CHEMOTHERAPY

AR 1) % Cefpiramide (SM-1652) ok 3R

EH B%-EA BE-EF AR
RRH U REEEBABRERETIRE

Nl s
=& RABH

RE
KR BT RR B

+E &
KER Tz de i R Bt #t

A RRW - BH KB
B EAFRENAH

RARZE) - BE AR
B RFBEA B

o
BERREAH

JIg IEfF
HEHRBeA

P\t = 2 REARFEWE Cefpiramide (CPM, SM-1652) DHRARES WET 5 &
#, ThEBERACEA LD TCLoRKERET 5,

BBRECHAE 4 1% B0, A# 0.5g H5\ ik 1.0g BEEO MFRE SO RETFREY
WE Lo WEBRIE, BWEEE LT E.coli NIH] 2BV-58EH » 78%A L, &# 1.0g
one shot B D MPRET 3 RT3 X V% 6 Rl B ¢ 136 pg/ml, 101 pg/ml %#7R1, 0.5g BE
D2 PITIIEREH 30 D HIFH 89 pg/ml D€ 7 {ERIRL, 1RRHETE 53 pg/ml L),
8RFRIRIC Y 17.5 pg/ml #7R Lico IBHHRELXAR] 0.5g B %\ ik 1.0g BEAISe, REME
RIIKRELEGDEEZEDBLOD, 4L D ¥ — 7{Hit 1,000 gg/ml L ¥R L, BREECHE
- TREAF#E Uico

ABHORRIE 25 01 (BBLZ 11 B, WHAIRE 40, MklMEAREEE, Bunis X oIMA
EREE 201, BES TN KBETEES XOBREREE 16) &K 1@ 0.5¢~
1.0g 1H 2[E one shot H 5\ STEHIE Lico TORE, 25 flhZf 3, A% 17T &
BFRIL 80% ElcoTco

FAOEWFRZRAICED Sht, BRRET16Ic GOT, GPT EOBE—&l LREBDE:
T ¥, '

MAY 1983

M#HH Lt 7= ARESRAEWE Cefpiramide(CPM,
SM-1652) i3 Fig.1 R T X 5 ke 7 fizfiliwe hydro-
xypyridine % HE L, 3zl tetrazole B % 4 -
OREHT, ryr7LBUHEOARLT, /5ol E
CHBRHEARI PS5 a%dd, s> AREH
D 5% Pseudomonas BRI THHEHINE L HH

IhicAnEE SN B, k7, AAOERALREN B
BNTHBORn 6, FEMEOEETS Bl
mase k3B EHM AN X b RBIL T hico AHEEY
BEAZARIL 05% LibT, HHOL7 = aRHEY
BOYXhLh 3B, £ 0kdhpBesriiind~
SEMTHY, LabE@misc X sERERAOIE



voL. 31 S—1 CHEMOTHERAPY 693

Fig.1 Chemical structure of CPM
OH

N CONHCHCONH
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CH

H,C COONa
OH
Sodium (6R, 7R)-7-[(R)-2-(4-hydroxy-6-methyl-3-
pyridylcarboxamido)-2-(p-hydroxyphenyl) aceta-
mido]-3-{[(1-methyl-1H-tetrazol-5-y1) thio] meth-
yl}-8-oxo0-5-thia-1-azabicyclo [4.2.0] oct-2-ene-2-
carboxylate
Vo Tk, KO REHEKE, 20~30% LOOE
5, OB RFCEV BITHREAB LR BN,
SEbhbhXAFOGERABEXRET 5 L3k, 4
HERRRECRA LD T, ZO/RY Z CeRET
50
I. CPM O ENRE

ABIDBAEMBEECAK% one shot FEL, &
B AR 7 O W R RIRE R UE L1, REE
LLT E.coli NIH] #f\, #B» » 7 CTHIEL
2o Tc¥s, working standard DFEFRITILMMTE DB AL
Moni-Trol 1%, BBHD#AIX pH7.0 phosphate bu-
fler Hw V1o

1. CPM oiiEhiEE (Table 1, Fig.2)

FF 1.0g HERO MEFBRERNEESNL 1FIOHRT
H5HH, 3R XU 6 K] Bic 136 pg/ml ¥ X0 101
pg/ml DWERTR LT, 0.5g HHED 2 GITIX 30 %
P 89 pgiml L7rh, THEUE LD BnET
L, 8Bz ~Td 17.5pg/ml /R LT,

2. CPM oJBHiEE (Table 2, Fig. 3)

%] 1.0g X0 0.5g one shot I =& 24
ROWT, T-Fa2—7 X b8 0 h B2 ERC R

Table 1 Serum levels of CPM after 1.0g or 0.5g

intravenous one shot injection

Cases Time ‘hr.)
Dose | Sex | Age [ 1/2 | 1 2 3 , 4 | 6 | 8
1.0g| F | 66 1136 | 101
M 55 94 | 56 | 56 | 45 17.5
0.5¢
F 27 84 | 50 | 46 23
Average 89 | 53 | 51 | 34 17.5
(ug/me)

Fig.2 Serum levels of CPM after 1.0g or
0.5g intravenous one shot injection

E.coli NIHJ
150+ Disc method
= Standard curve : Moni-Trol I
£
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())u A\A
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172 1 2 4 5 6 7 8

Time(hr.)

FL, pH7.0 phosphate buffer T 10 fZIZFHRL
72DBb, PEET, —70°C TRBEFELY, 1.0g BIV
0.5g #ER & b ITREIRICIBTFREMB I K E X
LOERNEDLRIH, 4F1E S ¥ — 7 {EiT 1,000 g/
ml IEXRL, Ladb 8EHEBIIVTEH 500 pg/ml
L EDEExR#ERF LTV i,

Table 2 Bile levels of CPM after 1.0g or 0.5g
intravenous one shot injection

Cases Time (hr.)
Dose Sex Age 1/2 1 2 3 4 5 6 8

F 66 1,030 877 11,050 | 1,140 | 1,180 | 1,070
1.0g

F 49 2,250 | 1,950 | 1,007 | 1,200 | 1,005 760

Average 1,140 | 1,414 | 1,029 | 1,170 | 1,093 915

M 55 68 64 560 1,000 3,000 | 560
0.5g

27 216 (2,500 (2,700 2,800 1,050 | 750
Average 142 | 1,282 1,630 1,900 2,025 | 655

(ug/me)
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Fig.3 Bile levels of CPM after 1.0g or 0.5¢g
intravenous one shot injection
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II. CPM Qpkiamkni&

1. HN&EFLVHE

bhbh b FZHEZRE USRI, BB
11 6, MEAIRRG 40, MHEREPIRGE, RS
UM BRIREE 2 6], BRETEE BEgs TR
BRLE IOBBEERERA 1805 25 fIThB, Zh
LEERR LAFI1AE 1g L 2g #2408k T
one shot ¥ 7=i3 AVEEHE Lico BEHRIZ6 AN 17
AficbhicoTE b, Lichis TRESED 6g b
34g TR LA TWB, IeRBEIRGDEDHEX, Table3
DEEEZRE, REFERF IOEOMEYBIEE LT,
Zh2s BURK HELicbok %, 7ELUAY A
%, 14 BUARMLADOHE M Zbhich Dy E
%, Th EBE2#E5E LTHERNFE Lith -k d
D% R EHE LI,

2. #ER

AFBr LT X BIGERSY Table 4, 5 KR Ui, 18
B 11 AITIRER 16, FEIB, 2R 1ML
b, BRHRK 90.9% Thoto ik, EMNES 11, 32
B i, ERENRBEAES CIYRTREDON LD
RERBEBELYETHIEEIBRELTEY, FOnic
BRVPBI Do hedbDEEL NS, FDMDBRYE
M4BTI, EZ26, BFR8H, EH4BILY, BY
ik 71.4% Tholo ThLEHHITIE, BREBE
HIOKREKBYRIC X5 LE 2 bhaBRmERN-L, BB

Fig.4 Case 5, S.T, 62y.0., M, Panperitonitj
due to perforation of duodenal ujcer

Date: Jan/5 6 7 8 9 10 11 13 B W3
N S —
2 SEL' -
£ 37 /\/\A/\’\/\/V\
> 2
g E W
Discharge i
Symptom Pain(+)(+)-(+) (+)(+) (+) (£) (%) (=) (=) (=)
HHH)(H) (=) (=) (=Y (=) (o) (=) (=) (~)
Organisms | ghterocaceus o i
WBC 13500 7800 6200
RBC(X10%) 412 368 401
Hb  (g/dl) 13.5 12.0 124
Ht (%) 38.0 31.6 3,1
GOT  (u) 15 20 %
GPT (u) 6 12 17
Al—P( /213 13.3 5.6 4.9
BUNI ) .5 7.0 9.
Crp ¢ (++4) “+) '

BRCBRE L TR ShcREOBYTs EOBRANS
ThTWic, —F, FERAIRED 4 ACIARRRED
26T, 2AFHL EOFHREIERED LA, Lok
BIRRDRY ¥ LD Table 6 T, 25 ks
36l B 17 B, EK 16, EQ 40T, PR
X 80.0% &icB,

Ric, SEEIERDREY L5 L, EHREO 114
TRRIBERRE 3 002058, *ohGRE, v.
—FEFR eIANDPMT4 V7, $M brAys— 7n
TUA, BIEOL1BUL AL, LhLva.-Fer
AR wRYTERTT v, FRAE LHIIEDTHT
=7, BARBRRIT7 Blcibh, £05H5Mcasd
TH -7 (Table 7), HHEND MELHHEL L5
&, KB 4¥krh 38, BHZEE 3k 2 8k, RBES
IO BHRER 38, =v 7 ey x— 28k AHEE
L, ZORBERIZFER T2t FRNICRSEHENS
77 w4 FTA2KTIE, BREDRIZED bhithok
(Table 8), %7, HEBFBEGREABE, 1H0S
g 1B 2E&% 16 GlrhER 141, B 11 ATHHE
75.0%, 1[E1.0g 18 2E#HE om-pZEH 2, 74
66IT, HRXK 88.9% Lich, 1[E 1.0g 1H2EH
SR RIT IekE R A8 5t (Table 9),

3. Ef

iR Lic 2 Blx BT 5,

Table 3 Criteria for evaluating effectiveness of an agent on infectious disease in the field of surgery

1. Excellent | The principal symptoms and signs disappear completely within 5 days after onset of-the treatment.

2. Good More than half of the symptoms and signs disappear completely within 7 days after onset of the treatment.
3. Fair Any one of the symptoms and signs disappear within 14 days after onset of the treatment.

4. Poor Either none of the symptoms and signs disappear or their aggravation is obsearved after 14 days.
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£ 1 62 F, H, +TTHEBBRBEILLEBRX(Fig.
4)o

FR2lob L EM 56 £1 A58, BYBRMFRX
CEBRFVvF-URBATAE L b AF 1E 1.0g
1H2EHS BB L. TOKR5 HERIIPH LI
p, TEBREHBIEE Lico RHF2 5BRE &M
sEFEIRE IR, KFRET BECTNTHAL
t2o BWER R OO RREBRTIRD Ieh o o

£6 2 37 ¥, &, BEx (Fig.5)

56 £2 BRI X Y EENMMLTELDOT2AI3H

Table 6 Clinical effects of CPM therapy on
infections in the field of surgery

No. of Clinical effect
Disease

€ases | Excellent | Good Fair Poor
Peritonitis 11 1 9 1
Other
infections 14 2 8 4

3 17
Total 25 1 4
80.0%

PTCD »fiffshto LAL, *OFR LY EH,
B, BHEB X 2 b hb X5 isfcicd, KK 1E
1.0g 1H2@EBER2BEE L, TOKEE, 3HHRIX
Rz, MENANEALL, SHHEHTCWRBEHE®ELHE LKL,
¥t, BHE»BREIhYa—FEFRA -2 7
1V 7B EBHBIEAL L,

4. ElER

AHEIOB GBI T EMENBIERLZF L DX 101

Fig.5 Case 22, S.K,, 37y.0., F., Cholangitis
after PTCD (Gastric cancer)

Date  |Feb. 15 16 17 18 19 20 21 22 23 24 25
D 4 PTCD CPM_2g/day d.i. ]
it
= 38
2
& 37
25 WAAANAAAANAAAN
Abdominal pai :
s S ) () (=) (=) (2)(=) (2) (=) (=) (=)
ton i v
ymptom L M iy (1) () (=) (£)(2) (2) (=) (=) (=)
Organisms {P.maltophilia (=)
WBC 10100 5100
RBC (x10%) 302 374
Hb  (g/dl| 10.4 12.4
Ht (%) 32.2 37.1
GOT  (u) 160 112
GPT  (u| 70 25
AP (W) 24.2 13.6
BUN (mg/dl)  12.9 7.4

Table 7 Clinical efficacy classified by isolated organisms

Isolated organisms | No.of case | Excellent | Good | Fair | Pocr | Efficacy rate(%)
E. coli 3 2 1 3,3 (100)
P. cepacia 2 1 1 1,2 (50)
P. aeruginosa 1 1 1/1
= | P.maltophilia 1 1 1/1
8]
N | Citrobacter 1 1 1/1
P. morganii 1 1 1/1
B. fragilis 1 1 0/1
S. aureus 1 1 1/1
Enterococcus
Klebsiella 2 2 2/2 (100)
E. cloacae
Enterococcus 1 1 1.1
P. geruginosa
= | P.vulgalis .
g E. cloacae 1 1 171
'E Klebsiella
€ | Citrobacter 1 1 1.1
S| GP.C.
E. coli
P. mirabilis 1 1 0/1
S. aurcus
g. mirabl:lis 1 1 0.1
. aeruginosa
B. fragilis
Unknown 7 6 1 6.7 (85.7)
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Table 8 Bacteriological efficacy

Isolates :t;;f‘ Eliminated|Decreased|Unchanged| Replaced Ehmn(l:/:()i rate
E. coli 4 3 1 3/4(75.0)
Klebsiella 3 2 1 2./3(66.7)
P. aeruginosa 3 3 1 3./ 3(100)
P. cepacia 2 1 1 1/2
P. maltophilia 1 1 1/1
P. mirabilis 2 1 1 1 1/2
P. vulgaris 1 1 1/1
P. morganii 1 1 1/1
Citrobacter 2 1 1 1/2
E. cloacae 2 2 2/ 2(100)
B. fragilis 2 2 0/2
Enterococcus 3 3 3./ 3(100)
S. aureus 2 1 1 1/2
G.P.C. 1 1 0/1
Table 9 Clinical effects of CPM on
daily dose in the field of surgery
Effecti
. CHIVENESS | Excellent | Good Fair Poor Rate (%)
Daily dose
0.5gX%2 1 11 4 12/16 (75.0)
1.0gx2 2 6 1 8/ 9 (88.9)
Total 3 17 1 4 20/25 (80.0)

LEDORIL I o T F ke, FEREFE © OKE
(RBC, Hb, Ht, WBC, platelet), JF, Bite (GOT,
GPT, Al-P, BUN, S-Cr), R L OBRERTI\ A
HoBREECS 2 5B YR Lich, KHRE ik
HEEREL RLUCENX 100X TH T DES
&, AFUEART GOT 19U, GPT 10U Th » 7%,
AF|1H 2g AEBE 4 BEThbb, FRARERE
Hizik GOT 91U, GPT 51U & LR L7, Lil,
AHBEERTHE 10 B AR EEECER LT\,
III. % %®

FENL, €7 = 2aRCBTIEERTEWETHY,
b PR EDFEDOMFREIFEFOED L7 = &
RAEME I VEL, BN THY, LrbERKRER
X BEBRMIIADRIS, Fi, TORPEHERIT 20~
30% LORED, EHFBT L BDTHE L 0ok
BTHBMD, bhbhOJUEERTH, £#0.5g&5
8 BRI D RE A EL 500 pg/ml LIk @ BiEYRL
Too KL, KEID X5 CHREDIEHIHBENRLR
ZEATE, EHPRENEOEOBHOFRENE
TOREFE, BEPHARSCOZIbRNYETS L
DEER B, —H, AFDHENIRN»>RENT,

BIEWHEAR7 + A% B L, B B-lactamase
48, BEEYSL SV yEEREN 7 7 sRERER
BUWCHED YR, bhb h O KBREAHNERE
25 B0 5B, MEEAES 11 MITik 1E 0.5~1.0g1
H 2 BT 90% U EoBEHRNBLRA, (B.3Y
DEBERLE TS, ERCEREROH5L00, &R
BRYEY B4 70% U EORERHRA/OLALD
3, EROBVWHARRRES X OEhAEICL
DEEXLLRD,

SEOEERARPIRIAERRIE 141 (Case No22)
DHZTH 1A, BhicBEHENEORTEY, 0
EROERC LSRN S foh b, EEEHN TR AR
W, MREE, BRE, ¥4 brsrz—, va-FE
AR X B BRI RPID St o i, A77747
ARBPIERNCITER TH - Too 0, 5 EAIMEAR
T2 1\ 1.0g 1H 2 BEERK, BWAREIRLH
Yoo LinL, RERAKSHIRWOT, FARSHELD
P BED B Fieo\Ti, SHEHCRRENL
BRERD B bhbhOBRRRTE, AL
B B ZEEILERE 161 Bl »Ton, 2EMHT
BPBIENOT 447 4 T afeAnBDHR T Do
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3™ AFIOFEPEORBVZ LE2E X A, e sporin: microbiological studies. Current Che-
i PMRELEbhD motherapy and Infectious Disease (Proce-
DRI ERDE LT ° edings of the 11th ICC and 19 th ICAAC)
X S 1:275~278, 1980
1) Komatsy, T.; T.OKUDA, H.NOGUCHI, M.Fu- 2) %29 BEXRCEREFLTEALIZIRRE, FE
KASAWA, K. YANO, M. KATO & S. MITSUHASHI: vyvRoy all, SM-1652, K&, 1981

SM-1652, a new parenterally active cephalo-
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A CLINICAL TRIAL OF CEFPIRAMIDE (SM-1652) IN THE
FIELD OF SURGERY

Taxamt Uepa, Mikio Fujimoro and KaTsujr Sakar
The Second Department of Surgery, Osaka City University Medical School

Norivyuks Kawasata

Department of Surgery, Osaka City Sumiyoshi Municipal Hospital

Axira Sawapa
Department of Surgery, Osaka City Momoyama Municipal Hospital

Susumu Dot
Department of Surgery, Osaka City Kita Municipal Hospital

Takeva Sasaki and Sapakunt Maepa

Department of Surgery, Fujiidera City Domyoji Hospital

KEenosuke Matsumoto and AkINORI Masapa
Department of Surgery, Joto-Chuo Hospital

Yuzuru MoriMoTO

Department of Surgery, Morimoto Hospital

Masavosur KawasHiMa

Department of Surgery, Fujii Hospital

Cefpiramide (CPM, SM-1652), a newly semisynthetic cephalosporin, was investigated on its serum
and bile levels, clinical effectiveness and side effects.

1) Serum and bile levels were investigated on 4 patients after cholecystectomy and T-tube drainage,
using the thin layer cup assay method.

Following intravenous one shot injection of 1g of cefpiramide on a patient, serum level was
136 p£g/ml at 3 hours and 101 gg/ml at 6 hours.

Following intravenous one shot injection of 0.5g of cefpiramide on 2 patients, the average serum
level reached its peak of 89 gg/ml at 30 minutes and gradually fell to 17.5 gg/ml after 8 hours.

Following intravenous one shot injection of either 0.5g or 1g of cefpiramide on 4 patients, bile
level showed no definite distribution but reached its peak of more than 1,000 pg/ml, and gradually
fell to more than 500 p#g/ml after 8 hours.

2) Cefpiramide was administered by intravenous one shot or drip infusion to 25 patients with
infections in the field of surgery, such as 11 cases of peritonitis, 2 cases of postoperative pleurisy,
4 cases of postoperative wound infection, 2 cases of septicemia, 2 cases of periproctal abscess and 4
cases of other infections.

The results obtained were excellent in 3, good in 17 cases, then total efficacy rate was 80%.

3) No side effects were noted. Elevations in serum GOT and GPT value were noted in one
case, but these were mild and reversible.



