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Cefdinir (2 A 3 2 ERIRATRIFE

e - FEEE B - ISEHE AL - AIE
¥ Pk SHIER - =R/ F
HARESERREE R

tH %
RRRERERKTE

FROMAY 7 = 45 cefdinir 12 D TERRR, BRI 21TV, UTOREEE,

1. M8, ROBE - AFOBHEEFA2EED—B & L T probenecid f#A A AF| DI, HE
iz BIZ T REIC DT cross-over #IC L DIRETL 72, BERABFEESE 6 &4 (FHER20.2
&, FHEE68.0kg) ([CAAI100mg % ZEHERE 1 EANAR L 7:BF O R &M+ EE (Cmax) 3% 5#%3.18
F#fH (Tmax) T0.82ug/ml TH Y, ZOMAHEHA (T, ) 1315285, Mm@ iR TEE (AUC)
134.40ug * h/ml TH o7z, —F, E—EEEHE T probenecid 1 g ZHA L 72D Tmax, Cmax,
Ty AUC IZZHNZFh4.0085, 1.154g/ml, 2.3985f, 9.69ug-h/ml THH, Tmax LASHIZE
WEGRHICHEANERE (P<0.05) KHEEERLE, £/, B5H%4FM E TORPHERIZ, #EiE
B5825.7%, HFAKR20.9% TH -7, LUEOBEH» S, FHEIOBHEEF L L CRAE WD
Enrganiz,

2., BRIRAIAR @ (PUREERRAME 3B (RAKE 16, Bk 261), RESEEE 26 (BB 16,
HAEMRMEMIEAR 1 1), FBAZA 1 BIlEt 6 Blic &% % 1 H300~600mg (5> 3), 1~138MEAL
Tzo ERIREIREHIE L 2 72 SBITIE, FRRBERBRLE 3 FIE%N, RESRRGME 2 FIER & £BIEMUL
Thotz, MEFHINREHE L 2 172 REEEGYE 2 B (Escherichia coli, Proteus mirabilis) 138
Bani, BWEAICBIL Tz, TERBOEF TRENHR L MIEEA S L VBEREEREEE
I oishrotc,

Key words : Cefdinir, AMERE, HEMERF, BERRET

Cefdinir (CFDN) 3BRELHFAT CHRE SN EOAD
7 ARPERTH 5, FAIIBLOCAEANY iR
L, 77 LAEMEICH T 2 EOIE O E»BFORRANIC
~T Staphylococcus aureus, Staphylococcus epidermidis,
Streptococcus pyogenes, Streptococcus pneumoniae s £ED 7"
7LBHBEICN L CHENLBNETT L3R TVLRY, &
oy MBI AROEMAEROMPEE, RPBEIBRFOR
Ot 7 z AFICHRTE L LIS L7202, ZOENT:
MENIC & > TRAZUEDBKRHNELSIFTE 2,

CIZTI, CFDNOBHMBF2*EHAT 2 - RELT
probenecid 2T 2 Z L2 &k 2 FF ORI, HhticoWLT
BT 2L i, WER—RAERREC 5 3 EKTE
ERHLOT, UTICZh o OREERET 2,

[, mehimeE, Repghitt

1. MRk o NIcflERE
197F10F I A RBBMOBELE > N BRRAS

FEEHE 6 4 CFHER20.25%, FHAES. 0Okg, i3
Ccr123ml/min) #xf$R& L7z (Table 1), CFDN 100
mg (i) # 7+ B X U probenecid 250mg £& % £
L, REAZHERF 1 [AA|100mg &4 72 13 probenecid
500mg ¥ AFIE 5302815 £ V4 BEREKICEFRAFAR
fR& €7 CFDNOMEFBES L VIRFTBE %
cross-over I THIE L 72,

FRMmeFRIAARAT, WAR% 1, 2, 3, 4, 5, 6,
8, 12, 24B¥f & L, RIFRFICEANRED 0~2, 2
~4, 4~6, 6~8, 8~10, 10~12, 12~24FFfED
FERICDOVTRPBELREL, ZhICEEBFCBT
ZIREXFEU CRPEEMBLXEL L, FEEHAEDOLS
S 24ReE RR P EIRNE KD 72,

CFDN® # & Il & & Providencia stuartii ATCC
436648 £ ' ATCC 43665 #HREH & L 7o BRARILEL
% (T4 A7) 12 01T, MPEERAIEICIZFTEm
4%, IRPBEAEICIEIM 15 » BEEER (pH7.0) 1<

* T105 RPN X FEETHE3-25-8
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L 2 EHE R B, BB, FEOMPBECOWLT
i, one compartment open model I & D BB/ FHIRE
FEiT->72,

BERAEFEEZIENOMBE—E, MRELFR
'O L DR, BREETERSEEL 2 THRALL,
REUHOFHA B ¥, NIREEFHLINORE, B
BT 7z, BA(NR 4G, YRBLUEBROH
RITHEHLEFRLC DL LT,

Table 1. Profile of healthy male volunteers

2. K &

1) CFDNOMFEE, Rkt

BERABTFERSE 6 42, FHEERAS 1@
mg RAR S € 7B M EE i+ Table 2, Figln k¢
Th3, FPIRBMTEE (Cmax) \dPIRE 4 K6 (8
EBEEERRM Tmax) TH > T0.78ug/ml &L,
ZOB%ZMPHERE (T),) 1.5285H % b > THHL, K
AR8, 12B¥fE% TH0.28, 0.03ug/ml L BIETTEEL{ET
Hoz,

ZOBORTIBE, ROFEMER L S I RPEIRSEG
Table 3, Fig2d Z &< TH%, CFDN 100mg Mfz%

Case | Age | Height |Body weight| CTeatinine ) ypo coimpr s 1 ettt is, 0~ 2 BMRT
No. |years)]  (cm) (®) (ml/min) 18.2ug/ml £2.2mg, 2~ 4 BSRIRR T53.6ug/ml L7.]
1 | 20 175.6 68.9 124 mg, 4~ 6BFERT51.1ug/ml £8.5mg, 6~ 8RR
2 | 20 170.1 58.3 111 ©26.4ug/ml £4.8mg, 8~108% R T15.7ug/ml b
3 | 20 175.4 72.1 120 2.0mg, 10~12B5RARRT4.49ug/ml £0.7mg, 12~248
4 | 2 169.5 63.0 137 RIFRC0.71ug/ml £0.5mg & 72 1, FRARE24EI 2 T
5 | 20 173.2 66.3 114 EIURI325.7% TH > 720
6 | 20 175.6 795 132 2) CFDNOIIH#FE, REHEMc RIZT probenecid
DEE
Nean) 202) 1132 oy 50 CFDN 100mg P304} 1= probenecid 500mg %
Table 2. Plasma levels of CFDN in healthy volunteers
(cross-over (n=6), 100 mg, per os, fasting)
Case Plasma levels (xg/ml)
No. 1 2 3 4 5 6 8 12h
1 0.30 067 | 095 127 1.12 076 | 030 | 003
2 0.07 0.31 040 | 052 0.53 062 | 042 | 005
3 0.23 0.45 067 | 080 0.92 069 | 031 | 004
CFDN 4 0.26 0.68 0.86 1.08 1.09 079 | 033 | o004
alone 5 027 | 063 067 | 051 0.34 018 | 0.06 -
6 0.18 | 0.39 0.52 0.50 0.50 0.52 028 | 004
Mean | 022 0.52 068 | 078 0.75 059 | o028 | 003
+SD | +008 | £016 | £020 | +033 | +033 | +022 | +012 | +0.02
1 0.44 1.16 1.27 1.35 1.33 119 | 062 | 019
2 0.30 0.47 0.57 0.59 0.68 0.61 035 | 013
3 0.17 0.50 0.94 0.97 1.19 1.04 077 | 024
CFDN 4 0.45 1.20 1.39 1.49 1.31 1.02 061 | 019
with 5 005 | 032 111 1.29 1.48 124 | 089 | 024
probenecid | ¢ 0.07 0.31 0.85 1.17 1.42 1.41 105 | 042
Mean | 025 0.66 1.02 1.14 1.24 1.09 072 | 024
+SD | +018 | +041 | £030 | +032 | +029 | +027 | +0.24 | +010

0 <0.04
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Fig. 1. Plasma levels of CFDN in healthy volunteers
(cross-over (n=6), 100 mg, per os, fasting).
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Fig. 2. Urinary excretion of CEDN in healthy volunteers

(cross-over (n=6), 100 mg, per os, fasting).
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B5L, X5 IAKIFAR 4 Rf#500mg 2 RS L7
BOMEMERTSE Table 2, FiglitiRd 2 &< TH
%, 9 Cmax R AAIRE 4 B IC]1. 14pg/ml 2 E
L, 20%I32. 3980 T)n % b o THL, 8, 1285
#TH0.72, 0.24ug/ml THotz, R B/EEL T
probenecid FEHHABRHCEL T, HHRRFOMPMBEE i3 &iE
U

ZOBOFHRTBES & CRPHER, FhEh
0~ 2 BEfEER4 . 20ug/ml &1.4mg, 2~ 4 KRR T18.5
pg/ml £5.0mg, 4~ 6 FRERIR C22.9ug/ml £5.0mg,
6~ 8 BFfIR T16.4ug/ml £3.9mg, 8~108FRIR T
15.1xg/ml £2.3mg, 10~12B§FER T9.71ug/ml £1.4
mg, 12~24B$RIR T2.45ug/ml £1.8mg TH > 72,245
Mz COEINEIZ20.9% TH o 1,

Probenecid FEffFifF 33 & U'#FFERFIC B 5 CFDN @
KEN¥R/NF A—F —13 Table 4 KRTTELTH
%, Probenecid JE #f A B¥ i< 8 17 5 Cmax, Tmax,
Ty, MHREHKTER (AUC) OFSERZATH
0.82¢g/ml, 3.18B%M4, 1.528%M, 4.40ug-h/ml TH
D, BEERED Z M ix1.154g/ml, 4. 008FR, 2. 396FME, 9.69

ug*h/ml THo7z, Tmax BSIIEFBEICLENERE
(P<0.05) HEEERLI, £/, BE&2UEHZ T
DRPHEMRITIESFFERF25.7%, PHARF20.9%TH o7z,
21, AHF|BEMB X U probenecid RO WLTNRIC B
WT HFFARMRETO M B & CRFEBE, MAR%2465R
OmMTEEZRERFALUTTH- 120

I, BE KK R &

1. M&% s W ERGE

198746 6 H4> 519884 4 A ¥ Tz UBeic TIRL -
BR—BAERRET, BBRSNORENE LD
EXR L LT CFDN ORI 1T 72, EHIOBE
i3 Table 5ZR3 Z & { RBRARSE IF (REkX 1
B, Bh#% 250, RESRHE 2 6 (RUEBEMAE 16, |iE
EMEER 16 2o TR 1P 65ITH 2,

FEWOIAIXI0»ST8KE TT, BE3IH, ZE3IHT
Hotz, DBELT-HRE X Proteus mirabilis, Escheri-
chia coli & 11T, WTFNbLREBPETHD, o4
AT TInbAREIRE Sk o7,

ER58:13 CFDN 100mg (J3ffi) # e &% 1 E

Table 4. Pharmacokinetic parameters of CFDN in healthy volunteers
(cross-over (n=6), 100 mg, per os, fasting)
Case Cmax Tmax Ty AUC)—
No. (xeg/ml) (h) (h) («g*h/ml)

1 1.02 3.89 1.04 5.22

2 0.67 3.77 2.02 3.91

3 0.89 3.17 1.73 4.95

CFDN 4 1.19 3.05 1.59 6.08

alone 5 0.70 2.27 1.12 2.88

6 0.47 2.93 1.59 3.34

Mean 0.82 3.18 152 4.40

+SD +0.26 +0.59 +0.37 +1.22
1 1.51 3.30 1.97 10.1

2 0.66 3.50 2.33 5.37

CFDN 3 1.01 4.21 2.47 9.28
with 4 1.36 3.19 1.84 10.1
probeneid 5 1.48 4.48 2.53 103
6 0.89 5.29 3.19 13.0

Mean 115* 4.00 2.39* 9.69 *
+SD +0.35 +0.82 +0.48 +2.47

* P<0.05
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100mgl1H3[E4%1, 1[E200mg 1H3E2HITHD, EA
WM FEZIC L D EFIONR%E 2 BITHIEL 72 1 B %
& 7~138MT, $LKR58130.2~7.8g THo72, kB,
BHRYECHET ZMOMBRIIHAL 2h o7z,

2. ERIRZHRYIEHRE

CFDNOER#R 1 H, tERRE L VEBRREED
WEE L b LI L FHREHECHY, #EFRIRIRIE
FEIERAFTIE TCORRBEOERICL > THEL 2,

3. BRME

EERZNE 2 HITE L 2 72 5 BT I3 IR S RAHE 3 BB,
FREGRELAE 2 B & b ERNE 2B BV TEMU LD
287, kB, BRCLOEAFOANRYE 2ETHIEL
TEAE 1 Bl RIRHIE D SBRA L 720

HEFHMREHEL A REBREE 26 (P
mirabilis, E.coli) Tix, WTFhLBREE N,

4. EIfER

ERERHIBITER 2 & NS FRIBERRTERIC B 1 2 RKRE
{EZ B3 Table 5, 6 CRTIELTH5,

BIEA £ L T, TEHBROERNIC 81> TEHHFI100mg %*
1 [ENAR 6 BEfEZ I P EEORBSHEE L, 2EBIED
IRATE SICEELD, URoFERE2GIEL, At
2% I RERRSELEZS, SHEICIREELT,
) > BRRIEERER (LST) THAIIBMEERL, HAZE
DA 7707 3EBETHY, RBRFFNCLE D
DEEZONIZ, ZOMERICLZ LB IEIEASB
L UBRREEORELE IIZD Sheh o1z,

., = 27

FLLEHRENLRBOBY 7 = ARNMEH TH2
CFDNo MR, ReHElt i & U BRRAIRE 215
IRERIZOVT, UTEETFOEER2RA 3,

1. Mm@, Rk

CFDNoMm+#EE, 3~ 4RMCREEEL, 2
DfE s cefroxadine (CXD), cefaclor (CCL) izft~t
Buvs, P TdROEEbDNTWS, £k, &
PR HEMHI FEEERT TL0~ 128 12 3 T U B
Brgonsd?,

SE, bhbhEEFIOHMICNT 2 BES08E:
M5EMNT, BRERASBTEREE 6% CFDN 100mg
% ZoHgRE 1 [E 85 F 7213 probenecid % #£H Lo
chig R, FROPEEMIC D V> T cross-over B % BV THER
L7,

Pharmacokinetics T & % 7 %/ &8 J& iR FI B ) ¥4
Cmax 30.82ug/ml, Tmax 133.188ICTH Y, L%
1.5285/1D T, % b > ClHF» 5#E:B L7z, MRS, 12
B oM BE T Zh Z40.28, 0.03ug/ml & HIET
ERfETH o7z, Z DEIEIZ CXD % CCL & EDRRM
K| & bR, Cmax ZRRE» > 7243, Tmax ® T,,kKk
2, KEIOENLHENL &b KEBROBTOERE
PRETARETH S, ZOBORDEE, g,
AR 2 ~ 4 BRI TR E < 53.6pg/ml £7.1mg T, 2
BERS & TORDEUNERIZ25. 7% TH - 12o FHIDOKRDH
MIFEERITH D, MAREI0~128FFER T b 4.49pg/ml
LERHBE LIRS & Nz, FRE| DR ELERG CXD ®
CCL D ZFNITHRE BRIET H 5 25, BRBEORKSS
BRICRBRT 26D EBbnb,

Teble 5. Clinical results of CFDN

CFDN

Response

Case|Age| Clinical | Causative - - - Side
. . ) daily dose |duration| total | bacterio- Remarks
No. |Sex| diagnosis |organisms _ dose |clinical . effect
(mg X times) |(days)| (g) logical

30 | lacunar

M | tonsillitis| NT 200x3 | 10 | 6.0

good | unevaluated | (—)

2 45 pneumonia (sputum) 200x3 | 13 | 7.8 | good | unevaluated | (—)

M ND

old myocardial infarction
3 17\; pneumonia (sputum) 100X 3 12 | 3.6 | good | unevaluated | (—) | cholecystic cancer
ND diabetes mellitus

62 . |, urine)
4 acute cystitis | P.mirabilis| 100X 3 7 2.1 |excellent| eradicated | (—)

F >10°

; (urine)

5 69 asymptqmgtnc E.coli 100 % 3 7 | 2.1 |excellent| eradicated | (—) | gastric ulcer

F | bacteriuria >108

78 hypertension
6 F FUO NT 100x3 | 2/3] 0.2 unevaluated eruption| bronchiectasis

old pulmonary tuberculosis

FUO : fever of undetermined origin NT : not tested

ND : not detected
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Table 6. Laboratory data on CFDN administration
Case RBC Hb WBC Plts. GOT GPT Al-p BUN Cr
No. (x10*/mn®)  (g/dl) (/o) (x10*/me®) (mU/ml) (mU/ml) (BLU/I) (mg/dl) (mg/dl)
. B 467 13.8 11,100 45.9 18 11 1.2 11 0.8
A 420 12.7 6,400 38.8 15 14 1.3 13 0.8
B 396 11.3 13,300 43.8 10 4 2.4 9 0.9
LN 444 12.2 6,200 251 27 31 25 12 10
B 372 11.4 13,800 36.1 10 6 2.6 20 1.5
3 A 397 11.8 8,000 33.9 11 6 2.2 20 1.5
B 414 12.3 7,700 31.9 17 11 2.5 7 0.5
! A 387 12.2 5,600 31.3 17 12 2.5 10 0.6
B 403 11.8 5,400 248 12 7 1.5 19 0.6
S A 455 13.6 6,600 24.0 15 12 1.9 16 0.7
6 B 326 10.5 5,600 25.4 16 8 1.8 17 0.8
A 297 9.5 5,500 249 13 6 1.4 13 0.8

B:before treatment A :after treatment

Probenecid % ##F L 7:BR DA F| D F#J Cmax 121.15
pg/ml, Tmax i34.0085fE & %20, #D%IZ2. 398D
T2b->THREL, 8, 1285f% 0 MmbEREI20.72,
0.24ug/ml L QIZBATEETH > 12, ZDIBORDEE, R
PR R 4 ~ 6 BRI BAIEICE L 22. 9ug/ml £5.0
mgTHY, 24K E TORPEUNEKIZ20.9% & F K8
HIZHAEL 225 Ttz,

BED & 5 1z£#:8%:8 L, probenecid f#FE i3 A<
B AR b8 IS <, T dEREL, AUC
DA, RPFEDET 2 E2558D s h, EFIDERE
& (R, #EM) 13 probenecid DEE* 5 (F, HEMES
FFe L TRBEDWDMENEZ 5N 3,

2. ERPRRUR

WHRERERE 3 B (RbkA 16, Btk 26), FRESEL
iE 2 B (BEBERL 2, BAERMMERSE 16)), T9H#1
BloEt 6 Bl CFDN % 1 H300~600mg (4> 3) EAL,
WEADREHIEL A7 5BIT1x, E326I, BH3IGIE
%ﬁ“lfo’bkfﬁfbu_t@fihfcﬁﬁ@%@to 7, HE
FRIREHEL 2220l CROTFhORE Sz,

BWER L LT 1BlcRE 2D 108, REIDOMER%H
EL, it 25 2 S HOMMRIC X D 5 BEICIZHEL 7,

FF L ORRMFIZ, FF 1 ERARCEEL, 2EE
ORBTHEL, 72 LST THEFIVBETH 722 &
REPSLATEENCLZbDEEZONS, FOMAEHR
LB EBRONBEIERIZ R, ZBRREMICOV
T, BETL A EENTIEREERD L, -T2,
UEDR#E» & CFDNIZAER — R ERAE IR L 1
H300~600mg DEMA TR N S, 72, FFIIZ
BEROLBBIV 2 wE SN2 EOBE 7 2K TiEd
505, BAFOERE| LER, THEZIIUD LT 5HLB
ER, bbb ORBRLIL > 27 VL ¥ —fER, FE
Ei COBWERCEAREEREREC DLW TIRSIZE
EVBLETHS S,

X R

1) MINE Y, KAMIMURA T, WATANABE Y, TAWARA
S, MATSUMOTO Y, SHIBAYAMA F, KIKUCHI H,
TAKAYA T, KUWAHARA S : In vitro antibacterial
activity of FK482, a new orally active cephalospo-
rin. J. Antibiot 41 : 1873~1887, 1988

2) FEIEARCFREFSTHARIPRE, Fiks > Ry
7 L, FK482, B4, 1988
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CLINICAL STUDIES ON CEFDINIR

Konya SHiBA, ATsusHI SaITo, JINGORO SHIMADA, MasanoBu Kaji,
Sent Hori, Masaki Yosuipa and TapasHi MIYAHARA
The Second Department of Internal Medicine, The Jikei University,

School of Medicine
3-25-8 Nishi-shinbashi, Minato-ku, Tokyo 105, Japan

Y asusHi Uepa
The Jikei University, School of Medicine

We performed basic and clinical studies on cefdinir (CFDN), a new oral cephem antibiotic, and obtained the
following results.

1. Absorption and excretion: CFDN and probenecid, alone and in combination, were given orally to 6
healthy adult male volunteers in a dose of 100mg and 1g, respectively. The effect of probenecid on the plasma
level and urinary excretion of CFDN was investigated by cross-over method. After dosing with CFDN alone,
the peak plasma level(Cmax) of CFDN was 0.82xg/ml, 3.18h(Tmax) with a half-life (T,,,) of 1.52h and AUC
of 4.40xg * h/ml, and the urinary excretion rate was 25.7%. After dosing with CFDN in combination with
probenecid, Cmax, Tmax, T,, and AUC were 1.154g/ml, 4.00h, 2.39h and 9.69ug * h/ml, respectively, and
the urinary excretion rate was 20.9%. The above results shows the effect of probenecid on the plasma level
and urinary excretion of CFDN, and suggest that the urinary excretion of CFDN is related to secretion by
the renal tubules.

2. Clinical results: CFDN was administered in daily doses of 300~600mg(t.i.d.) to 6 patients with tonsillitis
1, pneumonia 2, acute cystitis 1, asymptomatic bacteriuria 1, and fever of undetermined origin 1. The clinical
response was excellent in 2 patients, good in 3, unevaluated in 1. Escherichia coli and Proteus mirabilis
detected in the urinary tract infection were eradicated. Eruption was observed in one patient, but no abnormal
labolatory findings were noted.



