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FROA+€ 7 x 45 cefdinir 12 D\ TEBERERRAIRRET 21T o 72 SARIEER M BEES 163 % MIC
DRIEZ, FHES L F100EEREREE CIT- 7208, UTREEEIC DV TR~ 3, coagulase B
1 staphylococci(248k) T 130.24> 525ug/ml = 4 % L, peak i30.4ug/ml, coagulase f& fsta-
phylococci (258k) Ti3=0.05%>550ug/mliZ 53 L, peak 1X0.2ug/ml, Enterococcus faecalis (27
¥E) Ti3259>5100ug/mlTH > 72, Escherichia coli (27THk) TI20.22> 5 100pg/miA Lz L,
peak 130.8ug/mlT, 248k451.56ug/mAT TH o7z, Klebsiella pneumoniae (218F) Ti0.4ug/
mliZ peak 25H D, 178kH30.8ug/mUAT TH > /oo HEUE MEREAEBBIELSES (BH6, BE
Wi s, MEK3, BEA3, M2, KTEE2, ZOM46) (&HF % 1E100 5200mg, 1
H 3E#&kE 21T, BFRAD® 1EDADRETHIEL 7 1 B2 0 # { 24BI0FRIEIX87.5% T
bote, MEFHIZNRIE, BIMELFITII88.9%, BHERL S HITIXIN0%DEHERTH-
oo BIWERIE LTBEDORZ L THNE 1HlcBd oshr,
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FREOMAY 7 7 g AR Y ~#l cefdinir (CFDN) &, #BLAWV
HEAR7 FVERL, 7 7 AREEICHT 3B
%, Staphylococcus aureus, Staphylococcus epidermidis,
Streptococcus pyogenes, Streptococcus pneumoniae 78 ¥ D
75 ABBEECLVEOTENEET 5 I LT, £ b
O®SHOMEPBRES L URTBEIRFOZO L7 70
ZRY YEICH LBV, 2 DROEN O O REROZEO A
v77uAREY) YELRIFEULOMESEFTEL Lbh
T 39, FEIOEKIMEEE -3 2 HE % MIC fIE
W DRET B L kb, SRR R ET AR RS E 25 FE B 1 - A
K51, ZOBKRMEIMES L URLEO L TREIL,

I.%® B ¥ &

1. SRR RERE T 2 BN
AAKZEZERE 3 45 T1986~1987F B S N
EEPR S BERTEE coagulase MM staphylococci (245%),
coagulase & M staphylococci (258k), Enterococcus
faecalis (27#k), Escherichia coli (2T#k), Klebsiella
pneumoniae (21KF) 1D %, BF(LEREFSEEL
HEL, FRAREIC X D MIC BIE 21T - 1o, BEHE
REREE L 100EAREREED —Bco» ok
% #B, [ Bz ampicillin (ABPC), methicillin
(DMPPC), flucloxacillin (MFIPC), cephalexin
(CEX), cefaclor (CCL), lincomycin (LCM), clin-
damycin(CLDM), minocycline(MINO), norfloxacin
(NFLX), 3 & U ofloxacin (OFLX) % ¥ Ofg#lic?

* T173 HAEHRBX A0 ERT30-1
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wT b MIC HITE 21TV ELEARET L 72,

9. EREREREY

#21 5 MRz BV T19878 4 A X D 1987F10A £ T
WoB & UABRBE CRIEDE > N1 S BHE MERER AR
RSPl AR AL, BRRHRET 217> 7, =8
DREIEIE 6 B, BRI 5B, TEK 36, BE
%36, W2, KTRE 26, Zo4BITHZ, F
BRITED» STIRE TT, HRIIZBMHE 226, &3 HIT
b5, BEHEIX100mgH 7 £V % A 11007% > L200mg
7, 1H3EKRE L L, &5#HE 1 B» 5128, #
BERIZ1I0ng 55.48 TH o7z, BRMEDOHERELE
i1, BhAFERE% 3 BN BER RO EED
ry0RER, 5BUNCBEMERROERE2EL, &

IS AUEELZ b0 ERPER, 5EULEEZAEL
THTREE B LI b DO RERE Lz, Z O,
E5RE, KROERLEBLARLERLHAEL 2,

II. B "

1. SRR R C T 2HE N

FEPR S BED coagulase BB staphylococci i2 DV T ik
EHeEmE (Table 1) T0.24>525ug/mlic4 4L, 100
ERRERERE (Table 2) Ti30.1»56.25ug/mlil 5
L7z, Z#ix ABPC R DMPPC & b 2 — 3 ERREEN,
CEX, CCL &V 3 — 4 BRBEEN T\> %, coagulase &t
staphylococci Ttk (Table 3) TO0.05LAF»
S550ug/mic 3L, 100f5ARERER— (Table 4) T

Table 1. Sensitivity distribution of clinical isolates (coagulase-positive staphylococci 24 strains)

MIC (X1 dilution) g/l
Drug
<0.05 0.1 0.2 0.4 0.8 1.56 3.13 6.25 12.5 25 50 100 >100
CFDN 3 7 6 1 2 1 4
ABPC 2 1 1 3 3 2 2 4 2 4
DMPPC 1 15 1 2 3 2
MFIPC 3 10 5 1 1 4
CEX 1 9 5 2 2 5
CCL 1 6 3 6 1 6 1
LCM 15 3 3 3
CLDM 7 11 3 1 2
MINO 1 2 17 4
NFLX 11 9 4
OFLX 4 13 2 5
ABPC : ampicillin , DMPPC : methicillin , MFIPC : flucloxacillin , CEX : cephalexin , CCL : cefaclor
LCM : lincomycin, CLDM : clindamycin , MINO : minocycline , NFLX: norfloxacin , OFLX : ofloxacin
Table 2. Sensitivity distribution of clinical isolates(coagulase-positive staphylococci 24 strains)
MIC (X1 iluti
Drig C (X100 dilution) ug/ml
£0.05 0.1 0.2 0.4 0.8 1.56 3.13 6.25 125 25 50 100 >100
CFDN 7 3 6 2 2 4
ABPC 1 2 1 1 9 5 2 3
DMPPC 7 10 3 2 2
MFIPC 12 8 2 2
CEX 6 10 1 3 4
CCL 5 9 3 1 4 2
LCM 2 16 3 1 2
CLDM 11 7 3 1 2
MINO 14 5 1 1 3
NFLX 11 3 1
OFLX 710 7
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Table 3. Sensitivity distribution of clinical isolates (coagulase-negative staphylococci 25 strain)

MIC (X1 dilution)

Drug ug/ml
=0.05 0.1 0.2 0.4 0.8 1.56 3.13 6.25 125 25 50 100 >100
CFDN 5 2 8 5 1 1 1 2
ABPC 3 2 5 1 1 1 3 3 2 3 1
DMPPC 3 8 9 1 1 3
MFIPC 3 8 6 3 1 P) 1
CEX 5 7 6 3 3 1
CCL 5 6 5 3 1 1 2 2
LCM 11 7 1 2 4
CLDM 5 12 2 1 2 2 1
MINO 12 5 3 5
NFLX 12 13
OFLX 1 4 13 5 2
Table 4. Sensitivity distribution of clinical isolates (coagulase-negative staphylococci 25 strains)
MIC (X100 dilution) -
Drug HE
=0.05 0.1 0.2 0.4 08 156 313 625 125 25 50 100 >100
CFDN 5 8 7 2 1 2
ABPC 3 3 9 3 1 2 4
DMPPC 10 6 1 3 1
MFIPC 7 7 5 2 2 1 1
CEX 2 8 6 5 3 1
CCL 3 8 3 3 4
LCM 1 12 5 1 2 3 1
CLDM 11 8 1 1 1 2 1
MINO 16 1 5 3
NFLX 2 22 1
OFLX 2 6 12 5
Table 5. Sensitivity distribution of clinical isolates (Enterococcus faecalis 27 strains)
MIC (X1 dilution) ug/ml
Drug
=0.05 0.1 0.2 0.4 0.8 156 313 625 125 25 50 100 >100
CFDN 11 10 6
ABPC 15 2 5 1 4
DMPPC 26 1
MFIPC 12 12 3
CEX a
CCL 2 1 24
LCM 1 1 5
CLDM 2 %
MINO 2 4 3 2 11 2 3
NFLX 25 2
OFLX 24 3
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Table 6. Sensitivity distribution of clinical isolates (Enterococcus faecalis 27 strains)
MIC (X100 dilution) g/l
Drug

<0.05 0.1 0.2 0.4 08 156 313 625 125 25 50 100 >100
CFDN 1 4 11 3 8
ABPC 1 21 5
DMPPC 4 23
MFIPC 4 20 3
CEX 2 25
CCL 2 1 24
LCM 2 25
CLDM 2 1 24
MINO 6 2 4 3 8 4
NFLX 20 7
OFLX 18 9

1200554 F 2 550 g/mlic 5346, —I&tE2RL, 3RO A
#825pg/mIA ETH o7z, Tid ABPC & D PrEN
fiEHTHY, DMPPC & % 3 BRFSENIHIENITH
%, Efaecalis TIXIRWERE (Table 5) T250>5100xg/

»5100pg/miic 537 L7z, ABPCICHE L 4 BjFES > T
£, DMPPC, MFIPC & D ®ENBHETH o 20
E.coli TIZEHRIERE (Table 7) T0.24>5100ug/mlkA
EAm LSS, 3 HRER THIEL56ug/mL T T

e AL, 100 fEARERE™E (Table 6) TI36.25 Hot, 100fEHFINEIERE (Table 8) Tlx, 2%
Table 7. Sensitivity distribution of clinical isolates (Escherichia coli 27 strains)
MIC (X1 dilution) ug/ml
Drug -
<0.05 0.1 0.2 0.4 0.8 156 313 625 125 25 50 100 >100
CFDN 2 2 12 8 1 1 1
ABPC 14 3 2 8
CEX 1 1 4 5 10 2 4
CCL 11 8 6 2
MINO 2 14 7 3 1
NFLX 4 7 11 2 2 1
OFLX 4 13 2 3
Table 8. Sensitivity distribution of clinical isolates (Escherichia coli 27 strains)
MIC (X100 dilution)
Drug pg/m
£0.05 0.1 0.2 0.4 0.8 156 313 625 125 25 50 100 >100
CFDN 3 6 11 5 1 1
ABPC 2 4 8 3 2 1 1 6
CEX 1 1 715 2 1
CCL 2 2 8 10 2 1 1 1
MINO 316 4 1 2 1
NFLX 8 12 4 2 1
OFLX 5 13 7 2
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Table 9. Sensitivity distribution of clinical isolates (Klebsiella preumoniae 21 strains)
MIC (X1 dilution) I
Drug pug/m
<0.05 0.1 0.2 0.4 08 15 313 625 125 25 50 100 >100
CFDN 2 4 10 1 1 1 2
ABPC 2
CEX 7 8 2 1 3
CCL 8 9 1 3
MINO 2 8 10 1
NFLX 5 11 5
OFLX 3 6 7 5
Table 10. Sensitivity distribution of clinical isolates (Klebsiella pneumoniae 21 strains)
MIC (X100 dilution) g/
Drug
<0.05 0.1 0.2 0.4 0.8 156 313 625 125 25 50 100 >100
CFDN 2 6 8 2 2 1
ABPC 10 7 4
CEX 5 12 1 1 1 1
CCL 15 2 1 1 1 1
MINO 8 12 1
NFLX 7 14
OFLX 6 6 9

WL TO.8ug/mIA T4 L, ABPC, CEX, CCL
REX DR VENTTENETRL 2, K.pneumoniae
X #ERE (Table 9) T0.1»512.5ug/miic3# L7z
5, 4 EREBR THUZO.8pg/ml F TR S h T3,
100fSHREHERE (Table 10) TI30.050A T 53.13
pg/mUIBF L2, TR L 12D B-lactam FD
Ak O HENLAEHITMINO & D & 3 BRI
BhThH3,
2. ERPRBEFIRHE
SRR ERER A BRRRESE A K EERA L
(Table 11), 1 [E#&5&iZ100mg»319%), 200mg&5%5 6

#lc, 183E&ETH>7z, BIWEAD:% 1 [E]100mg
gE5ChEL 1 BlERE, REHMIZ 3B 5128,
BRS5BI13900mgh> 55.48 TH o7z,

BEOBIWERT 1 EDADES THIE L I ER 2 &
2UEFNC DV TERRINR BB LTz, 24EFIFER 9 61,
B2, A 26, EE 16T, BRI L2115
TEMKRT.5% TH o, &/, RBBIBKLRIZOW
T b Table 12IT7R L7z BED 5 5 1 FlosiR2h, BRME
B, B 5 1EITFOBPPEYTH > 5 Z DD

EFICREBERULTH 12, B TH-LEETIREE
MeERERCET 28 IicECHBETEHALB
300mg 4 HRERSE T2 Db 3 BEKRBELERRIEE
AETETZOERKREET, 3 BB COZKB»SEY
EHE LT,

EAENME SRRSO T Table 13RI
7 KRB 2L T 3 BB TIZ 9 Bt 8 N4,
BEERBS 8 B 8 FINL TLBIDEMLEIZN.1%T
B0 BARETH - 12 S.aureus \3f5h SHH S ik
THH MIC i3 5513.13, H5%12.5ug/ml LHV{E
ERUIC, £ FABIEERSIR G PRETHo 1,

EWERIZ DV T 1 B (FEBIN25) 12 435#1100mg#1E
RA%L Y CBEOREYEBHRLEESHELLY,
amoxicillin CEE L, BT 38%<, 3ARCH
%Lt, ARBMRIXZ S H D L EX SN, £ 1HIE
FiNa 5 ) 1= 24 3E#100mg 3 EIR 5 THH £ O RRBFST
Betkb D L% 2 5N HBED TRLRE LI LFAR
5L, BEFHTLI-E 3 2HBICHELR,

BEREOBKRREME (Fig. 1) KoV TREEHEF
KL BLEZONLREEBERLIbOREPI
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Table 11-1. Clinical efficacy of CFDN

EJ CFDN . ) Bacterio- .. .
No. Diagnosis Surg;cal Organisms logical gf]irgac:l ef?':i(tes
Sex daily dose |days| Procedure (MIC : 10°cells/ml) efficacy y
18 anaplasty S.epidermidis (100) .
X . —
1 M felon 100 3mg 7 of nailbed | P.asaccharolyticus (0.05) eradicated good
N 62 resection K. pneumoniae (0.2) .
2 M felon 100X3 3 of nail |group D Streptococcus (6.25) eradicated | excellent —
52 . E.faecalis (6.25) .
3 M felon 100X 3 3 | incision P.magnus (0.2) unknown good
62 s S.agalactiae (0.05) . .
4 M felon 100x3 4 | incision E. rectale (0.39) eradicated | excellent
5 Il\z felon 100X 3 4 — unknown poor diarrhea
6 ﬁ;l[ felon 2003 4 — unknown excellent —
7|oy| infected “igox3 | 3 | incision CNS (0.2) eradicated |  good —
g |13 infected ygx3 | 3 | incision CNS (0.05) eradicated | excellent —
9 ﬁ ;rgf:rt:ga 100X 3 7 | incision unknown fair —
0| % ;’:;e;rtj;a 100x3 | 7 | incision CNS (£0.025) eradicated | excellent —
19 . resection S.aureus (0.39) .
11 M paronychia [100X3 7 of nail Corynebacterium sp. (0.2) eradicated good —
. S.agalactiae (0. .
12 2}2 paronychia [200X3 7 — S.Zi?de:rtz;z(f (8.52)) eradicated | excellent -
17 . anaplasty —
13 F | Paronychia |100X3 7 of nailbed unknown | excellent
u 19 .
M phlegmon [100X3 7 — CNS (0.39) eradicated good —
19 . S.epidermidis (0.05) .
15 _
M phlegmon [100X3 7 | incision S. pyogenes (<0.025) eradicated good
52
16 M phlegmon [100X3 8 — unknown good —
1 30 L .
M furuncle [200%3 7 | incision S.aureus (3.13) unchanged fair —
22 s .
18 M furuncle |200%3 7 | incision CNS (0.05) eradicated | excellent —
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Table 11-2. Clinical efficacy of CFDN
Age CFDN : ) Bacterio- .. .
No. Diagnosis Surg'dcal Organisms logical Sflf‘.mcal Side
Sex daily dose |days| Procedure (MIC : 10¢cells/ml) efficacy lcacy | effects
19 | 57 | subcutaneous |53 | 7 | jncision CNS (0.05) eradicated | good -
M | abscess ng :
90 | 17 | subcutaneous |55 3 | 4 | incision S.aureus (0.2) eradicated |  good -
M | abscess . ’
21 ZI;S carbuncle [100X3 6 | incision | Peptostreptococcus sp.(0.78) | eradicated good —
43 | periproctal o K.pneumoniae (0.1)
22 M | abscess 200%3 8 | incision C.perfringens (0.78) replaced excellent —
CNS
46 | infection of o Enterococcus sp. : _
23 M | leg ulcer 200%3 9 Corynebacterium sp. eradicated good
anaerobic GPC
66 -
24 M cholangitis |100X3 12 — unknown good —
25 22 | infected 100X1 1 | incision P.magnus (0.2) unknown | unknown pruritic
M | atheroma eruption

CNS ! coagulase-negative staphylococci

Table 12. Clinical efficacy of CFDN classified by diagnosis

Clinical efficacy
Diagnosis No.. of Efficacy rate (%)
patients (excellent+good)
excellent good fair poor
Felon 6 3 2 1 5/6
Infected atheroma 4 2 1 1 3/4
Paronychia 3 2 1 3/3
Phlegmon 3 3 3/3
Furuncle 2 1 1 1/2
Subcutaneous abscess 2 2 2/2
Carbuncle 1 1 1/1
Periproctal abscess 1 1 1/1
Infection of ulcer 1 1 1/1
Cholangitis 1 1 1/1
Total 24 9 12 2 1 21,/24 (87.5)
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Table 13. Bacteriological efficacy of CFDN classified by clinical isolates

Bacteriological efficacy
o ism No. of Efficacy rate
rgant patients (%)
eradicated | replaced | decreased |unchanged

S.aureus 2 1 1 1.2
CNS 6 6 6.6
Peptostreptococcus sp. 1 1 1/1
S.aureus ‘ } ] 1 1
Corynebacterium Sp.
S.epidermidzls} ) 1 1
S.pyogenes
S.epidermidis} ] 1 1
S.agalactiae
S.epidermidis } 1 1 1
P.assacharolyticus
S.agalactiae

1 1 1/1
E.rectale }
Group D streptococcus

1 1 11
K.pneumoniae } 4
K pneumoniae

1 1 1/1
C.perfringens } 4
CNS
Enterococcus sp. ] 1 1
Corynebacterium sp.
Anaerobic GPC

Total 17 15 1 1 16,17 (94.1)

CNS : coagulase-negative staphylococci

I, #* =®

CFDNR 7 7 AR, MR N ULERAEA <Y
M7 A RF L, ®iC S.aureus, S.epidermidis, S.
byogenes, S.pneumoniae iz ¥ D 75 ABEHEE N L
WHEN ERT L anBY, KEEAL, SRIEEES
BEioxty 2 MIC% # % L 2, % %, ABPC,
DMPPC, MFIPC, CEX, CCL, LCM, CLDM,
MINO, NFLX, X 0* OFLX ZEDOHENZDOVLT Y
MIC B % 17\ > LLBORET U 720 BOHES & U 1005 ATRE
BEETTo008, b2 0 BEEROBBIRD S
Widot, kb coagulase 5 % staphylococci® &
VRt staphylococci T ig ;2 D 3 VBB % 7 L
ABPC & v PREN, DMPPC & D #) 3 ERPLB N -8

HTHotre Efaecalis C 3 HEVMBNERE T
ABPC (2 tERTH# 4 ERBE4 > T8 D, DMPPC, MFIPC
IDRRENIBETH, £, 77 LABREREI
SWTh, Ecoli TIX2, 3BRERRIIE0.8~1.56ug/ml
UTTHIEENTE Y ABPC, CEX, CCL2EX D »ix
D ENTHENTH o1z, Kpneumoniae T b RIREME
D 3BERE3. 13ug/mUTTHIEEATED, BEL
fzfhd p-lactam F QAN & D bENIHENT,
MINO & b b 3ERREEOCHE I Th 3, KA ZERERFHE
OB 5%4 4 ECTHARKEN RS MR BEICEL,
ZDEIZ100mgE B 5871 1ug/ml T, MEEPERIX
1. TR E S T B9, —ERmMERS & Bk & KERS Ok
DO MIC 2H/"—L > 2MEEHBELEZ 5,

SRR WERE BRI E250 (BBYE 6, b S,
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Fig. 1. Laboratory data before and after administration of CFDN.
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TE%3, BHER3, M2, KTEE2, Z0Of44)
(o A# 1 E100% 5200mg, 1 H 3 E5 %17\, BIER
oERIE LT 1 BRBR O CER 21801 BRI L

(B%X87.5%) ThHolz, &z, HEFEHNEIR IR
cENTEY, RELELU. 1% LEBEERLIZ L
BEBERERETH S 7 FVRECK T 2OHE 08
REtshiEREbEZOND, §ETUMBBRTRITL
RBEDED ¥ 7 x b &l cefuroxime axetil (CXM
-AX)?, cefpodoxime proxetil (CPDX-PR)®, cefotiam
hexetil (CTM-HE) "DERIREHE & LEE L T b R
neRETh o7z,

U EDBED & FFNL MK AR BRLECERTH
2wz &I,

X [
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. ERIEE, (2 M%) | SHEHEBIC 81J 5 Cefuroxime
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. BHEE, i (3HR)  ARERICBI2FEOA
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BASIC AND CLINICAL STUDIES ON CEFDINIR, A NEW ORAL
CEPHALOSPORIN ANTIBIOTIC, IN THE SURGICAL FIELD

Suicetom Iwar, TakesHr Sato, Masauiko KuniMaTsu, HisasHi FURUHATA,
Toru NisHikawa, MasaTaka Izumi, YosHiaki CHisHIMA, Hipekazu TaNAKa,

Yosuryuki Ri, Masanisa Akutsu, Naovuki Aral, Takasui Tanaka and TakasHI SakaBe
Third Department of Surgery, School of Medicine, Nihon University,
30-1 Oyaguchi-Kamimachi, Itabashi-ku Tokyo, 173, Japan

Koumer Kato, TakasHi Ousawa and Kanyou Tominaca
Department of Surgery, Higashi-Matsuyama City Hospital, Higashi-Matsuyama

Satoya UsHio
Department of Surgery, Ushio Hospital, Akijima

Masashi Fuyir and IcHiro SoNopa
Department of Surgery, Sonoda First Hospital, Tokyo

Kaneak1 MaTsusHiTa and Kaoru KAwAHARA

Department of Surgery, Japan Medical Defense Force Yokosuka Hospital, Kanagawa

We perfomed basic and clinical studies on cefdinir (CFDN), a new oral cephalosporin, with the following
results.

The antibacterial activity of CFDN against clinical isolates was compared with that of ampicillin(ABPC),
methicillin(DMPPC),flucloxacillin(MFIPC),cephalexin(CEX),cefaclor(CCL),lincomycin(LCM),clindamy-
cin(CLDM),minocycline(MINO),norfloxacin(NFLX),and ofloxacin(OFLX).

The minimum inhibitory concentrations of CFDN were determined against clinical isolates of coagulase
-positive and-negative staphylococci, Enterococcus faecalis, Escherichia coli and Klebsiella pneumoniae. The
drug was active aganist staphylococci, but less active against E.faecalis. It had also potent antibacterial
activity against E.coli and was even more potent activity against K. pneumoniae.

In the clinical study, CFDN was administered to 25 patients with infections of the skin and soft tissue.
Clinical response was excellent in 9 patients, good in 12, fair in 2, poor in 1, and unknown in 1, with an efficacy
rate of 87.5%. No side effects were observed except slight diarrhea in 1 and pruritic eruption in 1.



