CHEMOTHERAPY
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£ H &
ERRESEMAF

wHE K- IBHEELER - KFHEA - 5

FERE - ARk - IBIEM - =K% - TR
EREBEESEHKREE_NHFEHE

4 - IBEEA
1

FH Lt 7 = 2 %H4EHK Cefpiramide (CPM, SM-1652) iz 2>\ THES, RINBEM, FERZHE
R ERRE L, UToBMYEC,

1. L B B

B BED E.coli, K.pneumoniae, P.mirabilis, Indole [t Proteus J& = Xt 3 % Cefpi-
ramide DO FE NI Cefazolin LIZIFFAETH 7o LML, E.cloacae, C. freundii,
cescens X LTIt Cefoperazone 12045 %, Cefazolin X b+ <h Tz, P.aeruginosa
1zt LTl Cefoperazone, Ceftizoxime X H 2~3 Bf3-<h, Cefsulodin & IZIFEZEDHEN
R LTCo

2. BN, Hetk

it ERR%  Cefpiramide 1.0g 1 [EIFE LcBE O MA@, EHEK 55 TFH 202 3ug/ml
DENESR, LS REHRRE a-phase0. 22 B5fS], B-phase 3. 99 B5RSI% b » THA L, 24 BfS
%t 1.8ug/ml Th oo RIS 2 BEIR Ty 829ug/ml DIBEN 2 b, HEHH 24 BF
¥ CoORFBEIRERIL 21.8% TH -7 Fi- Cefpiramide #ik 30 /81T probenecid 1,000mg
ZHALTLMAPRE, MR, RPEURERE LIt AR L BEEYRD b o1,

3. FE K B #

PR 2R FRYAE 1 ), REREYYE 4 BUEt 5 Blic Cefpiramide #{HH L, ¥IERED 1 Alx B\ 14
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Lhiehote,

Cefpiramide (CPM, SM-1652) 12 (b3 T % (%)
EINZAHAMEG L CHBELALEHA 7 = 2 RH4EH
Th5'™, KARKBERXEL 77 2 BHBRE A
HENEAL, OFHEEIREKDOL7 = 2RF4EHR LD
KR THD LW 5EBERE LT 2,

4AMH, bhbhid Cefpiramide iz o\ TEBHKS
75 &L b, PABREPECKH T 2 EKRAFFEME R
Zt:DTC, UWTZOREERET 5,

I. # 3] )]

1. JEHBE

ek BED E.coli, K.pneumoniae, P.aeruginosa
£ 50 #, P.mirabilis, Indole [ Proteus g,
E.cloacae, C.freundii £& 25 ¥k, S.marcescens 20
x5 CPM OHENZALFREFLSERERC X Y
BELIY T b b, CPM OEE 100ug/ml h b
0.025ug/ml ¥ TD 2 EFFFRIITERM LI pHT.2 ©

heart infusion agar iz, bouillon 1z 1 %iE# L-EHK
X 0B 105/ml IR LB 1 B E (WER 1mm)
HERBL, 37°C, 24 BERIER L, SENEACEERL
SHABRELR D > TRADFKEFFRILEE (MIC) &Lk,
[FIEFZ Cefazolin (CEZ), Cefoperazone (CPZ), Cefti-
zoxime (CZX), Latamoxef (LMOX) o3 % Bl
bHbR®TREL, AHIDOFI & B L,

2. RO

E.coli 50 #k @ CPM =3 % &tz Fig.1 Off
< 0.2~100 < pg/ml AL, FDE— 7k 02
1.56ug/ml 1w b, 50 fkeh 37 ¥k (74%) 11, 6. 254g/ml
FIRENRLU T CRELHIE X Ric, &F D E.coli
3T BHE N CPZ, CZX X by 45, CEZ kbl
BHEBETSChERBE I TH - 120 E.coli w2
CPM & CEZ % X U* CPZ & RSB R B LL
B Fig.2 om<, CEZ iz L1 BHET¢
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R, CPZ Xt 1~2 BEL BB TH - 7o

P.mirabilis i35 CPM O E T Fig.3 0 &
BEOTHBo, AKID MIC 1% 0.39~12. 5ug/ml Z40H
L, ¥ —2i% 1.56ug/ml i@ b, 25 BTt
12.5ug/m]l I LR AT ORE CREEIEIEEhic,
L L, AFID P.mirabilis b3+ 538 CEZ &
h1EBE, CPZ L) 1~2 BREBESIRETH -7
CPM & CEZ, CPZ & o RRZHoMBIZ KA LIcHR
% Fig. 4 &R T,

Indole BG4 Proteus Biexf$+ 5 CPM OHfEIL
Fig.5 o< T, *® MIC i1 3.13~100< pg/ml 124>
#il, CEZ Li3IEREDHE I TH » 720 CPM & CEZ,
CPZ t oREZM:DMEBIL Fig.6 o <, CEZ, CPZ
100 pg/ml BRI AFIC & 100< pg/ml » MIC %75
L, ZXEOBEM’RED bR,

K. pneumoniae 50 tRizxi+% CPM OB it Fig.
7 O T, F ® MIC i 0.39~100< pg/ml i/ fi
L, #0¥— 2713 3.13ug/ml Th-t, 50 Bieh 41 #
(82%) #% 6.25ug /ml E 10X F R T CREMNEEI R
oo AFID K. pneumoniae b+ AHHE L CEZ &
FE&ENPLER T, CPM & CEZ, CPZ t DRk
#DHEI% Fig 8 12”3, CEZ RU* CPZ iz 50~100<
ug/ml © MIC % R$TE R 3 L AFIE 3.13~12.5
ug/ml L{EW MIC 2 R3TEE S L BD ORI E T,
FF|D MIC 2% 3. 13ug/ml L EoEBKIx LTk CEZ,
CPZ X vAFOFH »ER, 3.13ug/ml LTFo MIC %
RTEHKRCR LTk CPZ 0F AV MIC %R 3A
FIMZED b,

E.cloacae 25 ¥izxt3% CPM g Hix Fig. 9 o
m< T, MIC it 1.56~100< ug/ml AFEL, FDOE

— 7% 3.13ug/ml TH - foo 25 B 158k (60%) %
12.5ug/ml ¥ 70X T LT CREVHIES hic, &H]
D E.cloacae w3 AHENE CPZ X b 2 BRERE
45% CEZ X3 Shicl#ETh 1o HH & CEZ,
CPZ pRERZ¥EDHENE Fig. 10 o Th %, CEZ &
100 <pg/ml o MIC %7R364kex LAF $ 100
ugiml © MIC %R Ui, fbOBBREARDH N
IVWMIC #7R L,

¥7z, CPZ L OHEBETIZTXRCOFEBKD CPZ 0FA
CPM X b 2~3 BFE/NE\W MIC /R L7,

C. freundii 25 BRIZR$% CPM OHE I Fig. 11
DL T, D MIC % 0.39~100< ug/ml &< =
MM L, 25 Bkee 16 kAt 100< pug/ml o MIC %
Rl BFID C. freundii wx+5HEL CEZ k
hEh T\, CPM & CEZ, CPZ & ORZH:OMHE
% Fig.12 o< Th%, CEZ, CPZ iz 100< ug/ml
O MIC %3 9#RkizAHF b 100<pg/ml o MIC %

Fig.1 Susceptibility of E.coli to CPM

50 strains
Inoculum size 100

Fig.2 Correlogram between CPM and CEZ or CPZ

E.coli 50strains

Inoculum size
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L, CEZ it 50~100<ug/ml @ MIC #R3HHKIC
i LAF A 0.39~12.5ug/ml © MIC % RTEKD %
<§,§3§ 51}1«7:.0

S. marcescens 20 #Rizxt3% CPM o MIC 1% 6.25
~100< ug/ml /i L (Fig. 18), CEZ 214k 100<
ug/ml THDB DX LT, FFITIX 6.25~50ug/ml O
MIC %R TEKRLBD bhic, KAEL CPZ & DREZH
D% Fig. 14 w7,

P. aeruginosa 50 #Riz x5 % CPM OHE /ix Fig. 15

Fig.16 Correlogram between CPM and
CFS or CPZ
P.aeruginosa 30strains
Inoculum size 100X

Table 1 Summary of healthy volunteers
Age Boby weight
Case Sex (years) (kg)
H. M. Male 20 71.0
T. M. Male 21 66.0
M. K. Male 21 65.0
T. T. Male 20 63.0
Mean£S.D. 20.5£0.6 66.31+3.4

necid 1,000mg % 1 BIRIR X%, BEOEE cmh
BE, REBEXREL, probenecid JEfFHBENOTH
& crossover IZTHET Lo

¥, @EREL E. coli

2100 o T/ Ny e E
. ) // 25 R / ) FETHY, BERAN
:{; L . / . = / . rhi AR I A ML AR
R S % e
51.56— 55/5:: S 1.se . / . 7.2 @ phosphate buffer i&
St 7 5 L (PB)FRE AL o R
0.39 0.39- ERECE L THERY pH
L _ 7.2 PBS 12T 20~50 f I %
0.1 0.1 RLUTHEIBZEE L,
0.1 0.39 1.56 6.5 25 100< 0.1 039 1.56 6.25 25 100 2 B &
CPM (gg/ml) CPM (ug/ml) 1) b

DML THbo AF|D MIC 12 0.78~100< pg/ml 124>
L, £OE— 271 3.13ug/ml THb, 50 #eh 35 #
(70%) »* 6.25ug/ml X FR LT CREMNHEE S
too AHID P.aeruginosa & ¥ 3 5 HE L CPZ,
CZX kb 2~3 B3 <h, CFS LiZIFHAEThH -7
CPM & CFS, CPZ & o RZMOMEEIT Fig 16 o
{T, CFS Li3iEA%THY, CPZ X hid 2~3 B
MIC /NI WHBRY £ Bd bR,
II. mehRE, KRBkt

1. JEHE

SE#IEED 20.5 7%, TIIBE 66.3 kg DOEREEERE 4
B (Table 1) #3f%ic, CPM 1.0g » EHEHRYGK 20
ml ZHERL, #3/HATTHELLDD, 5, 15, 30
oL 2, 4, 8 12, 24 BRI IRI U MARREE & UG
L7

Eie, MAPRERASET IWLT, REIBES 0~2,
2~4, 4~6, 6~8, 8~12, 12~24 BEHIRDRFRES
WEL, coERREEYE U CRFPEREYERL, £
RELOHND 24 BIE CORFENKRY KD, &
rEFIOMmARE, Foktics X3 probenecid ©
Y&y ms T, A% 1.0g I 30 £ probe-

BELEREZ 441 CPM 1.0g % 20m] OFERKIE
%, %93 5T TR LicER o B L Table
2, Fig. 17 o< TH %,

CPM 1.0g #¥ES: 1/12 B T 202. 3£20. 8(180
~225) pg/ml OIAFEENIB L, 1 BERE{E 76.1413.7
(62.7~95. D ug/ml ¥ TIXHBHEETET LL 0%
BRI B IET L, 4 B 35.1+2.8 (31.6
~38. 0) pg/ml, 12 BRI 9. 8+ 1. 2 (8. 3~11. 2) ug/ml,
245 T 1.840.3(1. 4~2. 1) ug/ml DI EEAS
Bohic, & OBEOIMAPIFREFEILFY a-phase 0. 22
+0.07(0. 17~0. 31), B-phase 3.99+0. 68(3. 33~4. 62)

Fig.17 Plasma concentration of CPM

Healthy volunteers (n=4)
1,000meg, i.v.inj.
100f

Plasma concentration (ug/ml)
=

17 § 12 o4

AR Time(hr)
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Table 2 Plasma concentration of CPM in healthy volunteers (n=4)

(1,000mg, i.v. inj.)

Plasma concentration (ug/mé)

Case

/12 | 1/4 1/2 1 2 4 8 12 | 24(hr)
H. M. 214 172 114.0 71.7 47.8 31.6 17.0 9.6 2.0
T.M. 180 122 81.9 62.7 50.4 34.2 19.0 11.2 2.1
M. K 225 144 120.6 95.1 61.4 36.4 18.2 10.0 1.8
T.T 190 138 103.5 75.0 58.0 38.0 15.7 8.3 1.4
Mean 202.3| 144.0| 105.0 76.1 54.4 35.1 17.5 9.8 1.8
+S.D.| £20.8| +£20.8| +16.9| £13.7| 6.4 +2.8 | £1.4 | £1.2 | £0.3

BRI TH -1 (Table 6),

2) Red

BRI R ER L R ISE LI RAPIREE, R
ElxZi: Table 3, Fig 18 O THb, HEHE 0~2
B CORPRENRLEL, T 829+209(590~

CPM #43 30 48iic. probenecid 1,000mg % 1 XK
XgiEombRERBL Table 4, Fig 19 0m<Th

Fig.18 Urinary excretion of CPM

Healthy volunteers(n=4)

. 1,000 100 ],OOOmg. i.\’.inj. 50
1,050) ug/ml DREN X bh, 2~4 BHRTIX 384x u 1
) . o—=0 i y trati
153(276~606) agml C, LUEORMEBE L bEmE 2| | Urinry recovers
. N . P " il | ’ I
BESRETET Licht, 6 BfLIE 24 B E TO& ¥ |E o= Recovery rate
ReREE 100~130g]ml OREAHER SR TL T, = sool S0 s
— F = - - 03
RREULRIT 0~2 Bl E TIoEy 77.7431.9(52. 5~ e =
123.9)mg, 2~4 B§EC 36.7 £21. 3(20. 3~67. 6)mg T, £ 100 - g
. - _ B c F 5 40H 1203
LUk R DR L MEEOBARR L, BHE 24 B § |2 "
¥ CORBEINEL 21.8+7.1(16.7~32.4) % Th» 3 200 - )
-2 2001 20 410
f;o jo] o
3) MmepiEE, RAPkicEs Xi¥3 probenecid O L 0 )
- - 21 s 12 24"
‘ Time(hr)
i) MARE : BEEEE 44 CPM Bk XU
Table 3 Urinary excretion of CPM in healthy volunteers (n=4) (1,000mg, i.v. inj.)
0~2 2~4 4~6 6 ~ ~ ~
o 8 8 ~12 12~24 0 ~24(hr)
uc | UR | uc | UR | uC | UR | UC | UR | UC | UR | UuC | UR | UR | RR
H. M. | 1,050 52.5 606 33.3| 196 12.7 157 11.0 139 45.7 115 41.4| 196.5| 20.0
T. M. 590 | 123.9 276 67.6 132 33.0 100 22.2 111 33.3 135 43.5| 323.5| 32.4
M. K. 950 61.8 364 25.5 171 17.1 77 10.4 150 33.0 57 19.2] 166.9| 16.7
T.T. 725 72.5 290 20.3 120 15.6 103 15.5 140 25.2 105 35.7| 184.8| 18.5
Mean 829 7.7 384 36.7| 155 19.6 109 14.8 135
. . 34.3 103 . 9 .
+S.D. +209 [ £31.9| £153 | +£21.3| £35 | £9.1 | +34 | +5.4| 17 +8.5( %33 i:ﬁ 8 iZ;’l]‘i iz;;}

UC : Urinary concentration (u#g/mt)

UR : Urinary recovery (mg)

RR : Recovery rate (%)



VOL. 31 S—1 CHEMOTHERAPY 253
Fig.19 Plasma concentration of CPM Fig.20 Urinary excretion of CPM
. Healthy volunteers, crossover (n=4) Healthy volunteers, crossover (n=4)
Eloo— 1,000mg, i.v.inj. 1000~ 100- I.OOOéngi\ll.v.ln). “50
2 o—— CPM + probenecid CPM pmb: "
~ — neci
e o—— CPM E o——o o-—-oUrinary concentration
2 -, 800 80F r " Urinary 40
E ¥ = :I L___JUrinary recovery .
H ~ |E e——s o-——eRecovery rate <
g 10r E & -
5 EGOO-gGO- ] 130 &
: 'E § \\ - £
g $ s 3
= L B § 400 Z40r 20 ¢
e 4 12 2 e |Z :
P Time (hr) HRE
Viei )2 5 200+ 20- 10
%, probenecid ffARFOIMMAREET 1/12 R R S &
% LF 236 £ 44. 8(180~285) ug/ml iz &L, LA 0~ OLO 0

e EEICET L, 1 BERME 89.9+9. 6(78~100.2)
ug/ml, 4 B5EME 37.3+£2. 4(34. 6~40. ) pg/ml, 24 B
Mg T 2 4+0.2(2.2~2.6) ug/ml DOMFEEIEL
Nize = OEEOMAERAHL a-phase 0.29+0.11(0.19
~0.42) B5M, B-phase 4.46+0. 20(4. 29~4.75) Ff
T#H -1 (Table 6), ZhbHDOFFIL probenecid JEBE
ADrh X b bBHELT LA et #E LEREOEIFED
bhich o1,

ii) FRepsEt : probenecid 1,000mg Bt DR P
E, RehEIREL Table 5, Fig. 20 O TH5o, CPM
B 0~2 BER % T 0 RABEILFY 588+252(270~
805) ug/ml, 2~4 BEfSIFR 319 +96(248~456) ug/ml T,
DSBS B & & DI RPRELETERL, 6 K

LI DRFPIEES 81~5d4ug/ml Thote, i, BIE
% 24 B55 % CORFBEUNEKIL probenecid JEGFARED
21.8+7.1(16.7~32.4)% =%t LT probenecid Bf R
DF T 19. 8~1.4(18.2~21.5)% T2 -~ =, probene-
cid fEAREDHARPERRILEMEL R LI, ZOE
B EEEOZIFD RN 21,
III. B K K &

1. X &%

HELRERYSED 5 DIBHKET L 10l RERRE
45 (BHEREREs 3 6], BEBALPE LBIeh - R
MERIE 1)) 515 Blic CPM %/ Lic, I

Table 4 Plasma concentration of CPM in healthy volunteers, crossover (n=4) (1,000mg, i.v. inj.)

Plasma concentration (ug/mé)
Drug Case
1/12 1/4 1/2 1 2 4 8 12 24(hr)
H. M. 214 172 114.0 71.7 47.8 31.6 17.0 9.6 2.0
T. M. 180 122 81.9 62.7 50.4 34.2 19.0 11.2 2.1
M. K. 225 144 120.6 95.1 61.4 36.4 18.2 10.0 1.8
CPM T.T. 190 138 103.5 75.0 58.0 38.0 15.7 8.3 1.4
Mean 202.3 144.0 | 105.0 76.1 54.4 35.1 17.5 9.8 1.8
+S.D. | +20.8 | +20.8 | *£16.9 | +13.7 | +6.4 +2.8 +1.4 +1.2 +0.3
H. M. 285 204 150.3 100.2 58.0 36.0 19.0 11.3 2.3
T. M. 225 160 135.0 94.5 63.0 34.6 21.0 12.3 2.4
CPM M. K. 255 160 120.0 87.0 55.0 38.6 22.0 12.0 2.2
with T.T. 180 132 93.6 78.0 60.0 40.0 21.0 13.0 2.6
probenecid
Mean 236.3 164.0 | 124.7 89.9 59.0 37.3 20.8 12.2 2.4
+S.D. | +44.8 | +29.8 | *24.2 +9.6 | +3.4 +2.4 +1.3 +0.7 +0.2
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Table 6 Pharmacokinetics of CPM
in healthy volunteers, crossover (n=4)
(1,000mg, i.v. inj.)

Trz2(a) | Try2(B) Va AUC | Cl(body) | Cl(renal)
Drug Case (hr) (hr) (L) (hr-ug/'nl; | ( m€ min)| ( md/min)

H. M. 0.31 4.62 11.59 478.5 34.83 6.97

T. M. 0.17 4.54 12.61 478.8 34.83 11.28

M. K. 0.19 3.33 8.57 515.1 32.83 5.40

CPM | T T, 0.20 3.48 9.85 | 468.6 | 35.50 6.57

Mean 0.22 3.99 10.65 485.3 34.33 7.55

+S.D.| £0.07 +0.68 +1.80 +20.5 +1.33 +2.57

H. M. 0.35 4.44 8.98 575.6 29.00 5.28

T. M. 0.42 4.75 10.09 570.9 29.17 5.57

CPM | M. K. 0.21 4.29 9.75 | 563.8 | 29.50 6.35

with T.T. 0.19 4.36 10.75 548.1 30.33 6.15

probenecid
Mean 0.29 4.46 9.89 564.6 29.50 5.83
+S.D. +0.11 +0.20 +0.74 +12.0 +0.67 +0.50
35~84 EThHYH, BH4AA, ZHE1HATH 7 3. B &

2. FRELLOCRERE

CPM o FRAEAIE LT HABEBETTo 7, 1 A
A8 1.0~2.0g ¢, 1@ 0.5~1.0g % 250~500 ml
D 5% BWCHEREL, “hilH2E 30~60 57T
FREHE L,

EAHEI 3~10 BT, (ERHKEEIX 6~19g Th»
o

AF DEERIE DR CPM #/H 3 AR EbE
ROWENTD bhic b OREL), 4~7 LA Bl
ERRROBENRDbRich DAL, Ebbhr—hHD
HEN AN DERRLEHEL, ForHEDR
bhigwdy, FRXBLLC DORESE LI,

FIEFNTRT 5 CPM OEEREHE L Table 7 D Z &<
ThHbHo BHKEZADOEHMBELIBDORE XS,

Table 7 Therapeutic results with CPM
CPM Response
Age Clinical Isolated Side
No. | Case / Daily D . Remarks
Sex | diagnosis organisms dose uration Clinical | Bacteriological | effect i
(£) (day)
. 0% )
1 |H.M.| 84/M Chromc' .| K. pneumoniae 1.0%2 9.5 Good Eradicated —_— C\VD
bronchitis D.I.
. 5w .
2 |K.K.|75/M Chrorfnf E. acrogenes 0.5:x2 10 Good Eradicated — Gastric cancer
cystitis D.I.
Chronic S. marcescens| 1.0X2 Persisted | Membranous
3 |Y.T.|35/M n ; o ) 4 Poor R —_ }vpodystrophy
cystitis K. pneumoniae| D.IL Eradicated | Indwelling catheter
Chronic o losxa . . o
kW oM cystitis P mirabilis D.I. 7 Fair Persisted . Indwelling catheter
1.0x2 | Tuherculosis of
5 [A.1. | 70/F | UTIL E. coli 3 Inevaluable | Inevaluable — unereuiosis
D.I. urinary tract
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Table 8 Laboratory findings before and after CPM administration
N c Age RBC Hb Platelet | GOT GPT AI-P BUN S-Cr
o.
e Sex (x109 | (g/de) | (x10) | (mU/me)| (mU/me) | (BLw/£) | (mg/de) | (mg/at)
B 348 10.7 39.3 14 9 1.3 17.0 1.0
1 H.-M 84/M A 361 10.9 41.7 16 8 1.8 18.9 1.1
B 425 13.2 21.3 12 10 1.2 16.7 0.9
2 KK /M A 433 13.5 18.5 10 9 1.1 15.5 0.8
B 451 12.1 40.8 14 18 1.7 15.5 0.5
3 Y.T 35/M A 438 11.6 37.1 18 15 — 12.1 0.6
B 427 13.3 43.8 60 138 4.1 11.5 0.5
T
4 K-W. 46/M A 401 12.6 43.1 42 111 4.0 9.4 0.4
B 440 12.5 19.7 14 8 3.3 14.4 0.9
5 AL T0/F A 411 11.6 21.2 18 6 2.9 14.7 1.0
B : before, A ! after

RERREHE 4 OITILRBHEK DI HHETRER L e 70 1
FIRBRNTHERL1E, LR ER160, EH1HATH-
o

2B, EHOFEMIVTHIEBEEEEXEL,
BE» 7 -7 AMERATHY, TOBEHIT—TLOE
RNEHORRICIL~TcbDEEZ B,

S EDEERKEIT 1T - 7o 5 FI TR TXEEIERIX
BEDohihotc, ¥ie, FAEANKCERE LI
—f% GRILER, f/MR, ~% 7 = € V), KL (GOT,
GPT, alkaline phosphatase, BUN, f[fi# creatinine)
R EDEBREDHKRIL Table 81" T L% b T, KFYE
ARXsLBbhREEYRUEMNILFILREDS
nigh o1z,

1IV. # s

CPM o HEEH, TINBHEL © OCEEIRZE 2 KRt L
TERICOWT, UTETFOEEXRARD,

1. BN

CPM i B-lactamase i\ MEHIMX B THHF L+
7 = ARPEFITH Y, BHTHECHAEARZ + 74
*EL, RBEYEL T VUBERE S ARHEOS
CRBHECMENZRT L VbR 3, EREHIE
< in vivo WRIF BRI EHRIFEL T3 Lvbh
T3, bhbh DBRKSERTORF TS CPM 0
B x E. coli, K.pneumoniae, P.mirabilis, Indole
BEtE Proteus Bizxt L Tk, CPZ, CZX X b4
5%, CEZ LiZ3IZR%EDEHETH 7o E.cloacae,
C. freundii, S.marcescens X3 5HE ML CEZ X
hERh T\, &, P.aeruginosa i3 2HEN
GM x4 % % CFS, CPZ r iFRA%ZE\VLIXEBRIcK
HTholo

HEDEFZ L CPM 2&E 7 5 2ABHBERHLT
ENRCHEEELYE L, BCERORRER CIEEY
B2 iR L1 7chs - 7 Indole [ Protens &, S.mar-
cescens D—ER2, P.aeruginosa ¥ THE AR}
FARETHE ThLOBEICLAREFECHLTHE
KGRIV HHFE LB DEEL B,

2. RINBER

1BEEFEE T CPM 1.0g % 1 [E#ES O M B ER
TS 5 S HICTEHT 202, 3ug/ml LB\ MARESES
H, L% a-phase 0.22 B5RS), B-phase 3.99 Rfof
REREERE S > TET Lo AFOMAPREEBI
CEZ, CPZ DXh X W BfE%RTRL, %1, MmeEHBm
% CPZ (a-phase 0.15, [-phase 2.15 B5f) Xhd
BORENB ORI, ZORBIIRD €7 = AKRH
EREHBELTOILRDEVWLDEELRS, Chbo
BRI H 0HED X b @I\ TRREMT
Boteh, BERSEOREIBLII,

FHI DR BRI EHE 2 B R Ty 829ug/ml O
FRENBOh, BER 24 B E CORPEIRRILT
# 21.8% ThHotoo

Z OR#RL CEZ, CPZ il LCE[ETHY, ch
BEFOF clearance 2D+ 7 = A RJPFLAEFICHBEL
TPIWC LIBATHIDEEX Y, ¥, AHO
BHEBTOI W L bEL 405 L, AFOEH
W, BEERTHA5EEL LR,

WERD €7 = 2 RYUEFI OB D 5 ORI AT
FALRAFCRME»SOXWbHHmSh T, probe
necid %P5 LMAFREN <, MALREHHLE
RTHT EMHMBNATV B, AFD probenecid fHAR
O fFEE, MBI EhEh 236, 3ug/ml, 4.4
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BsfC, probenecid JEBERABFD 202.3ug/ml, 3.99 B
ERBELTREDEZIRSOIT, FFRFEIRET
PHERRIFELL, BEHCEEZEIRD LR -
too TDT EXAFOBFHMIIRREF B2 ET, R
BORRERDINZ ERTRER LTV 5,

3. FRIRBEU

ARFR—RAEREIED > bBESEL X101, R
FRYVE 4 BlsH 5 FleAF%E 1 H 1.0~2.0g, 3~10 AR
FEAL, HETED1HZERE, 246, /%1
Bl, 51 BIOBER 2 7o 2RFR, ELHOE 1 BIT
WThLEREKEEZEL, BBE»7 — 7 L #HHEGITH
h, ChOEIEHORRIC/L-7ebDEEL R B, &
HIGNBROE CHENFBITORF L &2V R D—
DTHHIDIEERPECE LD TER Th 5 Lit
12, RPEIRRITHE 21.8% ERKDL 7 = & RPIEH
HE L TEETEIH 55, %L O +45RBRHIE
Lo BT DRFEBEN L BND O TREBEFECH L
TIERAERBCb D LRI,

SEFER L 5 BICITEEIERIRED b h it 2 »
Too Eio, AFFERA XS LBLhBBEERREBORE
TEIRBRIhiahotz, L L, FFlIk€7 = 2R/
HHTHY, I BERNOEBTHEEHE T 5 72 5
i, SREIFBERIICD E LTHBRENLET
b5,
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FUNDAMENTAL AND CLINICAL STUDIES ON
CEFPIRAMIDE (SM-1652)

Yasusar Uepa

The Jikei University, School of Medicine

ATsusHr Saito, JiNGoro SHimMapa, Masanisa Oumori, Konva Suisa,
TaxkeHisa Yamaji, Hironosu Iuara, Tosuio Hojo, Masanosu Kaj,
MotoruMmt Saecusa and Tapassar MivaHARA

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

The antibacterial activity, absorption, excretion and clinical efficacy of the new cephem-type anti-
biotic, cefpiramide (CPM, SM-1652) were studied and the following results were obtained:

1. Antibacterial activity

The antibacterial activity of cefpiramide against such clinical isolates as E.coli, K. pneumoniae, P.
mirabilis or indole-positive Proteus was almost on the same level as that of cefazolin and its anti-
bacterial activities against E.cloacae, C.freundii and S. marcescens were slightly inferior to those of
cefoperazone but superior to those of cefazolin. Antibacterial activity of cefpiramide against P. aeruginosa
was 2 to3 tubes stronger than those of cefoperazone and ceftizoxime and equivalent to that of cefsulodin.

2. Absorption and excretion

When cefpiramide was intravenously administered to heatlhy volunteers, the blood concentration
at 5 minutes after injection showed an average value of 202.3 #g/ml, and 1.8 pg/ml after 24 hrs.
Its half-life in blood was 0.22 hr in a-phase and 3.99 hrs in B-phase. At 2 hours after injection, an
average urine concentration of 829 ug/ml was obtained and the urinary recovery rate up to 24 hours
after injection was 21.8%. Even when 1,000 mg of probenicid was administered in combination half
an hour before injection of cefpiramide, the blood level, blood half-life and urinary recovery rate
showed no significant differences when compared to single administration.

3. Clinical results

Cefpiramide was administered to 5 patients including 1 case of respiratory tract infection and 4
cases of urinary tract infections. Excluding 1 case which was not evaluable, out of the 4 remaining
cases it proved to be good in 2, fair in 1 and poor in 1 case.

No side-effects were noted nor were any abnormalities in the clinical laboratory findings observed
that could be attributed to administration of this drug.



