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Cefdinir 127 3 HHEHY - BRFRATHES

MASCR -« R 8 - SHEES - JLIRER
tozx) || R £ B R B IERH BRI

BEELT - BB - HREZ
[ REH

HHEEZ
B AR

FREOEL7 70 AKX Y »#F cefdinir DWW THES, TIL - HEiMtt, EERIRER LI L2 3,
UFDZ L &Rigx B,

1) &S : BEKBE Staphylococcus aureus, Escherichia coli, Klebsiella pneumoniae, Proteus
mirabilis ¥ & U methicillin-resistant S.aureus (MRSA) W3 2 FFOTBE N RREL 2L 23
S.aureus 136.25ug/ml, E.coli, K.pneumoniae, P.mirabilis 131.56ug/ml, MRSA 1350ug/ml ®
MIC,fETH - 72,

2) ORUN - HEMt D BRA 4B (BERALBEEFSL[EXWMERES 20 BLUEBRESH
WCAHI100~200mg % ZSfEEF 1 BROEA L B0 mEHBE, RPBE, BRPTBELHELL,
ZA#200mg EAGIORBMEFEE (Cmax) 1ZBATIZFHL.51ug/ml, EEEE TIdFH1.15ug/
ml T, ZNZFhOFHMEFEFIA(T1/2)131.76, 19088 TH D, 1265/ T b F150.11, 0.08
pg/ml DiELES N, —F, BEE I 1E100mg EOFERAAIO Cmax 13F3590.854g/ml THY,
T1/2i3F91 . 7685 T1285fE% T b F390. 03542/ ml DIEDE & M iz, AFIER 1265 £ TOR
FEYERIZ16~26% TH D, HEERTEEIZ0.057~0.088ug/ml TH -7z,

3) EREREUR @ RF 23 MERYkL 6 B, BMHHEEX 24, [UEJEXRIF, BHEIEXL 3G,
MR 2 3 BIEH24%0iC 1 [@100~200mg 1 H 2 ~3EfEA Lz £ 2 %, AtERk%, SEEEXE,
HEMEMR TIz2fl, FUKEXLTIIBIF G, BEIEXLTIEIFT 2HTEOER:
B, BNFAREESLDE1PICBEDONDAT, FOMEMERRES L VERREERE
PE XY (RS DN
Key words : Cefdinir, JiE/], AMNEIRE, EBRE

Frt77oARY) YREONERTH 3 cefdinir (CFDN)
13 &% B-lactamase XN L THEDH TEET, #EXROKZO L
770 AXY) CENCHREBLOWAENE2ET %, B2 Sta-
phylococcus aureus ¥ EUEM7 7 LBMEE IR T 2 EN
2EATHY, €7 7u0RRY CHNCTMED Enterococcus
faecalis T AIBEHOBEE BIEFFIOKE LFHEEINT
LB,

SEbhbNRFFIOTES, BiX-HEit 5 & UERKZRIC
DLTRA LD THRET 3,

. RSV CHRAX

1. HEH
LRzIZ B\ T19874E 3 B> 519885 2 2D 1 Ffic

EEERAT LD & 938 U 72 S.aureus, Escherichia coli, Kleb-
stella pneumoniae, Proteus mirabilis ¥ & UF methicillin
-resistant S.aureus(MRSA) #h Zh258kizxts 5 5H
DB/NFEBEELBE (MIC) ¥ BA{bEREELFEL
WCHECTHIE L7z, #5413 pH7.2  Sensitivity test
Agar® GERHE¥) %EAL, 100xg/ml 5 50.025.8/
ml & TO 2 {EHFRFTEF * & CRSUREATHR
Bk ER L, —RSBERO00EHREN—HEE

(R1E1 mm) %EREL7, 3TCURFRTRETER
BrEESnRIERES b > TMIC & Lz, FH0
ftiz cefixime (CFIX), cefaclor (CCL), amoxicillin

(AMPC) iz 2> T b Rk MIC 2 BIE L, FFI0E1
& HEBRRET L 72,

* T235 5| REEEHBTFRYRE1-6-5
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o, My, R, BREPBE

A#100mg (FIff) 7 7€V 2 BBREMORESE S h
RBEBA L BRE R L REXWMERE (RA) B
LU0 L OB E I FHEER200mg 1 B O
ALEEOMETRE -, BEE CFHEMEF 1 @100
mg EOGERA L RO MEHBEERIEL 72, AR,
2, 3, 4, 6, 8, 105X C12RRTICHRI L ToR &
Lize &7z, FREOBERIE IXARFIGERR 2 REIC 2R
FWL, ThEhOBELHEL /-, BEEMF- 1 RE
FWEBE 2OV TIIAFIERA®RO~4, 4~6,
6~8, 8~108 & U10~12KFfEICHEH & Nz g
ELRIEL,

M5 & VR DEEDRIE L Providencia  stuar-
tii ATCC 43664%, % 7R IERE X Pstuartii ATCC
43665 REF & T 5 disc H=Z L DiTo 7z, EHER XM
B AIE T REME %, Ry B L UBEFBER
ETIRM/15) Y BESEER (pH7.0) 2AVWTERL
A

BEEBNE S A—F—RBET NV ESBRVAET
BH Lk, bbb, BonBREMBEIERE%
Cmax, REBREEERM % Tmax & L7z, &7z, M4ES
HHH (T1/2) BFFIRS 4 ~ 8 BEREILAED MEE g
EPASEHL, SER/N_RECEVERH L, M
BE R TER (AUCo-w) ICDWTIE, 1265R %

TD AUC ZEFARIC L DR, 1265 LA £ R FFA
FTOAUCRTI 2RV tEBE»SEHL, Th
5%2EbETAUC)& LTz,

7B, FIRIHEMSRERIZ1987E 7 B L V1989E 3 BD
MliciTbniz,

3. ERPRHIRRET

1) R

NRIBZBREMOEESE SN BAERKL 66, &
HIRERX 2 B, [AEIEXZRIF), BHEIEXL3IH),
HEMEMm % 361, Zofh2fl, FH268I0MERBBIET
HY, HERNEBELG, ZME1EITERIZII~T8RIZS
L, ¥ TH-o 7z, %8B, EERIIRETL 7226/E
=41 277 X2lRB L UKD 2 EHIIRIREIE
»SERAL Iz,

2) AR

EH|D100mg (SH) #» 7L 2 v, FEEREIER -
LT1[E100%2v>1L200mg &L 1H2~3EIAEERAL
7o BEREAMIZ 3 ~16HTEHT. 1B ThH o712, 28, ¥
RYUBCHE*RZTHORBEEOHB I —ITb %
o7z,

3) MRYEEH

FEERZIR I AFIGEA 3 HUNICH, fiEFEROSEDS
FOOSNIbDEER, 4~THTHEDH L VLIIEFE
LIz DEFR, 7HUBRTHE, EEtossonizy

Table 1. In vitro activity of cefdinir

(ug/ml)
é)ggsi‘;‘;isg) Compound Range of MICs MICs, MIC,o
cefdinir 0.1 ~6.25 0.78 6.25
S.aureus cefixime 1.56~50 12.5 50
’ cefaclor 0.78~50 6.25 50
amoxicillin 0.1 ~6.25 0.78 3.13
cefdinir 6.25~ 100 12.5 50
cefixime 50 ~>100 100 >100
MRSA cefaclor 3.13~>100 25 >100
amoxicillin 12.5~>100 50 100
cefdinir 0.05~6.25 0.2 1.56
E.coli cefixime 0.05~6.25 0.2 3.13
cefaclor 0.2 ~50 1.56 25
cefdinir 0.05~3.13 0.2 1.56
K.pneumoniae cefixime 0.05~6.25 0.1 3.13
cefaclor 0.39~25 12.5 25
cefdinir 0.1 ~3.13 0.78 1.56
P.mirabilis cefixime 0.1 ~3.13 0.39 0.78
cefaclor 0.78~12.5 3.13 6.25

MRSA : methicillin-resistant S.aureus
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DeeE, THUGL 2 BRE, E¥tsssny
mofeh, HBVRBILLILOZEE L, Mgy
KRR AFIERTGROREEDHER D S, Mk, gix
R, B, TED4EFETHEL 2,

4) T2tk

FHRIOFERCEL, BEERIC L 2EWER SR T2
L b EARTRIC AR AR D IR —BARE (R,
~NEZOEY, AT M2 Yy b GO, MR k4
{t##8%& (S-GOT, S-GPT, Al-P, BUN, S-Cr)%g
ML, REERBROBRELBRI LI,

721, LUEDORREIBRETIZ1987TES5 B X D19884E 3R
DO TH T,

II. A% |

1. $i& 5 (Table 1, Fig. 1)

S.aureus 258RICH T B EF|D MIC 130.1~6. 2545/
ml 125345 L, MICso, MICqtd R Z410.78, 6.254g/ml
T»bH, AMPC ti%iZ2R%, CFIX, CCL X h#hTu

Fig. 1. Susceptibility distribution of clinical isolates o
25 strai h) of 5 i f FDN.
(25 strains each) of 5 organisms for C MRSA 258423 3 2 &A1 D MIC 126.25~100xg/ml
Table 2. Plasma levels of CFDN in adult subjects
(200mg p.o., fasting)
Case Body Plasma level (zg/ml)
N Age weight
0. (kg) 1 2 3 4 6 8 10 12h
1 39 54 0.36 0.95 1.34 1.47 0.98 0.56 0.31 0.11
2 40 59 0.28 0.92 1.54 1.32 0.92 0.47 0.25 0.11
3 52 50 0.32 0.81 1.31 1.49 0.94 0.52 0.22 0.09
4 62 56 0.42 0.94 1.54 1.32 0.89 0.62 0.27 0.13
Mean 48.3 54.8 0.35 0.91 1.43 1.40 0.93 0.54 0.26 0.11
+SD | £10.9 | = 3.8 | £0.06 =+0.06 =+0.12 *0.09 +0.04 =£0.06 =£0.04 +0.02
Table 3. Plasma levels of CFDN in elderly subjects
(p.o., fasting)
Body Plasma level /ml
(%\Iacs)e ?rgsi Age | weight ( (]:/C‘f ) (ug/mb
: g (kg) |mimmp g 2 3 4 6 8 10 12k
5 100 72 39 90.5 0.18 0.44 0.88 0.67 0.43 0.12 0.09 0.03%
6 100 76 31 89.6 0.23 0.63 0.89 0.72 0.54 0.21 0.10 0.034
7 100 83 38 96.4 0.20 0.51 0.78 0.69 0.44 0.17 0.11 0.037
Mean 100 77.0 36.0 92.2 0.20 0.53 0.85 0.69 0.47 0.17 0.10 0.03%
+SD + 56|+ 44|+ 374003 +0.10 +0.06 +0.03 +0.06 =0.05 =0.01 *0.002
8 200 72 54 98.4 0.22 0.76 1.12 0.92 0.64 0.31 0.17  0.07
9 200 77 52 99.4 0.27 0.78 1.04 1.18 0.72 0.39 0.19 0.09
Mean 200 74.5 53.0 98.9 0.25 0.77 1.08 1.05 0.68 0.35 0.18 0.0
+SD + 35|+ 1.4|+07|+004 +0.01 +0.06 +0.18 +0.06 +0.06 =+0.01 0.0l
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L, %0 MICsp, MICsi312.5, 50ug/ml TH-
tro TOREIINEEAL DENTVI,
W;“ (l)) - o——o adult subjects  200mg (n=4) E.coli 258RICXt T % & #| D MIC 53 47130.05~6.25
. o-----o elderly subjects 200mg (n=2)
O--=.=0 elderly subjects 100mg (n=3) ﬂg/ml THY ’ MICSO’ MIC”Li%n%‘nO'Z’ 1'56ﬂg/
ml T&# Y, CFIX & i2iZE%, CCL &£ NENTW,
) K.pneumoniae \- B 3 % & &l o MIC 2 i 1%
0.05~3.13ug/ml (2 1, 25823813 1. 56ug/ml LIT
05[] TRE I & 1, MICyi31.56ug/ml TH Y, CFIX &
g EIZEIET CCL & 0 En B TH > 12
£ P.mirabilis (3 &#I3.13ug/ml LN TS EE £
& IF % #1, MICsokt1.56ug/ml T 72, CFIX & H#ET 3
LIZIZEIETH -2,
v N LLE, S.aureus, MRSA, E.coli, K.pneumoniae 8 &
" \ O\, U Pmirabilis ® 5 BEASHIH T 3 KFIO MIC 5
\
[ \ fi%x Fig. LIRL7z,
0.05} \-\ K.pneumoniae \Z ¥ L Tk b BRZMEHLEN, RVTE
Y\, coli, P.mirabilis, S.aureus, MRSA ODIETH -7z,
03— " 8 3 m 12' (h) 2. M, RbB L UERPRE
Time A 4B (BERA L BRI REXREBES
Fig. 2. Mean plasma levels of CFDN. 2 ) 1= CFDN %#200mg, &8 5 FI9 3 Hi2100mg, 2
Bi2200mg % 1 EIZEHEERRKC BT 32 ZhFhOmg
thigfE % Table 2, 3ZRLT,
Table 4. Pharmacokinetic parameters of CFDN
. Dose Case Cmax Tmax TY AUC
Subjects (mg) No. (xg/ml) (h) (h) (zg+h/ml)
1 1.47 4.0 1.70 8.96
2 1.54 3.0 1.98 8.44
Adult 200 3 1.49 4.0 1.58 8.33
4 1.54 3.0 1.77 8.90
Mean 1.51 3.5 1.76 8.66
+SD +0.04 +0.6 +0.17 +0.32
5 0.88 3.0 1.86 3.92
6 0.89 3.0 1.52 4.64
100
7 0.78 3.0 1.91 4.12
Mean 0.85 3.0 1.76 4.23
Elderly +SD +0.06 +0.0 +0.21 +0.37
8 1.12 3.0 1.91 6.39
200 9 1.18 4.0 1.89 6.80
Mean 1.15 3.5 1.90 6.60
+SD +0.04 +0.7 +0.01 +0.29
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Table 5. Urinary excretion of CFDN in adult subjects
(200mg p.o., fasting)
Time Urinary excretion
0~2h 2~4h 4~6h 6~8h 8~10h 10~12h 0~12h
Case L R L R L R L R L R L R R Rate
No. \|(ug/m)) (mg) |(ug/ml) (mg) |(ug/ml) (mg) |(g/ml) (mg) |(ug/ml) (mg) |(ug/m) (mg) | (mg) (%)
1 58.0 81| 75.0 14.3| 84.0 13.0| 70.0 10.8 | 89.0 2.2 78.0 1.4 | 498 249
2 32.6 9.8|89.1 14.7| 10.1 15.6 | 28.8 9.2 9.2 2.9 3.1 0.29| 52.5 2.2
3 10.5 5.8 23.2 10.4| 42.5 17.0 | 16.2 3.9 18.7 4.0 10.2 2.0 | 43.1 2.6
4 68.0 8.8 81.0 17.8| 51.0 11.2 | 90.0 2.1 98.0 1.6 | 81.0 1.2 42.7 214
L :level, R :recovery
Table 6. Urinary excretion of CFDN in elderly subjects
(p.o., fasting)
Time Urinary excretion
0~2h 2~4h 4~6h 6~8h 8~10h 10~12h 0~12h
Case|Dose| L R L R L R L R L R L R R Rate
No. [(mg)|(xg/ml) (mg) |(ug/ml) (mg) |(ug/ml) (mg) |(ug/ml) (mg) |(ug/ml) (mg) |(kg/ml) (mg) | (mg) (%)
5 {100 4.5 1.4 3.0 3.0[39.5 10.8|29.0 3.8 | 13.2 2.3| 5.2 15228 28
6 |100| 22.1 2.1 | 73.5 9.2 | 48.4 5.0 31.5 4.7 | 22.1 1.1 | 14.9 1.9 | 24.0 240
7 (100 33.0 2.2 100 4.8 | 145 7.3110.0 5.4 | 56.0 1.3 36.0 1.5 225 225
(0~4h) (6~10h)
8 1200 80.0 13.4 | 104 8.9 6.2 9.9 4.3 0.2 | 32.4 162
(2~6h) (0~10h)
9 {200 17.0 2.6 120 18.6 | 60.0 1.3 | 48.0 5.4 27.9 14.0
L :level, R :recovery
(ug/ml) Case a2 (ml) (ug/ml) Case Na3 (m)
0.3 16 40
51 oo |evel 02 35 — Jevel 1
- D volume volume
28 430 ¢
T 02f 38 3.9 44 % e H
2 s & g
g 25 g § our 17 ¢
5 s 3 14 3
& 0l ) 0.088 L 12 a & - 0.057 . &
0.068 . i 410
<0031 - / >, 0 <0031 - T./. \ 0
0 2 4 6 8 10 12 (h) 0 2 4 6 8 10 12(h)
Fig. 3. Sputum levels of CFDN (200mg p.o., fasting).
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Table 7-1. Therapeutic results of CFDN
Clinical Isolated Treatment Response
Case | Age diagnosis orsga?]ti:m daily total bacterio- Side
No. | Sex ( Under]ymg) (MIC) dose |duration| dose | clinical la ical effects
disease (mg X times) (@) ogica
g X times g
1 11\2 acute bronchitis n;)lgr?:l 100X 3 3 0.9 good |unknown (=)
2 ?\2 acute bronchitis ng‘;?:l 100%x3 8 2.4 good | unknown (=)
3 Zlf acute bronchitis nggrp:] 100%x 3 8 2.4 good |[unknown| (-—)
4 31? acute bronchitis n;)lr;)r?: ! 100x2 4 0.8 good |unknown| (—)
5 13\/2[ acute bronchitis n?li)r?: ! 100x3 4 1.2 good |unknown| (=)
6 2}? acute bronchitis 100X 3 4 1.2 good |unknown (—=)
7| % |ecutebronehits | normal | 100x3 | 4 | 1.2 | good |unknown| (<)
8 ZI? acute bronchitis n;)lx;r;]aal 100 %3 7 2.1 good |unknown| (—)
78 | acute bronchitis _
9 F | (arteriosclerosis) 100x 3 4 1.2 good |[unknown| (—)
31 | acute bronchitis | normal _
10 F |(bronchial asthma)| flora 1003 4 1.2 poor |unknown | (=)
11 fi_-? chronic bronchitis n})]r()r;l:l 100x 3 14 4.2 good |unknown| (—)
12 61;? chronic bronchitis 100x3 4 1.2 good |unknown| (—)
61 | chronic bronchitis| normal . ) .
13 M | (angina pectoris) flora 100x 3 11 3.3 fair |unknown| (—)
14 15\2 pneumonia n?;;)r?:l 100 %3 16 4.8 good |unknown| (—)
15* 1%/? pneumonia 200X 3 14 8.4 | good |unknown hlilfl}(;te_d
« | 29 mycoplasma —
16 F pheumonia 100 %3 7 2.1 good |unknown| (—)
55 pneumonia normal
17* M (chronic ) flora 2003 13 7.8 good |unknown| (—)
renal failure
18* g}[ tﬁ‘é:]:&i?i’s 200% 3 7 4.2 poor |unknown| (—)
35 o throat : ' B
19 M | acute tonsillitis | S.aureus | 100%3 10 3.0 good |eradicated (—)
(0.2)
37 throat :
20 F | acute tonsillitis | S.aureus | 100x3 7 2.1 good |eradicated] (—)
0.2)

* Cases in the dose-finding study
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Table 7-2. Therapeutic results of CFDN

ini Treatment Response
Case | Age d?;glr:ggils ()Irsgelliti:gq daily total bacteri Side
No. | Sex (Underlymg) (MIC) dose |duration| dose | clinical lac'erllo- effects
disease (mg X times) (g) ogica
2% throat : )
21 F acute tonsillitis | S.aureus | 100X 3 8 2.4 good |eradicated] (—)
0.2)
22 3I§ acute tonsillitis “g‘;’;’:‘ 1003 4 1.2 | good |unknown| (—)
39 throat :
23 M acute tonsillitis | S.aureus 100X 3 4 1.2 good |eradicated (—)
(0.39)
23 throat : ]
24 M | acute tonsillitis | S.aureus | 100X 3 5 1.5 good [eradicated| (—)
(0.78)
25 2; acute pharyngitis ngﬁ?;l 100%x3 3 0.9 good |unknown| (—)
3l throat :
26 F acute pharyngitis | S.aureus 100X 3 7 2.1 good |eradicated] (—)
(0.39)
* Cases in the dose-finding study
Table 8. Clinical response to CFDN
. Response
Clinical diagnosis Izz(;eosf Total
excellent good fair poor
Acute tonsillitis 6 6 6/6
Acute pharyngitis 2 2 2/2
Acute bronchitis 10 9 1 9/10
Chronic bronchitis 3 2 1 2/3
Pneumonia” 3 3 3/3
22/24
Total 24 22 1 1 (91.7%)

* except mycoplasma pneumonia

A 1 [B1200mg EAGIO MAEFRE L — 7 [Eix{E
A%3I~4BREicH D, ZDOFHEIX]1.51ug/ml TH
D, 128§ BT b 0. 1lug/ml DIEEEEREL T
720

EpE 1 E100mg FAKOMBTEEDE— 7 E13
A% I H D, £ DOFEIZ0.85ug/ml THDY,
12651 B> T b FH0.035ug/ml Ol % #ERE L T te,
EEE 1 E200mg FEAFOE —7{#E 13 3~ 4 BRI b
D, ZOFHHEIZL. 15ug/ml TH D, 12BRICB VLT
F550.08ug/ml DIE#HERFL Tuarz, LALE, BA 1 [E200
mg, EEE 1[E100mg %> L200mg {# AR O g%

hBEHE S Fig. 212, £ SEROREHIFEN T A-
% —% Table 4127 L7z, FHTL/23RA 1 E200mg
EERFITI3]. 7685, HEE 1 E100mg ERAFITRLT
B5RS, 200mg EAHITIZ1.9085TH N, FFHIAU
Conld 2N ZN8.66, 4.23, 6.60ug +h/ml THoNe

A A 1285 Rl 3 THISE L 18 7B RPEIER
Table 5, 6ICRT & 5 A TIZ21.4~26.2%, Bl
ETI316.2~24.0% TH - 12,

$70, B RS KBRS RE 2 fic AF200mE
| EZHEER O B & Fig. 3 (LT, B
4~6, 6~8, 8~10BRIDBHEPMEFENED
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BASIC AND CLINICAL STUDIES ON CEFDINIR
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We studied the antibacterial activity, absorption, excretion and clinical efficacy on cefdinir (CFDN), a new
oral cephalosporin, and obtained the following results.

1. Antibacterial activity : the antibacterial activity of CFDN against 25 clinical isolates each of 5
organisms was investigated. CFDN had a broad-spectrum activity against Gram-positive and-negative
organisms, and the MIC,es against Staphylococcus aureus, Escherichia coli, Klebsiella pneumoniae, Proteus
mirabilis and methicillin-resistant S.aureus were 6.25, 1.56, 1.56, 1.56 and 50ug/ml, respectively.

2. Absorption and excretion : in adult and elderly subjects, the peak plasma concentrations of CFDN were
1.51 and 1.15¢g/ml, respectively, 3~4 hours after a single oral administration of 200mg ; the plasma half
-lives were 1.76 and 1. 90 h, and the plasma concentrations at 12 h after dosing were 0.11 and 0.08xg/ml.
In elderly subjects administered 100mg of CFDN the plasma concentration was 0.85x¢g/ml 3 h. after
administration with a plasma half-life of 1.76 h. The plasma concentration at 12 h after dosing was 0.035xg/
ml. The 12-h urinary recovery rate was 16~26%. The peak sputum concentrations ranged from 0.057~0.088
wg/ml in 2 patients with bronchial asthma after a single dose of 200mg.

3. Clinical evaluation : CFDN was administered orally at 100 and 200mg 2 or 3 times a day to 24 patients
with respiratory tract infections. The clinical response was good in 22 cases and fair and poor in 1 each. A
side effect, light headedness, was observed in one case, but no abnormal value was noted.



