ CFX -
c - T T T (I T T T T TT
AUC 5 g o—id A i
881ug/ml-hr %3 8t i | | | @ A.hydrophila
o~ o ! : X K.pneumoniae
207 \ T Ay : : | O A.calcoaceticus |
ek X AW T ]
DS Al 0\ o | i
el “soo AUC 30ug/ml-hr = i H H
0 it e2Y ¥ N it z 5t | Y
2 4 6 & 10 12 24 CFIX PMPC e i {
Time (hours) S, | Il' ]
= | |
8 : N A
% 3r | \D—"d :
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> | H
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1+ 1 E
5 5 6 7 8
b H. L 0
e (Ciia()szo_ss:)pda s) 2 Term of administration (day)
- day:
—a : CFI 8
60 00 - f’M:C igg:g = Concentration in bile and MIC
0 - g 56.1 E ug/ml PMPC CFIX ug/ml
3 2400 =3 m] n] 2400
! 100 + 100
404 AUC Las 3 t 7 T
354ug/ml-hr S @ A.hydrophila -
L2 25 F X K.pneumoniae + o o 12
E ) [ A.calcoaceticus 1o or
3 = S -
° = 2
20 \ 127 g gemy : s 3 4625
f;; L
6.4 156 r R
«. AUC 21pg/ml-hr 43 g - 1.56
0 “Omeal P 0 5 X X h
r - 1
2 4 6 8 10 12 24 CFIX PMPC O 39k @ ° L = 1039
Time (hours) L ]
o10r 1 X g 10.10
| o w— |
1 23 4 56 7 8 1 2 3456 7 8

Term of administration (day)

Term of administration (day)
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Table 6 Concentrations in bile of CFIX and PMPC

Case Post- PMPC (ug/ml) iPlacebo CFIX (ug/ml) After
Name Age Sex | operative
No. days 1 2 3 4 5 6 7 8
5.24
23 |TK 43 F 31 <0.25] <0.25| <0.25| <0.25| 12.9 | 5.57 (79.2) 0.43
24 |YK 72 M 12 <0.25 ] <0.25 | <0.25 | <0.25 Lk 2.02 <05 <0.5
(71.5) (67.3)
10.1
25 | FR 79 F 8 <0.25 <0.25 <0.5 | 0.78 | 1.28
(17.7)
0.28 |<0.25
26 | MK 52 F 9 0.91 | 0.80 | 0.28 <0.25
(1.8) | (1.6)

() : total bile acids (xmol/ml)

Table 7 Change in bacterial counts during antibiatic treatment

Ist day 4th day 8th day

Organisms | Bacterial |MIC (ug/ml) 105| Bacterial |MIC (ug/ml) 10°| Bacterial |MIC (ug/ml) 108
No. counts counts counts
(/ml) CFIX | PMPC (/ml) CFIX | PMPC (/ml) CFIX | PMPC
A. hydrophila | 2.2 %102 0.025| 0.39 | 6.0x10? 0.1 0.39 <10
23 | K. pnewmoniae | 2.0 10° 0.05 | 0.78 | 1.0x10? 0.05] 0.78 <10
A. calcoaceticus|  3.5%10% 12.5 | 400 7.0x10° 12.5] 400 5.1x10° 25 400
P. aeruginosa 2.5x10° 50 >400 5.0x10° 50 400 3.0x10¢ 25 400

S. faecium 7.0X105 |>400 |>400 3.0x10° | >400 | >400 1.3x10° | >400 | >400

Case

E. aerogenes 2.0X10" | >400 0.78 | 4.0x10* 400 0.78 | 1.0x10° 400 0.78
P. maltophihia | 5.0x10° 50 400 1.0x10° 200 | >400 <10

. S. avium 2.0x10° | 25 50 3.5x10° | 25 25 5.0X102 | 400 | >400
Candida <10 4.8x10° 4.2X10°
F. variuom 4.8X10° | 12.5 |>400 | 1.0x10* 12,5 >400 | 1.0x10° | 25 | >400
B. wilgatus >108 6.25 | >400 2.0x108 50 >400 | 8.0x10% 50 | >400
S. lactis 6.0%10% |>400 |>400 | 4.7x10° | >400 | 400 | 1.1x10° | >400 | >400
25 | Poaenginos | 5.5x107 |>400 |[>400 | 1.3x10% | >400 | >400 | 2.5X10° | >400 | >400
Candida 8.0x107 2.0x108 1.5%10°
C. freundii 5.0X10° |>400 | 6.25 | 1.6x10°% 1.4x10° | >400 | 0.39
# S. mitss 1.1x105 | 0.39 | 1.56 | 6.0x10%* 1.6x10° 0.39| 3.13

* 3rd day
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~10.0% &, PMPCOZHIINXTELLED- 1,
x5z, BRSHEOEM & 2 AT RE dhiR T K

(Area Under the Curve : AUC) THEL T4, 7
< 0fEfT CFIX »Eh T/ (Table 5, Fig. 9),

8) CFIX & PMPC DREH i & Ml B D4R BE

BT B LR

CFIX & PMPC #5K O fEH & OFE, MIC #l
E, AR S L OMEHPERRE O BB &
Fore COREB% T-tube # AL TH A MIBEHE
HHEH 4 FEBNCHETT L 7248, BEtAETO P& »
CFIX OMEHE 2 MEFTE 2 EETH > 72D IERI23
DHTH-1: (Table 6, 7). ZOERIZ43E, L
T, BAERHS BHEER - BER T, T-tube £
Al » B LY ARBREFEL 2o BHHIC A hydro-
phila & A calcoaceticus 5310*/ml, K . pneumoniae  10°/
ml AR Ent08, Fig llo Z k<, PMPC @ fEHT
hiEExzn oS>0 MIC #2 "\—T&¥, CFIXCEE
%, A.hydrophila % X U K . pneumoniae 1358 2 12 H %
L7zo Ld L, A.calcoaceticus 3 BF L T72o 7% b
b, CFIXOMEH & 3 A hydrophila 5 & U K.
pmeumoniae D MIC X D EMPICE VLV RV TH- 2
#, A.calcoaceticus .2 ¥ L Td+3 2 BETIZ2r»-
trBbhd, £, CFIX DEHFEEHYIH LKL
®LT2, SHEOREIMEL-7:DT, ZOERICE
3% 3EBOEHFETEDRE X HIE LM, 79.2
umol/ml (Table 6) L TEBETE AN >72Z
e, ZORRETHATHS,

BE DR

CFIX 1 H200mg %* 2 ~12H ARA L 72RO EERRIR
i3, BB®L6BITIE, BZh16, BEh46], HETHE ]
BTHy, BRHEIF00.0% L FOREHR & L TiED
TENLRETH- 72, L, EBERISHICEVT
i, BR6 B, ooERTH, HETHEZHTHY, £
BELTOEMEIZ6L.1%TH - 12, 2 HES LV
Lvd [EHE) Basol, Leb, CRIX il
BRI L LD RRR 8BNS LEZ1H, BR6
Bl, ©0ER 1 PITENEST.S%E %D, B DEFIC
B 2 ERER O 28 & B PR £ Table 8 (2 %
Edt, 209 b, RROLERZBNT 5,

EB 1, 635, B, S5kg, HEMTE L KAH
D, B#ELCTHRITI2ZHBARL Tz, CFIX 100
mg1H2ME, 2HMESEL, KELEBIHEAL,
CRP#(2+H)mv6 (—) T,

8 21, 675, B, 62kg, FIETH, HEMETE
REfL, BRELZH T, 1H, BUKER
fEr &t L, REBELEMBILHRL TV,

CFIX100mg 1 H 2 [&], 3 HE#&5% cBAREM 2 1T L
2o BRERICIREBRB 200 & L CIEMRE L 72 Bk
RO, MEREIC T HEAFCIBEEL TV P
vulgalis & K . oxytoca 13JHEE B & UIBEBH TIRHEELL
Tz,

EH 314, T3, &, 64kg, 1F@ir o HEERE,
SAR»S|RT - \BHAHY, BEELZH AT
72o CFIX 100mg 1 H2[E, 4HE&KSL, EELE
B CEERERSHEEL, CRPA(2H) 0o (—) i
ol TZHBY VT IC X DEFRL 2 BEHHIC Cor
ynebacterium & C.albicans #3588 T\ 1253, FMHEOD
ABZEREHIC I3 b I PRI 258 R o T2,

ER 41, 497K, &, S6kg, AIF12ACHERICE A
KRBENGICEShSEL 22 L, BHAERICH -
7o SEIFEEIC LY CEX 1,500mg 4 HERS &3 b
e LT 2Bk L7z, CFIX 100mg 1 H 2 [,
5 HES LB L EByEAL, TR v Tk
DEREL L 72 BB S, marcescens 104/ml, S.epider-
midis, S. haemolyticus 10°/ml %328 T 7z by Foivhs
OEEEHICIE S IPHE LD 2o 72, 10°/ml i
B3 MICEW»Ihn $0.2~1.56ug/ml TH- 7z,

fEB 5 13, 37T, &, 47kg, 108 #1A & Hh AFER
BUESHhEEL XL, 10B17THEE - BERSG % 1#
JRMEERCTARLL, ARYAH»S, HEKH L &
12 CFIX 100mg 1 H2M[EH, 7HME&SL7, BX -
MEM B L OMEREAEE L, HMBKEIX11,1004> 55,900
EEEfL,

B 6 1, 56%%, B, Tlkg, 5 BISHIEE - HER
B TFMamiTl, T-tube #FAL THIHEER
T, 6B3HLY CFIX 100mg 1H2M[E, 3HEKS
L7, CRPIZ(1H)&D(£)ERD, GPTHTIH5
22, GOT »3287> 512, Al-Pase 1316511t E L
72 %3, CFIX @ MIC A% f1 Z #1150, 200ug/ml TH -
7 A calcoaceticus = P.maltophilia H%FF L 72,

BH 713, 71K, &, 40kg, HEREIC L ZPIEMR
JEIZ T PTCD 2w TH B EBYI & % 1T L 72,
CPZ2g#11HMERT 2L, BHH K.
pneumoniae & P.aeruginosa BRIE S H T L1720 T,
CFIX 100mg 1H2[E, 3HMEES L2, CRP
Rt L, K.pneumoniae b P.aeruginosa \xiH% L
7z

EGIE, 465, &, STkg, AMCRMEPAZEMREE
KI2T8H 6 HFEMEMITLZ, LMOX 2 g% 8 H22
AgTELED, CRPIZ(4+), EEBLUVERY
nBIHH>NTOT, CFIX 100mg 1H2ME, 3HM
BELLEZA, HMBEREIES,300L D6,500& 420,
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Table 8 Clinical effect of CFIX
Body
Case Age . . . .
No Name (yrgs ) Sex | weight Diagnosis Complications Pretreatment
' (kg)
1 SM. 63 M 55 Cholecystitis — =
.. Diffuse peritonitis
holecystit
2 SN &7 M | e gholezysit; | Stomach Ca. =
S Auricular fibrillation
3 S.B. 73 F 64 Cholecystitis | GB-stone ==
4 F.U. 49 F 56 Cholecystitis GB-stone CE/X
(1.5g/day)
Cholecystitis GB, CBD-stone
M.M. —
g 3 F 4 Cholangitis Duodenal ulcer
6 M.H. 56 M 71 Cholangitis GB, CBD-stone —
CBD-Ca. CPZ
KK. Cholangiti
7 n F ol e Obstructive jaundice (2g/day)
PIP
8 S.H. 77 M 36 Cholangitis CBD-stone, DIC ¢
(8g/day)
9 S.S. 51 M 68 Cholangitis — —
10 TY. 57 M 60 Cholangitis — —
CBD-stone LMOX
11 K.T. 46 F Cholangiti
o S Liver dysfunction (2g/day)
IH-st
12 | TN. 4  F | 40 | Cholangitis eone -
Liver abscess
13 S.M. 72 F 48 Cholangitis Hyperthyroidism —
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on biliary tract infection
CFIX B . .
Dose |Duration] Total Isolated organisms acteriological |Clinical [Adverse
effect effect | effect
(mg) | (day) |dose(g)
100x2| 2 0.4 N.D. Unknown Good —
E. cl
100x2{ 3 0.6 N.D. ¢ oacafz Unknown Good —
E. faecalis
Corynebacterium sp.
00x2| 4 | 0.8 e P Negative Eradicated | Good | —
C. albicans
S. marcescens
100x2 5 1.0 S. epidermidis Negative Eradicated Good —
S. haemolyticus
100x2 7 1.2 N.D. Unknown Excellent] —
A. calcoaceticus A. calcoaceticus
X _
100x2 3 0.6 P. maltophilia P. maltophilia Unchanged Good
K. pneumoniae . .
100x2 3 0.6 . Negative Eradicated Good —
P. aeruginosa
K. oxytoca K. oxytoca .
X Unch d F. —
100x2 3 0.6 E. faecalis E. faecalis nchange air
100 %2 3 0.6 E. faecalis E. faecalis Unchanged Fair -
E. cloacae E. cloacae .
100 x . Unchanged Fair —
2 3 Ul E. faecalis E. faecalis e
P. aeruginosa . Partially
A Good —
— . = Lactobacillus sp. P. aeruginosa eradicated o0
S. aureus
100x2 5 1.0 E. coli C. freundii Replaced Good —
B. vulgatus
S. marcescens
S. marcescens .
100x2| 5 1.0 E. aerogenes Replaced Fair —

S. avium

S. faecium
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Table 8
Body
Case . . . .
No Name (?rgse) Sex | weight Diagnosis Complications Pretreatment
' ' (kg)
. . . GM
14 S.H. 59 M 48 Cholangitis Diabetes mellitus
(40mg/day)
15 S.M. 67 F 67 Cholangitis GB, CBD-stone Seh
(3g/day)
16 K.I 56 F 60 Cholangitis - e7A.L
(4g/day)
lized peritoniti
17 YK 7 M 58 Cholangitis Localiz Perl onitis B
Hypertension
GB Ca.
18 T.M. 59 M 43 Cholangitis Diabetes mellitus —
Obstructive jaundice
GB-stone
T.H. hol iti —
19 55 F 55 Cholecystitis Stomach Ca.
GB, CBD-stone CPZ
20 M.M. 74 F 58 Cholangitis Obstructive jaundice
. (2g/day)
Hypertension
[H-stone
21 K.H. 41 F 58 Cholangitis Hepatic fibrosis -
Postosplenectomy

GB:gallbladder, CBD:Common bile duct, [H:Intrahepatic, DIC:Disseminated intravascular coagulation

CRP bRt L1,

FEG1218, 428%, %, 40kg, 1 EFIC AR AAE
THEZEBYAM 2RI TEY, COEBE XL,
B2 BER LN, ETEELLEE
Mo E.coli B L7z0T, CFIX 100mg 1 H 2
[, 5 HR& 5 L- £ 2 28 L, CFIX ® MIC #
6.25ug/ml TH > 72 E.coli 3% L 1205, #155100
~400ug/ml LA £ @ C.freundii, S.aureus, B.vul-
gatus AR L7z,

EGNTIE, T2, B, 58kg, FFIRECHL CHEER

FH T PTCD %17\, —HERL ToBEROED
Ths, FOFRLEZ >N 5% - EEFOICHLT
AEBERG AT &= T-tube BEAM % #1TL 72, 7 A31H, i
HIEEE R CAERERRES £ 0 IBHRE 2D, 8A L
H& b CFIX 100mg 1 H 2=, 11AE&ZSL, 39.2°C
DRBOEBL, KFELEBLHELL, ho2sRk
ROWE L &bz, HMREREH20,000TH->720
A4 BHWES,100L %20, CRPH(6 +)25(3
), (1 +) 8P L, K.pneumoniae k E.cloacae %’
BB e 4%k Lz, UL, MIC#400ug/ml AL
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(Continued)
CFIX L
Dorati Isolated organisms Bacteriological |Clinical |Adverse
Dose | Duration| Total effect effect | effect
(mg) | (day) |dose(g)
e E. faecalzsn
100X 2 7 1.4 p . — C. freundii Replaced Fair —
. aeruginosa )
P. aeruginosa
E. cloacae
0X2 7 1.4 E. aerogenes - R i _
10 )4 e eplaced Fair
100%2 9 1.7 Negative — Negative Unknown Good —
E. faecalis IS
. E. aerogenes
K. pneumoniae .
100x2| 11 2.2 - P. maltophilia Replaced Good —
E. cloacae .
E coli E. coli
' Candida sp-
P. ] P. ;
100x2| 12 2.4 aerugmnosa - e Unchanged Fair —
S. marcescens S. marcescens
100x2 3 0.6 N.D. o Negative Unknown Unknown| —
100x 2 3 0.6 N.D. - Negative Unknown Unknown| —
E. faecalis
P. aeruginosa .
E. [
00x2) 8 | 1.6 A. hydrophila  — Jaccals Unchanged  [Unknown| —
. P. aeruginosa
C. freundii
S. faecium

O E.aerogenes 73 ¥ 5 BRENERFL 72,

MEZNDE

S8 X h i@ o CFIX, CCL, CEX, PMPC®
MIC % Table 9 i & ® 7z,

CFIX #5fi%1c 81 2 O MR ERE T X 1 15EH
T, E.coli (E@12), K.pneumoniae (EBIT,
14, 17), Enterobacter (GE 13, 15, 17),
Citrobacter (f #121), Serratia (fE f| 4 ) 7% £ 75,
CFIX O MIC %# [t L Tk L7z, E7fERIT TP
aeruginosa b L T3, Ll E.faecalis, 5\

13 Candida O 7% PERABERKHE 2 - 12EH b A
% (A

Bt B MR BIE

EF2~4, 6, 9, 10, 12, 16~18, 21D11HlIc B
wWCEHPAmEKEHE L, £05 5, fER 2 ~12,
LR 10l 2 7V 87 — MBI L 2 b D %, FEH
16, 17, 18i3fE# %1,000rpm T 3 7@k L 72 b %
ptats, BREL 7, TOMER, AMERHERD S ER
\LERI3, 18, 210 3 TH -7 (Photo. 1~4),

EFI21 T3, &5 FEK % 21~102/10u1 5B
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Table 9 MICs of antibiotics on isolated organisms
Case [solated CFIX CCL CEX PMPC
No. organisms 108 108 10° 108 108 108 108 108
S. marcescens 0.2 6.25 25 100 50 100 50 | >400
4 S. epidermidis 1.56] 3.13 1.56f 1.56 3.13| 3.13] 12.5] 50
S. haemolyticus 1.56| 3.13 0.78 0.78 0.78 1.56] 0.39{ 3.13
A. calcoaceticus 50 100 200 | >400 400 | >400 100 200
6 P. maltophilia 200 400 | >400 | >400 | >400 | >400 | >400 | >400
K. pneumoniae 50 200 | >400 | >400 | >400 | >400 1.56 6.25
1 P. aeruginosa 50 100 | >400 | >400 | >400 | >400 | >400 | >400
8 K. oxytoca 0.39 1.56 1.56 3.13 6.25 100 25 >400
E. faecalis >400 | >400 100 200 200 400 400 | >400
= 9 E. faecalis >400 | >400 12.5 25 12.5 25 200 400
% E. cloacae 3.13 12.5 100 | >400 400 | >400 0.78 >400
s | 1 | B faecais 400 | >400 | 50 | 50 | 50 | 100 | 100 | 200
5 P. aeruginosa 50 >400 | >400 | >400 | >400 | >400 | >400 | >400
8 || Lactobacillus sp. 25 | 200 | 039] 100 ] 50 | 200 | 1.56] 100
*_-',‘,:_, 12 E. coli 6.25 6.25 50 > 400 100 400 0.1 0.1
‘g S. marcescens 0.2 0.78| >400 | >400 400 | >400 400 | >400
5 13 E. aerogenes 0.78 3.13 25 >400 100 | >400 200 | >400
g S. avium 25 25 3.13] 3.13] 6.25] 6.25| 12.5| 25
;qg 0 K. pneumoniae 0.1 6.25| 3.13| >400 6.25| >400 1.56| >400
P. aeruginosa 200 | >400 | >400 | >400 | >400 | >400 400 | >400
17 E. coli 0.2 0.39] 3.13 12.5|  6.25) 100 0.78] 100
E. cloacae 0.39 50 50 >400 200 | >400 0.78 400
18 P. aeruginosa 400 400 | >400 [ >400 | >400 | >400 | >400 | >400
S. marcescens 100 | >400 | >400 | >400 | >400 | >400 { >400 | >400
E. faecals >400 | >400 100 200 200 400 400 | >400
S. faecium >400 | >400 100 200 400 | >400 | >400 | >400
21 C. freundii 400 | >400 | >400 | >400 | >400 | >400 3.13 400
A. hydrophila 0.05 1.56] 6.25] 200 12.5| 200 1.56 200
P. aeruginosa 50 >400 | >400 | >400 | >400 | >400 | >400 | >400
5 E. cloacae >400 | >400 | >400 | >400 | >400 | >400 0.39 400
E. faecalis >400 | >400 200 400 | >400 | >400 400 400
6 A. calcoaceticus 50 100 100 | >400 200 | >400 50 200
P. maltophilia 12.5 25 100 400 200 400 100 400
8 K. oxytoca 0.39 0.78 1.56 6.25 6.25 100 50 >400
be E. faecalis >400 | >400 100 200 200 400 200 | >400
E 9 E. faecalis 400 | >400 6.25 6.25 12.5 25 100 100
= 10 E. (loacafz 400 | >400 | >400 | >400 | >400 | >400 0.1 200
= E. faecalis >400 | >400 100 100 200 400 200 200
'.§ 11 P. aeruginosa >400 | >400 | >400 | >400 | >400 | >400 | >400 | >400
5 S. aureus >400 [ >400 100 200 200 200 200 400
k= 12 C. freundii 400 | >400 | >400 | >400 | >400 | >400 0.2 100
.g B. vulgatus 100 | >400 [ >400 | >400 400 | >400 400 | >400
: 13 S. marcescens 0.2 0.78] >400 | >400 400 | >400 400 | >400
§ S. faecium >400 | >400 25 25 50 50 100 100
P. aeruginosa 200 [ >400 | >400 | >400 | >400 | >400 400 | >400
14 C. freundii >400 | >400 | >400 | >400 | >400 | >400 0.39 50
E. faecalis >400 | >400 100 200 400 400 200 200
15 E. cloacae 6.25 100 25 >400 50 >400 1.56| 200
P. maltophilia >400 | >400 | >400 | >400 | >400 | >400 | >400 | >400
17 E. aerogenes 400 | >400 | >400 [ >400 | >400 | >400 3.13] >400
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Photo.1 : Case No.3S.B. 73y F
(Before treatment)

Photo. 2 : Case No.18 T.M. 59y M
(Before treatment)

Photo. 3: Case No.18
(After treatment)

Teo FEBI 3 CREERTITIFPRII 6~ 7/10ul THo T2
%, CFIX #5%MH L k-7, 1,000rpm 3 ARTEL
U 15518 T i fF Bk 3,500~4,000/ 2 BT & - 72 D
B, CFIX &5412900~4,000/28F L0, B5H#
IR E 51255~108/2EEF LHEL T, 2B, EF
2B L MERI8TIX, WIED 7 4 7 A Mutsa ot
(Photo 3, 5),

Photo.4 : Case No.21 K.H.4ly F
(Before treatment)

Photo. 5:Case No.2 S.N. 67y M
(After treatment)

B B

BERREBED st 0Tz, RIS YY) S RE
R 7v ¥ —DBRESH > 7225, CFIX 2 & 2B
Rixkdot, 4, GOT, GPT, Al-Pasez ¥'®
FEE: T-tube AT R ETRTEEBICLZ2 6D L
Zzon3,

x i

[HERRECBCTIR, BEARFM2ET 2 EHHY
L E2BRVT, AXKZET, FRIRSTESROA
HEDE ARSI E LS, BEHEREC L 25 - BE
ROBEICLD, BMEREAHEREL TWOBE
Thrd, £1, BERFMERTLLBECY, HERE
BT EYEOEFICE 2KV T, ARREE2T 5
Bend hokBlc k> TO R BHEREEH 2HEHT 5
EFITIE, BEOHCEGEFORINEER+3EEL T
WA ERREDLET, BOANEAZARSESZ
tit, BEOARBELILBLATIERREBEETHS

%%



516 CHEMOTHERAPY

DEC. 1985

—%, BEbsEIC BT, BERLE (BEX, B
ER) IGBICHRD 5N TLABROBMAER L LT,
ABPC, AMPC, BAPC, PMPC” % & o PC #l,
CEX # ¥ cephem #|® i3 %>, MINO, DOXY, FOM
bh oy, FOMBMENCEZESMNHD,~MINO
2 DOXY BIERRETIREC L 22 BEREND L
{BunE, WFhOER b ZhZnEEEZEZ T
5, L:d-T, BIERHA %<, ST cephem #l7:
£ 2 1¥ Ceftizoxime (CZX) ¥ (ZC@i ¥ 2 & 5 2L
BALLWIEARY P VERES, »OEHFRTLH]
WH R, L WEOH cephem FlOFFEEE S
TWwiz,

IhETlilkantws CEX, CCL xwo70H
cephem iz TR THE 1 HRICBL T 5, HE, K
REHETL T 5B 0OH cephem #13, CFIX (X
i, T-2588, L 70F% AL -T772ENVDIETHS
#3, CFIX i3 T-2588 & [AIKk(Z5 3 X cephem #| TH
D, CZXicvinyl#E%2203 4 L TlRGBEE2SY,
BOTREICLIZ D THL, ZOHE AT b T A,
CZX L IZIZ[EIERT E . coli, Klebsiella, P.mirabilis 7s
ED7 7 AREREION L TR ICEVHENERL,
6K O $2 O F cephem &l 23 %h T & - 72 Citrobacter,
Enterobacter, Serratia, 1 > F — V5T Proteus (2 &
B> OOEETH 5, MOFEO cephem & L[]
U < E.faecalis, P.aeruginosa \3TTE&EETH 2,
%72, B.fragilis % O B-lactamase (2 Xf L TR
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CHEMOTHERAPY OF BILIARY TRACT INFECTIONS (XXVI)
CONCENTRATIONS OF CEFIXIME IN BILE AND GALLBLADDER TISSUE
AND CLINICAL EVALUATION ON BILIARY TRACT INFECTIONS
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Basic and clinical efficacy of CEFIXIME(CFIX), a new oral cephalosporin was investigated in 47 patients with biliary tract
infections with the following results.

1) The mean concentrations of CFIX in 5 cholecystectomized patients given orally a single dose of 100 mg, 200 mg or 400
mg were 135.6£48.7ug/ml, 133.5+69.94g/ml and 190.0+35.4xg/ml in the gallbladder bile, and 13.9+6.1ug/g, 7.8+ 4.6ug/g
and 18.6+7.3ug/g in the gallbladder tissue. The concentrations of CFIX in 2 patients given 4 or 6 consecutive doses of 100
mg, were 97.1xg/ml and 1024g/ml in the gallbladder bile, respectively. In a patient, given simultaneously 100 mg of CFIX
and 500 mg of cephalexin (CEX), the concentrations of CFIX and CEX were, 80.2xg/ml and 29.8ug/ml in the gallbladder bile,
and 8.15ug/g and 2.75ug/g in the gallbladder tissue, respectively.

2) The biliary recoveries of CFIX and pivmecillinam (PMPC) were compared in 3 patients with T-tube drain in the
common bile duct, given simultaneously 100 mg each of CFIX and PMPC, 100 mg of CFIX and 200 mg of PMPC or 200 mg
of each agent. The maximum concentrations of CFIX were 20.9~74.2u4g/ml, about 10 times higher than the 1.9~8.9xg/ml
of PMPC, and even 10 ~12 hours after administration, CFIX concentrations were as high as 13.3~56.1xg/ml. Total 24-hr
biliary recovery rates of CFIX were as high as 3.71%, 10.0% and 4.34% in the three dose groups, that is, 26 to 56 times higher
than those of PMPC.

A comparative crossover study of CFIX and PMPC was performed in 4 patients to determine bacterial counts in the bile
and the drug concentrations. CFIX was more effective than PMPC in decreasing the counts of A.hydrophila and K.
pneumoniae in a patient.

3) To 21 patients with biliary tract infections comprising 6 with cholecystitis and 15 with cholangitis, CFIX was given
100 mg twice a day for 2~12 days (average : 5.2 days). The overall effect of CFIX was “excellent” in 1 patient, “good”
in 10, “fair” in 7 and “not assessable” in 3, with an effectiveness rate of 61.1%.

Bacteriologically, 34 strains were isolated from the bile and 18 strains, E.coli 1 strain, Klebsiella 3 strains, Enterobacter 3
strains, Serratia 1 strain and others, were eradicated.

There were no adverse reactions or abnormal findings in laboratory test values ascribable to CFIX in any of the patients.



