CHEMOTHERAPY
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1. mikE
(1) NRLSCICRIEFTE

R A 3 Bl % 3t R I F 82 [ B 1Z Bacampicillin
(BAPC) # Ampicillin(ABPC) 2 500mg 1 [E]#% (14
143057, 1, 2, 4, 6RO mMPRELRIELT.
1eRl—BAIZ 2V TABPC 500mg 1 [al#f A% m
FIRELHEIEL, cross over IZTKEIL T, 7£&HiRE
REI3 Bacillus subtilis ATCC 6633 #haREH & T
% cup HEIZL VATV, i3 pH 7.2 phosphate
buffer solution (PBS) iZTH:ML 1=,
(2) Bk #¢

R A 3624 A% ABPC hffi& LT 500mg % 1
EROFEALZVOnPIREHSZ Fig. 1, Table 1
WKWRTZTELTH D, AFEOERBRI0D M PiREIL
4.2~6.6(F#) 5.8) pug/ml, 1BEMA peak T 5. 6~
8.6(F¥1 7.33) ug/ml IT:EL, LIESEICIET L, 28%
flfE 3.2~7. 8( ) 4.73) pg/ml, 4 BERIE 0.76 ~
1. 1004 0.91) ug/ml, 6 BEMMAE 0.19 ~ 0. 24 (FHy
0.21) pg/ml TH->1zo FHMEIZ & 2 M4 R 12
0.95 BHITH - 1z,

—7%, El—RBAIC cross over T ABPC 500mg %
1 E#EORE Uz VLo FiREH#F%(3 Fig. 1, Table
1DZT&< T, ABPC O #%30% T 0.30 ~ 0.76
(4 0.53) ug/ml, 1BFRIME 1. 1~2. 7(FH2.07) ng/
ml, 2BEfIAY peak T 2.0~4. 2(F) 2.87) pg/ml, 4
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Table 1 Serum levels
healthy adults, 500mg X1, po
Serum levels (ug/ml) T/2
Case
: 172 1 2 4 6h b
"o | s.A |42 56 7.8 0.87 0.19
= | MO. | 66 86 3.2 076 0.20
2] T.Y. |66 7.8 32 1.10 0.24
E
:g Mean | 5.80 7.33 4.73 0.91 0.21 | 0.95
+SD | 1.13 1.27 2.17 0.14 0.02
S.A. | 0.53 2.4 4.2 1.2 0.2
£ | M.O. | 076 2.7 2.4 1.3 0.2
T | T.Y. | 030 1.1 2.0 0.36 0.18
5 Mean | 0.53 2.07 2.87 0.95 0.23 | 0.52
+SD | 0.19 0.69 0.96 0.42 0.04

ErflfE 0. 36~1. 3(3F#7 0. 95) #g/ml, 6 B¥MI{E 0. 18~
0.26(F#) 0.23) ug/ml T, FEMEIC & 2 i o2 jbps
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{32 0.52 s TH > 1=, BAPC niuhima Nz AB
PC O&#NEHLKELT, BOMHRART AONIC peak I

1%L, MRl L ABPC &4 2 ~ 3B EMICH
RN

2. Rk, Rep@yse
(1), MRZ2SVICRES &

PR A 3 Flic D>\ T, BAPC % ABPC 4% 500mg
1EROMAO~2, 2~4, 4~6FMOERMWIC
BITARPIMEENEL 2o & = ZBEMA ORI IS
REZRUC TRPIR %KD, HHRE DD, S FE)
BROMH6HME TCORPRIDETEEN N2,

R iR o R SE 13 il 1 SE & B8RS Bacillus
subtilis ATCC 6633 Bk &MREM & U 7z cup BETITL,
MR I2 pH 7.2 PBS 12 T3045ICH/RU TRIEICHL
fzo 72 B1RMHIZ pH 7.2 PBS TENLE.

(2) B MK

o e SE & RIS I ISE U = RPIRE 8 & URPE]
§Y®i3 Fig. 2, Table 2 N &< THD, &#l%ABPC
Fi% 500mg 1 [ial k% 11 0 FF 7 o0 BR A il 13 0 ~ 2 BEBIR
T 630~950 «g/ml, 2 ~ 4 WiHHLK T 285~1,200 «g/ml,
4 ~6H¥MIRT 85~160ug/ml TH 1z, AKIRED M
6 i E TORPEIULAIZ46. 6~61. 9( ) 52.5)%
TH-otz, —4, lH—BAIC ABPC 500mg 1 [A1#E 0
gD BRep MK I3 0 ~ 2 IR T 120~1651g/ml, 2
~ 4 BEMHIR T 400~830 ug/ml, 4 ~ 6 HFMIKT 18,5~
320ug/ml T, 6KEMIE THRPEIULEIZ 30.3~35.5
() 32.9)% TH > 1.

M E K M
1. MRESUIIHRATE

Table 2 Urinary excretion

(healthy adults n=3) 500mgX1, po

Time after administration (hrs)
Antibiotics Case
0~2 2~4 4~6 0~6
%1)630g/ml 1000 130
S.A. | ®2 172.6mg 50.0 10.4 233.0 mg
*3)  34.3% 10.0 2.1 46.6%
950 285 85
= M.O. 186.2 47.9 12.4 26.5
S 37.2 9.6 2.5 49.3
g 900 1200 160 ,
& T.Y. 144.0 144 21.6 309.6
28.8 28.8 4.3 61.9
Me 826.7+140.6 | 828.3+192.8 | 125.0+30.8
i:% 167.6+ 17.6 | 80.6% 44.8 14.8+ 4.9 263.03
33.4% 3.5 | 16.1% 9.0 3.0 1.0 52.5+6.7
165 660 18.5
S.A. 95.4 52.8 1.81 150.0
19.1 10.5 0.4, 30.0
120 400 320
- M.O. 69.6 80.0 27.7 177.3
= 13.9 16.0 55 35.5
2]
) 135.0 830 76
2 T.Y. 36.5 119.5 9.3 165.3
7.3 23.9 1.9 33.0
" 140.0+18.7 | 530.0+119.0 | 138.2430.7
i;"l’; 69.2+14.3 84.1+ 27.4 12.9+10.9 164.2
13.4% 4.8 16.8+ 5.5 2.6% 1.1 32.942.2

#(1) Urine concentration (ug/ml)

%(2) Urine recovery (mg)
#¥(3) Recovery rate (%)
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MERMERIRED S 5, BEAREIR, (CIRMEMK
£0E1H], RIBRUE (SIEBHRL6F, REMOLE
RELU ALY > RMBYE 1 51) 7HI0H 9 FIicEH
AL, EFOFESSTIZI9~T3FT, B 16,
THEBHITH o1z, REARIIMEREILRT H. influen-

Urinary recovery

EB) E. coli TH-1-,

FR D 1 BMAIIIIEIR S e T1.58 %, RIBIRL
#7130.75~1.5g %1 8 3EIcHImALT. W A yam
124 ~188MT, HHELE33.0~27.08 THZ,

M OBEFEROME 2, BAPCHA 3 BLINIZE -
ERFFROKMDES StLt- LD LW, 4~THUR
cHEMMrEs SN LD ERE L, BAPCOBAIZ
STLHMDAESNZEV,, WEBLIZLDERBELTL:,

2. % M

£EH)IC1 T ZBAPCOBKE 2R3 Table 312773 T
ELTHD, MENELL, CMEMKLEZVTNLE
OMME A2, REMIREDTHTIZ, TROI-0%
HOMEERELI 1 BIEDZE, BDO6MZLTHL
HOOMRE A Iz,

RERELTIE, &% 1 B8750mg M, 38HEYTF
HELD: 1 FERRLUIN, ZOMICIIHHEXLL
DIZBEDHIEM 1=,

AXERERDS 5, HAHIRIC BT SARMEOR
HUR -5 EFORERM% Table 4 IZTF, INSE
FITIdELICREMETT LDRBOSN M-,

ERESUICER

ABPC ) ester {LA&W T 5 BAPC ORAL, #Hik%s
SUICHREMICOZMF 2T o1z, EOHLEKI
UTones)THS,

1. Mo igsE

BAPC 35U <BR2Z 7= ABPC O ester {LAWT
H5. FHIIIREHPSNDRPHNEOLHTRETHY, B
INEESICRE D non-specific esterase IZ& VMK

zae, {LERMERBA T Staph. aureus, REMPAE Tl SFMINT ABPC ic&ieansV?,
Table 3 Clinical results with Bacampicillin
Case |[Age Sex C-linicﬂ Isolat-ed Administration Results Side effects Remarks
diagnosis organisms Dose Duration
1.K.H.| 60 F | Shronic . | H.influenzae | 1.5g/day 18days Good -
2.F.0.| 19 F | An8ine | Staph.aureus| 1.5g/day 6 days Good -
3.Y.K.| 60 F | Asms,, E. coli 1.5g/day 7 days Good -
4 T.K.| 4 F ” E. coli 1.5g/day 7 days Good -
5. E.S.| 61 F ” E. coli 0.75g/day 9 days Good .
6. A.T.| 32 F ” E. coli 0.75g/day 4 days Good -
7.T.1 52 F ” E. coli 0.75g/day 4 days Obscure Diarrhoea
8.Y.0.| 35 F ” E. coli 0.75g/day 7 days Good —
9. I.N.|3M | UTI E. coli 1.5g/day | 9days Good - the fomer
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Table 4 Laboratory findings before and after Bacampicillin administration
Ca Hb(g/dl) |RBC(X10%)[ Ht(%) [Plat.(X10%)|GOT (u/ml) | GPT (u/ml) | Al-p(BL-u)| BUN(mg/dl) | S-Cr(mg/dl)
se — ;

Before | After |Before | After |Before | After |Before | After [Before| After |Before| After |Before | After [Before| After |Before| After
1.KH[12.8(13.4| 366 | 382 {28.4|28.8(18.6(20.4| 26 | 20 | 18 11 | 2.4 1.6 8.6(10.4( 0.8 0.7
3.Y.K.[14.2|14.0| 482 | 500 [ 42.8 | 41.0|24.0]|23.6| 17 16 11 14 | 2.4 1.8 (13 18 1.6 | 1.3
4. TK |12.9]|11.5( 414 | 430 | 38.5(39.0|19.4(20.0| 11 | 14 1 12 | 20| 20| 64| 7.0| 1.7 | 1.6
7.T.1.{13.2|13.0| 428 | 412 | 37.8|37.2(27.8)/26.4| 8 | 12 16 | 25 | 1.2 1.6 |13.0|17.0] 0.6 | 0.5
9.I.N.|11.0{11.2 | 320 | 346 |34.8(34.6|22.8/16.7| 24 | 18 | 20 | 21 | 2.5| 1.8 |18.0(16.2| 1.2 | 1.0

BAPC #E#¥ZWF I ABPC 500mg #H:4 R4EDO M
gD+ iREIS 1 BT peak {H 7.334g/ml I2:EL,
L1 0.95 ReMio M b2 RipsR %2 L - TIET L 6 BERiE
0.21pg/ml T&H >z, KHINREE D MehME#ISI2 AB
PC MENEHEBLT, peak IZETHHEMLEL, #
1= peak b 2 ~ 3 EEHTH > 2. KLasTERsky HY D
BAPC & ABPC I rPilbE #F5 & HBIRET U - Ak T
b BAPC DOEMTALMIC peak 15:FEL, mMPiRED
#1355 <, bioavailability %73 M5 iRk ghis T mmak
fEb BAPC OHN#IM0%KTH > - HEL T3,
INSORRIEROBNENRSE L RIFMEETL, £
FRRENT-FHAT AL ABPC iIcERENB T
LETELTVALDOEERSE,

2. RepHEit

BAPC # ABPC 500mg #H4 & 1 EEOEAKOR
hiBEIZ0~28FM T 630~9504g/ml, 2 ~ 4 BEF[HIR
T 285~1200 #g/ml, 4 ~ 6 BEMI/R T 85~160 pg/ml
THo1-. BRIEB% 6 M E TCHORPRIYNEZ, 52.5
%TH-o1=, ZORMIZ ABPC 500mg 1 [E4% O 1# BB
DENELELUTRDIBEIIEL, RPOIELEHET
»->1-(ABPC 32.9%), KLASTERSKY S b Rk G
%#4T\> BAPC T80%, ABPC T56% TH>1-&HEL
TW3, ZOKMIZERN ABPC IZH# L TRNED
RFTHHILERTLDEER S,

3. BEARA

NERAERRENS 5, BEATXE, LRERK
#5165, ReGRIUIE 7 B0 9BIIcER 2FERL, T
HD-oEXKOEREPIELIZ1PE2DETZ 8HICHR

DORMEA T, EHIZREOKTH 5 reHEREFIZRE
ANBN, AXORIFLBNE, HomPREDSR SN
BELEHSNBARERIMEICENT LT SNIBERS
Rasfigans,

BAPC OEHRICHALTIREFK LI LFRICIT
BEta Ntz L3V ABLY, IRBELEICIZIE LS
g, PRERMGRIEICIZ1H0.75~1.58 DEAICLY T
NIBERHRMAONDLNDEERD,

BAPC MBEIERICDWVTI3AA 1 H0.75g B3 HE K
THIEZBD- 1 FEERUIN, ZOMBICIREXRZLD
BEHEM ST, LML, EHZ ester THZNT,
FREER LIS RERNEE L TESBRBOESH S
Do

X [
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CLINICAL STUDIES ON BACAMPICILLIN

YasusHl UEDA, FUMIO MATSUMOTO, ATSUSHI SAITO, MASAHISA OHMORI,
KoHYa SHIBA, TAKEHISA YAMAJI and HIRONOBU IHARA

Department of Internal Medicine, The Jikei University, School of Medicine

The serum concentrations, urinary excretion and clinical efficacy of bacampicillin, an ester form of ampicillin,
were investigated and the following results were obtained.

1) Serm levels
The serum concentration in healthy volunteers after a single dose of bacampicillin which was equivslent to 500 mg
ampicillin reached a mean peak level of 7.33 ug/ml at one hour, and the concentration declined with half-life value
of 0.95 hours. '

2) Urinary excretion
Bacampicllin recovered in the urine for 6 hours after an oral dose was 52.5%, which was higher than the amount of
ampicillin (32.9%) collected for the same duration.

3) Clinical results
Bacampicillin was clinically applied to 9 cases with bacteria infections, including one case of chronic bronchitis,
one case of angina lacunaris, and 7 cases of urinary tract infections. Clinical response obtained in these cases was
good except for one case from whom the drug was withdrawn because of diarrhoea. No serious side effects were
observed other than diarhoea which developed in one case 3 days after administration.



