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AREE (10) DFH43ERIIC, CFDN% 1[E100mg % 7213200mg 1 B 3 EROKS LT, BRI

EREMERE L,

08U, BZ266), PLFLS B, FH 1 BIORMES X SNT, BIFEIRS.T%TH o7z,

BRI 1Blicb B edoshndolz,

Key words : Cefdinir, IREVRIE, SMERRYE, RESBT, BRRABT

Cefdinir (CFDN) RERRERMEF CHEINLFL VR
Ot 7 = AFIT, ZOMERIXFig. 10X5TH3,

COOH
S (0] -
N ||
N C-CONH
I S

N-OH

Fig. 1. Structural formula of CFDN.

FHNL, 77 LBUE B L U7 7 ARHEICH L TEWIE
ARZ MVERFLTED,BFEOEOY 7 = LHERZMD
AF ) Vit Staphylococcus aureus (MRSA), Enterococ-
cus faecalis, indole 1% Proteus, Citrobacter, Enterobacter
CHHREFEU OB %TT, Serratia, Pseudomonas aer-
uginosa \AIHE S 1XF5 Y,

FHEIDRBEERCAD 1 D ITRI L TR Shie, HRr S
TSR IC DWW THRET 3,

I.X B ¥ &

1. EARZ ML
BERFERCN T 2F5FOREN %2, BRCERE
FFREEIC LY, BEFEEEET MIC 28IEL7,
2. ERIRSBEERRICN T 2 A2
ARFERAERE & D 538 U7z S.aureus 208RIZXE 3 347
Bk, BIECEBRD B TRIE L 72, BRI cefixime
(CFIX), cefaclor (CCL), amoxicillin (AMPC) iz
WTHREL 7,
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PBATOBNRE R BET L 72 FAIIC0.5% X Fre o — 2
0% CT20mg/ml DB = FHEL, T D50mg/kg *
AT M A T—TVEROCTEETENCRE L, &
SRR HIEAS X UM 2R L T, FiREAAS
LU MMEANND CFDNOBITBE 2 HIEL 72, 72, #i
BEAKRBED peak KF (2 B H) ICIRER £ HH L T, R
M R JIE LT, WERISES Providencia stuartii

* T951 FriRRFTRTERT:E—EHE]757
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ATCC 43664 2 BREH & LI ERARERE (disc &)
WKTiT-o72,

4, NERARAEERETT

BAEDER T, MEFMFEOBREOREERRET,
FMATICAAI200mg 1 BEINARE LT, s Bh
R D 2 BATRERHIE L7, BRI L Tt
BEbLHIEL,

BEAERIME LR UAEICE o,

5. ERPRIAER

FEFIZ, 19874 3 B 5 9 A ¥ CRFBRKEEZRLH
BiRbe s & UBE 3 fERk (FBRIIMA & ¥ ¥ —F1RR
B, #FrBEI/INERRE, ARERR) ORRSIKREEZ
L, ZEEEORIBEDE S NI HRBBERETH 5,
EWITISER~8TRRICb 2D, B13f, %306, FH43BIT
Holz,

EFORFRIE, BRERL (7), EHE (11), BERBRR

(5), BHREL (4), AEE (6) BLUAREE
(10) TH3,

IS I L T, FFID100mg (f11f) & 7 v % KER
SOFEFCIX 1 E100mg 1 B 3 ElFH300mg, P #Hic 1
[El200mg 1 H 3 @, 5600mg, &M% 7z idREICREOR
Bz, 18iciE, i3 U®H100mg X 3, D5200mgX 312
MR TS L, RSB 7 B Tos38B TKRERS
2 5», BRIMBTLERCRS SN, £/, D
REF r SRS S o T,

SHRHIEIF, BRUEMNRTRE I, BREOHERY
BEICLT, RRRERRSHIES - 7 - M4ARCHEL
TITV, TR, TER, TORER TERXL D 4BRFET
BEFNCHEIE L 72,

HEZHERCOWTIE, FHSNIHEOHRE%,
WKk, TERRL TR, TR O 4BRBETHELR,

II. 8 B B &

1, MEARY bV

Table 1WZRTZTEL TH3,

Haemophilus aegyptius (4) 0.39%g/ml, Moraxella
lacunata(7)0.2ug/ml, Streptococcus pneumoniae(8)
0.2~1.56ug/ml, Corynebacterium diphtheriae(4)0.2
ug/ml, Neisseria gonorrhoeae(1)0.2ug/ml, Strepto-
coccus haemolyticus (2) 0.2xg/ml, Streptococcus
viridans(2)3.13, 6.25ug/ml, S.aureus(4)0.2~0.78
ug/ml, P.aeruginosa (2)>100ug/ml, S.aureus 209P
0.2ug/ml TH-72,

FE BT TCI;mE LI CCLY, AMPCYDRX & Lt
RBEZ, FIEARZ PVIENLCREETHY, B
BTk 7 AR, BB L b CCL X Y@< AMPC
LRIZEDOHE NIRRT Z LS NI,

P.aeruginosa 2 1% CCL, AMPC Efkic§FFVHiENT
Ho71z,

2. EEERSBED S.aureus BZH

Fig.2 @R UTo T2b b, S0.2~>100ug/ml DL
WEBEICATRL T, 2D IWLI0.39ug/mlizH Y 9K,
45.0% 535 72, 208kFF168K, 80%530.39ug/ml LATFiZ
S LTz, 2100ug/ml DEERMEREIE 28k CH -T2,

R ICHIE L 72 AMPC O RBRZHSMICHEUL T,
CCL, CFIX & h BRZMEE2RTHERBA SN,

3. IRARAT
BRI T RT3V ABOFHETHSD LT,

Table 1. Antimicrobial spectrum of CFDN and reference drugs (xg/ml)
Organism o of CFDN ccL AMPC
H.aegyptius 4 0.39 25 1.56
M.lacunata 7 0.2 0.39 <0.2
S.preumoniae 8 0.2~1.56 1.56~12.5 <0.2~0.78
C.diphtheriae 4 0.2 0.39~0.78 <0.2~0.39
N.gonorrhoeae 1 0.2 0.2 <0.2
S.haemolyticus 2 0.2 0.39 <0.2
S.viridans 2 3.13, 6.25 12.5, 50 1.56, 3.13
S.aureus 4 0.2~0.78 0.78~3.13 0.2~1.56
P.aeruginosa 2 >100 >100 >100
S.aureus 209P 1 0.2 0.78 <0.2
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(rabbits, 50mg/kg, p.o., n=3)

pg/ml L
5 L
S-S Aqueous humor o
pm e
1t / ~
/
;
d
0.5
m‘“’"“ 5019|039 | 078 | 156 | 313 | 625 [ 125 | 25 | 50 | 100 [ >100
7] 9 1 1 T |1
CFDN | (35.0)|45.0) (50) (50 (50|50 L . . .
T ] 1|11 ]2]1
CFIX 200600 50| 50| 5010050 172 1 2 4 6 h
2] 85|13 1
oL (100 40.0) | 25.0) | 5.00|(15.00 (5.0 n Hour [ /5 1 2 4 6
7|5 | 2 | 2 2 | 1 | 1 1ssue
AMPC | 35.0)| 25.0)| 10.0)| 10.0) 100 | 50|50 Aqueous humor | 0.57 1.22 1.39 1.10 1.32
CFIX : cefixime, CCL : cefaclor, AMPC : amoxicillin 10®%cells/ml
o ceime, T eetadon A , Serum 473 | 411 | 101 | 5.1 | 5.3
Fig. 2. Sensitivity distribution of S.aureus (20 strains).
A./S. ratio (%) 12.1 25.9 13.8 18.6 24.8

Fig. 3. Aqueous humor and serum level of CFDN.

0.1 0.5 1 5 10 20 ug/g or ml
1 1 1 ] ]
Lid + 3.52+0.73
Bulbar conjunctiva _I_ 3.05%0.42
Extraocular muscle + 2.61%0.40
Cornea : 0.39£0.07
Sclera i}_ 1.94%+0.39

Aqueous humor } 0.41%0.07
Iris and ciliary body —] 1.97+0.98

Lens - <0.19
Vitreous body - <0.06
Retina and choroid e — 1.47£0.47
Optic nerve —J— 1.64£0.35
Serum —1 11.1+1.71
' T T T L
0.1 0.5 1 5 10 20

Fig. 4. Ocular tissue concentration of CFDN (rabbit eye, 50mg/kg, p.o. 2h n=4).
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Fig. 5. Tarsus and serum levels of CFDN in humans.

Table 2. Tarsus and serum levels of CFDN in humans

Case Sex Age | Dose | Time |Serum | Tarsus Tars::{i%emm
no. () |(mg)| (h) |(ug/ml)| (ug/e) %)

1 | F |2 |20 2 |0.403[<0.093 —

2 | M| 36 [200 | 2 [0.131]<0.072 —

3| F | 27 {200 2 [0.129|<0.072 —

4 | M| 16 | 200 | 4 1.55 [ 0.77 49.68

5 | F | 18 | 20| 4 |0.85|0.37 43.53

1) #iEARNBRE (Fig. 3)

RO 5% 2 BRI peak fB1.39ug/ml DEIEKAB
TTIRED Z STz LI b 4 BERIH1.10ug/ml, 6 RFfEE
1.32ug/ml DRE T, peak B L IZIZRBEDOBITHA
LHohz,

MiFFBE IR 5% 2 FEEIC peak {E10.1ug/ml %R
L, LA L T 4 B¥EIH5.91ug/ml, 6 FEREIES.32
ug/ml THo7z,

Bk I3, BKNIBED peak FFT13.8%TH -
AL

2) RMEBPREE (Fig. 4)

RO/E LT 2 BEROREBABITEREIR, SHRES

$8#85120.39~3.52ug/g O CFDNEBEBA LD 5, R
B > BRiESRE > HMRES > 38l > AREDIETH - 12, REA
ER~130.41~1.97ug/g or ml OBITEBENL LD SN
720 Ln L, 7KEaE B & U FENIRIERAUT TH-
Jz (<0.19g/8).

4. ANERBESREIT

Fig. 5, Table 2 ICRT T TH 3,

200mg 1 EEOKRE L T 2 BR%ICEE L 3ER
DRI, <0.072, <0.093xg/g D 18 #IE R R LU
TThot, FBRIEEL T 4REEED 2 FEHTI30.37,
0.77ug/ml OBATBREISIERA S Nz, T DEEDMEH I
43.53, 49.68% CHE{EE TR L 12,

5. ERRAAE

ERRRAED— K% Table 3—1, 2, 3WEL,

HRER 2 D 7 PUSBRBEIERBIGR OERIT, ARFSS W,
B E 1R @ 5% # C S.aureus, coagulase negative Sta-
phylococcus (CNS), a-haemolytic Streptococcus 7z ¥
BERHEAN, 6B 7 BRE, EF 1 CIZ4ERESL
T1HNCER, 4BICER, 2BRPERDBRILS
iz, "R5HREI32.1g~4.2g THo 72,

EHIEIZ115IT, KESDERD & CNS, Staphylococ-
cus epidermidis HSREH S iz, ¥ % 4 ~7 AE®RSL
T, &3, B8 TEBIHRSBH LD SN,

BARARA D 5 Bd> 512, CNS, Acinetobacter lwoffids:
RHahiz, 26Icix 1 H300mg(3 X 1), 3#ic1H
600mg (3 X 1) #&5L T, 600mg HE5HITix 3FH

2 Bz E%h, 300mg HETIZ 2B L bROFRDERT
Holz

BHERBER D 4 Bz, REES W L TR, RIS
& D BUD W DRI E AT, FUHIDIEET, Strepto-
coccus agalactiae, Pseudomonas alcaligenes SBRH & h
7z 2f0icix, 7 BRERSTER), BROBRBZ SN,
Candida albicans DB & NIER B & VREBESR
Haniehro e BITRMBBH SR T2,

ARESIZ 6 BT, S.epidermidis, CNS, Acinetobacter
calcoaceticus, A.lwoffitsiRitE iz, 261 H300mg
(3x1) 7HM&EET, AEMRICEENALONT,

Z2, B%4 TEEICIER L,

ABEEIZIBITH 5, BB, MRELARMLEFE, A
BB A L STz, REERDERY % 123530
M5, S.aureus, CNS, Alcaligenes dentrificans, Enter-
obacter aevogenes, Pseudomonas cepacia s ¥ SRR
iz, 64iCid 1 H300mg (3 x 1), 3HUi& 1 H600mg

(3%x1), 1#licix 1 H300mg 7 HHERS L THRI1HE
600mg [ZIBL T X 52 7 BRE, H14EM6.3g B8
5L,
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Table 4. Clinical efficacy of CFDN

) efficacy | Efficacy
Diagnosis No - rate
excellent | good | fair | poor (%)
Blepharitis 7 1 4 2 71.4
External
hordeolum 1 8 8 100
Meibomianitis 5 2 2 1 40.0
Chronic
dacryosystitis 4 1 1 1 1 50.0
Keratitis 6 2 4 100
Corneal ulcer 10 3 7 100
Total 43 10 26 5 2 83.7

Table 5. Clinical efficacy of CFDN classified by isolated organisms

efficacy
Organism Na
excellent | good | fair | poor

S.aureus 2 2

S.epidermidis 4 1 3

CNS 13 6 2
S.agalactiae 1 1

a-haemolytic Streptococcus 1 1
A.calcoaceticus 1 1

A.lwoffi 2 2

P.cepacia 2 2

P.alcaligenes 1 1

S.aureus
[ S.agalactiae 1 1

a-haemolytic Streptococcus
{CNS ' 1 1

A. lwoffi
{CNS 1 1

A.dentrificans
{CNS 1 1

P.vesicularis
{E.aerogenes 1 1

P.cepacia

C.albicans 1 1

Total 33 8 22 2 1

Efficacy rate 30/33 (90.9%)

CNS : coagulase negative Staphylococcus
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Table 6. Bacteriological effect of CFDN

Effect
Organism No - -
eradicated |replaced |persisted junknown

S.aureus 2 1 1
S.epidermidis 4 4
CNS 13 8 1 1 3
S.agalactiae 1 1

a-haemolytic Streptococcus 1 1
A.calcoaceticus 1 1
A.lwoffi 2 1 1
P.cepacia 2 1 1
P.alcaligenes 1 1

S.aureus
{S.agalactiae 1 1

a-haemolytic Streptococcus
{CNS 1

A.lwoffi 1
{CNS 1 !

A.dentrificans
{CNS ] !

P.vesicularis
{E.aerogenes ] .

P.cepacia

C.albicans 1 1

Total 33 23 2 2 6

Eradication rate 25/27 (92.6%)

CNS : coagulase negative Staphylococcus

R 3NCES, 7THIERT, BlcEMTH-
726

HE, 243FEFT, BWEAR 1BlicbaEDSNT,
TUVLVFEF—=RIGbH SN o7,

UEDEKRE#EEE DD L, Table 4D X5 TH
%,

251081, Bxh2efl, LLERS B, ®H2HT, F
%0, BEhEbET366, FE.7%TH->7,

WRICHBEDOERSIR % £ L5 & Table 5D &
3B, 77 LBHE, 77 LBMEOREY, BHEE
Bz L B ER L T, BRI 33653041, 90.9%
DREERLUI,

HIEEH%NE T3 Table 6 R T Z & & T, £27%F
258k, 92.6% ICHEEB A LD ONTZ,

. # ®

FLWEOA+Y 7 = 1%, CFDNOIRBIEICAD 7z
iz, EREAY, EEERAURRET R1T-o T Sh/-pli%, S
L HME L7 BOX 7 = AKIDBHE & EEBARE L 72

v,

REERAIZ2WTR, 77 2BM%E% S U Paer
uginosa 2B\ 17277 LERMEEICILWHE AR IV ETR
LT, #OHEIIZIZIZAMPCZEMT 2D TH-
72o THRFEY VRITLNIBITEIHREI—HT S
LDTHoT,

ERERSIBED S.aureus DRSS TIX, AMPC 1238
AL T, CFIX, CCL & b ERZMUACHHET 5 Z & 2341
shiz,

FEY VRS T LN BT 5 eEEFORETIZ, X
F ) REEM S.aureus  201#8k13 CFDN D =0.05~25
ug/ml I EREA A ERL, 0.39ug/ml IZ86%K, 42.8%
THMADOWEZ LIz, 2L T, CFIX, CCL &£ Y b BE2
HRIZH > T, AMPC CELIORZEMIFRICH > 72,
FLEDLDRIES THICEUT 25D TH -T2,

FHRIOBRABITICOVLTREI Lz L 23z hif, R
RAZ50mg/kg O S LU THIE KRNI 2 BE % peak
f#1.39xg/ml O CFDN#BEH 2 51T, IR b IZIZEE
EOWBE %5 L T 6 BRI T1.32ug/ml HSEIE X hiz,
BKMELLI 2 BREEHE T13.8% TH 577, SLITFLE b At
BB L7z CCLYTId, RBRR R IT50mg/kg EO#K5 L
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T, HIEAEE X 1 BE%1.08ug/ml @ peak {EIZZEL
T, ZDEMMKIZ6.97% TH -7z, §€-> T CFDNOFHIE
AKAREITIZ CCL IR T B % £ peak [EICEL T, ZD
BE, Bttt b CCL LV EfE%:2RLIz, £72CCL T
35 6 B¥R%130.094g/ml L &L T3 DXL
T, FHNZ 6 FFfE% b peak EICICHT 2 BER A LD

leZbid, FEOFREN LI LERTLDTHoT,

RSB 13 2 BEfE{E T, SMARERIC130.39~3.52
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BASIC AND CLINICAL STUDIES ON CEFDINIR IN OPHTHALMOLOGY
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Cefdinir (CFDN), a new oral cephem, is a broad-spectrum antibiotic similar to cefaclor and amoxicillin
with potent antibacterial activity against both Gram-positive and -negative bacteria.

The MIC distribution against Staphylococcus aureus isolated clinically from ocular patients was <0.2 to >
100 xg/ml with a peak value of 0.39 xg/ml.

Concentrations of CFDN in aqueous humor and ocular tissue were determined after oral administration of
50 mg/kg to rabbits.

CFDN peaked at 1.39 ¢g/ml in aqueous humor 2 h after administration with a ratio of 13.8% to the serum
level. Levels of CFDN in external and internal ocular tissues were 0.39 - 3.52 xg/g and 0.41 - 1.97 ug/g or
ml 2 h after administration, respectively, but no activity greater than 0.19 zg/ml was found in the lens and
vitreous body. The CFDN levels in human tarsal gland tissues were 0.37 - 0.77 ug/g at 4 h after a single dose
of 200 mg.

In the clinical study, CFDN was administered orally in a dose of 100 or 200 mg t.i.d. to a total of 43 patients:
7 with blepharitis, 11 with hordeolum, 5 with meibomianitis, 4 with chronic dacryocystitis, 6 with keratitis and ,
10 with corneal ulcer.

The clinical efficacy was evaluated as excellent in 10 patients, good in 26, fair in 5 and poor in 1. The
clinical efficacy rate was 83.7%.

No adverse reactions were observed.



