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iR ABHERIC 313 % Cefpiramide (SM-1652) DAY - FaRikst

EEERES - BFREA - WAKZ - BPFRET - BEET
JISEMKEERABERE

FER 7 = &R EWE Cefpiramide (CPM, SM-1652) D HiE /1, FEBITEE, IV
EEER DWW TR Lo

HEHCOLTRIRERED LGRS MR, S aureus, E.coli, Klebsiella, P.mirabilis,
P.vulgaris, S.marcescens, P.aeruginosa Zxt3 % MIC % BAREFEFSEERC IV
FEUIEER, 108cells/ml #8T, FhFh 1.56ug/ml, 0.78ug/ml, 3.13ug/ml, 6.25ug/ml,
6.25ug/ml, 12.5ug/ml, 3.13ug/ml 1= peak {EA B LI,

*H g ¥ RGrEE L, BGOEFRE BELEFRE FKRPEE IOCHFEROME
PEEYHE LBRERBEIZOWTHRE L, ZOER, BMEFREL 17 S 136~210
uglml LEWEERYTRL, 21 BRE#gIE T 12 ug/ml ORERRD 1, BEHMEDRER 17
H~21 Bfiliciotz b 6.6~55 ug/ml E2le hEUVBITER LI, FABTIROWTR 17 S8k
FUWT 22.3ug/ml DRENRB LI, HFERBTC OV TUL 3FHEKICI VT 1.5~8. 5ug/ml,

6 BRI s\ T 2.2~8. 4 pg/ml,
BEXTR L

Cefpiramide (CPM, SM-1652) it & {tF T ¥EH%K
SHLIUZAMEGRSEOXFABARC L 55 LWESH
FA cephalosporin #| T b, Fig. 1 R+ #ERYHFL
Twbo AAIXY 7 aBHE S L BRI LILHEE
HRPEEARZ 5 a%FL, i P.aeruginosa® =%t
LEREHENE L 5 T 5, SEIEAFAOWTERA
BERCTORERY, BRORFN *RL2 582 B0T,
TORBEERET %o

Fig.1 Chemical structure of CPM
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WssERE DRSO B S. aureus 50 £k, E. coli 50
¥, Klebsiella 50 ¥k, P.mirabilis 50 #k, P.vulgaris
25 £, S.marcescens 50 kizoTD CPM DOHEN
% Cefotaxime(CTX), Cefoperazone(CPZ) &, X561
P. aeruginosa 50 #kiz o\ »Tidk Cefsulodin (CFS) % xf
B & LT HERE Lo MIC ORITE R B R{LFRRES
LEREDD T L, HERFREREC T L, 108
cells/ml %5 X 0 10%cells/ml D H DFEBER X A4 1o

2. FEBITRE GREEHETS L)

251z 24 BREI%ICE VT 3.1~6.2ug/ml L HEHE

A& 1g ¥ IRETDOBEIC one-shot #EL, £O#
thiftiE, BEME, FKPRER L OHERLERRE
*PE LBRBEECOWTRE L, XORBATRE
IZDWTHRIE L, BERETE E. coli NIH] %8
FEELTHBY » 7T X DT\, EEHEOFY
1zt% pH7.0, 1/15M phosphate buffer ¥ i\ 7o
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5t & LRI 2 R, E41L 27~T3 FRAH
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Fig.2 Sensitivity distribution of clinical isolates
S. autreus (30 strains)
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Fig.3 Sensitivity distribution of clinical isolates
E. coli (50 strains)
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Fig.4 Sensitivity distribution of clinical isolates
Klebsiella (50 strains)
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CTX 13]20]14]1 |2 50 CTX|[3/16/26/4 |1 1 , 50
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S.aureus w432 AHFIDRZ ¥ it 108cells/ml 0.39~100ug/ml TEx D peak % 0.78ug/ml TH » 7=
BET 1.56~12.54g/ml, % peak {&ix 3.13xg/ml 75, CTX, kX0t CPZ o peak fiix FhFh 0.05ug/
ThY, 10%ells/ml 4G 35 \~Tid 0.78~6. 25ug/ml ml, 0.10ug/ml THb, BShic CTX, CPZ OFH
KAML 1.56ug/ml i© peak #3Bw, CTX, CPZ & BEh T\ (Fig 3),

RIEASOKETH - 7o (Fig. 2)o

E.colizo\sTiz, 10°8cells/ml &R 35\ C 0.78

~>100ug/ml 1 4745 L, 10°cells/ml $24&RE O 38 &

Klebsiella 2>\ ~Tit 108cells/ml RIS\ TA
FIAS 1. 56~>1004g/ml i LTW5 D1 L CTX
12 0.10~1.56ug/ml iz, CPZ % 0.39~>100ug/ml &
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Fig.5 Sensitivity distribution of clinical isolates

P.mirabilis (50 strains)
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Fig.6 Sensitivity distribution of clinical isolates
P. vulgaris (25 strains)
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Fig.7 Sensitivity distribution of clinical isolates
S.marcescens (50 strains)
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FhERSH Ulco 108cells/ml #fEic 3o\ T b AFAS
0.78~>100ug /ml 1244 L peak {EiA% 3.13ug/ml ¢
» 5 DL CTX 347t <0.025~0.39ug/ml,
peak &% 0. 104g/ml T2 b, CPZ i34 %7550, 10~ >100
pg/ml T peak {# 0.39ug/ml &RZH#iL CTX, CPZ,
CPM DJETH - 7= (Fig. 4),

P. mirabilis T3, 108cells/ml #EI S\ T, AH)

Pt 6.25~>100ug/ml WAL, 12.5ug/ml i pesk
R LD L, CTX it <0.025~>1004g/ml &
BAL, %D peak {fint 0.05ug/ml & @FhiBREE
KL, CPZ L3\~ T 0.78~>100ug/ml. ik 4Hilr
1.56ug/ml iz peak {E# iz, 10%cells/ml BT
BIEH L b >1004g/ml ORI S o A REEOR
K2WTi T Y ish » 1 (Fig 5)o
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Fig.8 Sensitivity distribution of clinical isotelas
P. aeruginosa (50 strains)
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Fig.9 Concentration of CPM in maternal serum,

umbilical serum and amniotic fluid (1g. i.v.)

o———o Maternal serum

o——0Umbilical serum
e——— Amniotic fluid

Time(hr.)

P.vulgaris Ti% 108cells/ml, 10%cells/ml #fE & D
BcBEHIT I hED B D, 108cells/m] DPE, &
RT3 25 Bkeb 24 B A% >100ug/ml TH b, CTX, CPZ
RowThEnth 15 #k, 20 gkAS >100ug/ml &4
BIERZH LR LA, 100 cells/ml 123\ TixAH
B 8.18~>1004g/ml 1243 7F, 6.25ug/ml © peak T
HoteDixL, CTX, CPZ iz +hFh <0.025~50
#g/ml, peak 0.10ug/ml, 0.78~>100ug/ml, peak
LS6ug/ml 2R U, BEEEIC L ) M h L h D
B@BBhi: (Fig 6),

S.marcescens 1z 35\ ik 108cells/ml fZfERyE, AHl
2 25~>100ug/ml 124345 L, CTX (% 0. 39~ >1004g/
ml, CPZ 12 1.56~ >100ug/m! iz =R ERH i Lizo
10°cells/ml £EABRS < DRES #4545 & 0% peakfBiz AH]
6.25~>100yg/m1, 12. 5ug/ml, CTX 0.20~50ug/ml,
0.394g/ml, CPZ 0.78~100ug/ml, 1.56xg/ml T b
BRAE L RB M AT A 0 2R bRt (Fig Mo

P.aeruginosa T OWTiX CFS % L U CPZ % R &
I, 10%cells/ml 481c 3\ » T2 AFNL 6. 25~ >100
#g[ml, CFS 3.13~>1004g/ml, CPZ 12. 5~>100ug/
ml REhZhH % LETF CFS 2h, KT CPM,
Cpz EVIERE R L, 108cells/ml #fEIZ R\ T

1XAHB L O CFS MiziEASORZHY R L, CPZ i
1ERESL -7 (Fig. 8),

2. ARBTRE AREEELLY)

1g one-shot ¥kt 17 4r~21 BERE 40 4% T 31
Bl o THRE Lo B % Table 1icR Lz, % 7-BA
EIL LD O EREIC BT D HEEIL AT Y 05
hBa0T, ELUBEHCSWTESEL LY, 75 74
Lich D Fig 9 Thrs, BEMEFERER 17 H %I
BT 136 ~210ug/ml &AL hEVIBEYRL, 15
FI##0 150ug/ml, 2 B4 100ug/ml & LI @R L
T %25 21 BEEERIC BT 124g/ml OEEE 2 3%,
AHIDOFEGRFE ORI ZR LTV 5,

B ML PR L 17 HH81C 6. 6ug/ml ORBITAHRS
HMUBEETFDA T Y FITHR LR B H 1~21 BRichr:
h 10~55ug/ml LBVBTEZRL, 13 BEU® IR &
MEPRE X 0 LEL B EANR bR,

FRPBTTOVLTUL 17 HHIC 5\ T 22, 3pg/ml
CFHfE) OBREI B SR 21 BE%ic B\ T 12ug/ml
DiE%ER LT,

PR D Fr4 R Mg Table 2 iRk T kY
T, 3, 6, 9, 12, 24 B¥Eich oV IE LR, 3 B
HHIZ R T 1.5~8. 5ug/ml, 6 B 2.2~8.4 ug/
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Table 1 Concentration of CPM in maternal serum,
umbilical serum and amniotic fluid (lg,i.v.)

Maternal Umbilical Amniotic
Time serum serum fluid
Conc. | Mean | Conc. | Mean | Conc. | Mean
17| 210 6.8 12.5
7 | 136 1173 63 ) 6.6 2 }22.3
36" | 128 12.5
, } 179 j1a
40' | 230 9.7
52' 134 } 13 11.5 } 13 23 } 9.8
54" | 132 14.5 22.5
i 58' 168 }151 19.5 }17.8
1" 2] 134 16 10.5
17" | 145 27 19.5
, }129.5 }24.5
23 | 114 22
40" | 100 13 50
48" | 110 17.5 39
2> 71100 16 7.3
20 | 116 42 39
29' | 115 17 22
35 | 100 11 2.6
37 44 86 7.5 11.3 | 19.5 12.2
40 | 114 15.5 14.5
37 60 16.5
3| 70 1 ]
47 90 71.3| 49 24.2 | 14 16.8
48’ 54 12.5 19.5 J
4 14| 115 36 10.5
5 20 3.1 55
6" 40 12.5 7.8
719 54 } 58 19.5 }22 3 6.2 }16 6
19| 62 25 R )
8 28 21.5 14
11° 0 19.5 15.5
13° 14 7.7 17 25
210 40 12 31 12

ml, 9 BRI 1.75~9.0 ug/ml, 12 BRI 1.75~7.9
pg/ml, ZF LT 24 BR% T 3.1~6. 2ug/ml D@E
75;?&&3 B)}’Lto

5Bl oW TRAPBITERI Lio3, 4,5, 6, 12%
X O 24 BERI% O BAL BRI Table 3iIRT LB DT,
Z DFHTIL 5 BRI peak fiF 9. dug/ml RL, %
DHEI LT 24 BERIIC I\ TiL 2. 1ug/ml TH » 12,

3. EERMEREY

AF % I Ui 7 Flie o\ T OERESL Table 4, 5
CRTERDT, ERLIG, ERH6RLLOFTHTH-
o TADLTHI D5 BKEHFTHELE FERIL 46
T, E.coli+ Klebsiella ® 14, Klebsiella, E.coli,
S.aureus 1 ThFh 16 THhHYH E.coli+ Klebsiella

Table 2 Serum levels of CPM in neonatus after

administration of 1g, i.v. to mother

) Umbilical Plasma levels of neonatus
Time

serum 3° | 6°| 9°| 12 %

36’ 12.5 4.7 | 4.7 | 4.3 4.3 3.1
22T 16 8.5|6.8 58|54 3.8
2" 40 15.5 4.6 | 4.8 (4.0 3.1
6 40 7.8 1.5 2.2 |175(1.75| —
21° 40 31 7.5|8.419.07.9 6.2

(ug/nt)

Table 3 Concentration of CPM in mothers’ milk
after administration of lg, i.v.

Case 3° 4° 5° 6° 12 %
1 9.1 8.4 7.9 7.9 3.3 1.8
2 12.0 9.1 12.0 8.4 3.5 07
3 6.8 6.8 9.1 7.3 4.4 1.5
4 7.9 12.0 10.5 14.0 9.1 5.1
5 6.2 5.5 7.5 5.5 51 1.2

Mean 8.4 8.4 9.4 8.6 5.1 2.1

(ug/mt)

DERERRLFNLH T — TV EBHTL H HEEOWRIY
HIHHERET, o 3FMIVThIBRLL,
1§ § R ®

CPM i} B-lactamase &5t LRETH Y, 77 skt

BHR IUBRMEE ENBEIEAR7 F 7225LTE

b, Bizs 7 ARMED 5 Paeruginosa i LT
CFS L A% DB \VEREMLR Ui, ERANRRER
BT AEELERETHS E.coli wit+5 MIC
i1 10%cells/m] £EAERFIZ 35\~ T 0. 78ug/ml Th-1o

ZHIERRE L1z CTX, CPZ & H~TH» TR\ edt
EFIDRERD 7 = A REHOV DB L0 L HEWI
hBERYRL, HORVERIMYATHC LEREL
LTWB T Embuil, BRECITEIEATHHE
Ezxbhb,

412 1g one-shot i Li-foBEAE *1
CHHBFACoOWTIE, BEMmEs 17 5~21 BECDH
7ob 6.55~55ug/ml L piic b EVBTRRLEOER
Uk, FidRmes X oRAF KT EVBI
ZARDL,

FEIR T 7 Bl {# 8 LB A B ETh o

BIfEfic o\ T2 GOT, GPT niEf AN 1512
BDHREHTT, iz BET<EEEREAOREN
o
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Table 5 Laboratory findings before and after CPM administration
Case RBC | Hb | Plat | GOT | GPT | AP | BUN | S-Cr
No. (x10M) | (g/de) | (x10%)| (IU/0)| (1U/¢) | (IU/0) | (me/de)]| (me/de)
L | Before | 330 9.7 | 53.5 9 6 94 13 1.2
After 378 | 11.7 | 27 9 9 66 17 0.7
, | Before | 382 | 11.2 | 34.9 16 11 58 10 0.6
After 368 | 10.9 | 24.7 11 7 52 12 0.7
5 | Before | 404 | 115 | 21.3 12 6 26 13 1.0
After 412 | 12.1 | 20.3
4 | Before | 422 | 13.0 | 37.1 9 7 44 14 0.6
After 419 | 13.3 | 34 10 12 43 11 0.7
5 | Before | 374 | 10.8 | 19 9 6 37 12 0.6
After 400 | 12.0 | 31 11 10 41 12 0.7
¢ | Before | 43¢ | 137 | 343 | 12 12 47 9 0.7
After 402 | 12.5 | 42 24 38 67 14 0.7
; | Before | 420 | 11.3 7 3 45 12
After
X i therapy 16 : 98~99, 1968
1D % 29 BEXRCEREFLAAAZTBES, FE 3) HAREFREFS MIC HTTRAK : RIEAR
vvHRrYy AT, SM-1652, 1981 1L (MIC) JEXBETIR 2\ To Chemo-
2) BAR(FEREFES MIC NEAS : B REHEL therapy 22 : 1126~1128, 1974

wE (MIC) WEE (LT 2\ To Chemo-
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FUNDAMENTAL AND CLINICAL STUDIES OF
CEFPIRAMIDE (SM-1652) IN THE FIELD
OF OBSTETRICS AND GYNECOLOGY

Zenjiro Takase, MicHinisa Funiwara, YosHivuki Komoto
Mariko Seto and Hiroko SHIRAFUJI

Department of Obstetrics and Gynecology, Kawasaki Medical School

Fundamental and clinical investigation on cefpiramide (CPM, SM-1652), a new semisynthetic
cephalosporin, was carried out in the field of obstetrics and gynecology. The results were obtained
as follows:

1) The antibacterial activity of cefpiramide against various organism of clinical isolates were com-
pared with that of cefotaxime, cefoperazone and cefsulodin. The minimum inhibitory concentrations
(MICs) of cefpiramide were inferior to those of cefotaxime and cefoperazone against E. coli, Klebsiella,
P.mirabilis, P.vulgaris and S.marcescens. However, cefpiramide showed the strong antibacterial
activity against P.aeruginosa, it was almost similar to that of cefsulodin.

2) Maternal serum levels of cefpiramide after an intravenous injection of 1g to pregnant women

were 151 pg/ml after 60 minutes, 100 #g/ml after 120 minutes, 12 p#g/ml after 21 hours, respectively.
The peak concentration in umbilical serum was 55 #g/ml after 320 minutes.
3) Cefpiramide was administered by drip infusion or one-shot intravenous injection at daily dose of
1~2g to 7 patients with various type of infections in the field of obstetrics and gynecology such as
pyelonephritis and genital infections. The results obtained were excellent in 1 case and good in 6
cases. No serious side effect or adverse reaction was noted except one case with slight elevation of
GOT and GPT.



