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HIGSHE 1 6, BHEREXA 46, SEXIRE 1), MEMEMEAO _RBR 16, £# % 1H
200mg, 10 3EERE, EHIC LD 3~15AMRSE L, ZORKE, @EFHCE, SEahkll
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Mg B L UBERIC BT 52 RF0BEIL, 200mg 1 @RS T, 4BEEICE—7 £k, i
0.76—1.18ug/ml, BHEH0.02ug/ml TH - 7z, BERETIE, WIRT 28I LR L, 1.0—1.43ug/
mlZEL, BETBEL0.06ug/mlicE TERL T,

RN T8 & L7z Haemophilus influenzae53tk (5 5 B-lactamase B3tk 4 #%), Branhamella
catarrhalis52% (5 B B-lactamase BE1H438E) 72 & VN Streplococcus pneumoniaedKRICXT T 5 &K
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Fig. 1. Structure of CFDN.
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Table 3. Bacteriological effect of CFDN

Organism Eradicated| Decreased |Unchanged| Replaced | Unknown
H. influenzae 1 2 1
(B-lactamase®)
B. catarrhalis 1 1

(B-lactamase®)

B. catarrhalis
(B-lactamase®)

S. aureus 1 1

S. pneumoniae 2

Table 4. Clinical effect of CFDN

Efficacy |Excellent| Good Fair Poor [Efficacy rate

Diagnosis (%)
Chronic pulmonary emphysema 1
Interstitial pneumonia 1
Acute bronchitis 1 1
Chronic bronchitis 1 1 1
Bronchiectasis 1

Total 2 2 3 1 50

1.56 &1L Tus7z, & 72fEK b, B.catarrhalis DA

WC—HL T4 BECBEE» SMMERIC 22 E—RY

ZxnFoH oz, 2EB LD EERNBALIZOT,
[#2h) L7z,

FERN 7 13, S5EDLMT, H.influenzae \2 & % B
ErBLBHSEXROBETHS, 1 H600mg DK
5275 HEEW - B % L OFERHEEL, 8HHE
Wik, H.influenzae bk LIz tzo, [EX] cHEL
72

fiE 8 i3 B.catarrhalis (B-lactamase FtE) IC L 2R
HHBE &L LT - BEOBHIEXIRTHZ, B
ErRAZ SN A, 1 H600mg T3 BEZIOKRSL
%otz FER - REMROBEN S S 205, B.catarr
halis DEIAIITEAD &, BIMEHIED» SERS LT,

EF 913, 60D TM T, H.influenzae \2 & % 2
Braf-LEBUEREXROBETHS, 1 H600mg D
%58 HEHOMATLERTED A, HAICKEEL D,
MBS IITE 2 5 b RIEFT RO EE LR HIER X 4R

DRERZDIE [RRER] L L,

EGI01E, T4ROBMT, B - B4 ¥ OERE
BLTELREXNRED —RBEDOBETH S, BE
iz, BEREH (10°CFU/ml L) 1ZFEL TwRLY,
S.aureus HEH S i DT, &&| 1 H600mg DR5EH
L7, SHEBEWERSEL, 158 H0BHEERETRS
aureus BEEXLTBY, B L L1,

HEFHZNE % Table 312 L o7z, SHES Nkl
o, BRHEBAL 72108k DL T E L B &, Wk 4HR(H.
influenzae 4 R 1 #k, S.aureus 2 ¥ 1 #, S.
pneumoniae 23T RT), WL 4 ¥k, L 14, BZR

15T, RERO%T Hotz, 8, XA B
-lactamase &Y D B.catarrhalis BSBHELL 72 D TH
%,

ERIRAIZNR % Table 4 2R L7z, RIRKIES SBIL
2BV EBRE, BB 8 Bt 4 B (RAEMERGZ, B
[EXR, BESEXL, SEXLEE, &16), 5
Fi350% TH > 72,



IR 82 RS 1T 35 1) 5 CFDN DRkt 309

VOL. 37 s—2
{ug/ml) (ng/ml) 200 mg 200 mg
15 00 mg 1.5 200 mg + '
L} ¢ 4
L . L
i (g/m) i (ug/ml)
. —0.1 o 1.0F 0.1
g z \\\
.a a
c £ £ ®. £
£ 3 z E
g g £ £
g -0.05§ 505 —o.osg
c =
S 7 S
L -0 0lo- ——'0
8 10 (h) 8 10 12 14 16 18 (h)
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Fig. 2. Concentration of CFDN in plasma (—) and
sputum (——-) after first oral administration
in cases 2(X), 7(&,4), and 9 (@, O).

2, HEBRRE

B2, 7, 9BV, MHD1ERS (Fig. 2)
CERS (Fig. 3) T, @SRRI, HEL, mie
5 & B R DA H D W % JIE L 72, 200mg @ 1 @
BO®/EI LY, ERI TALRMBICE—2 (1.18ug/
ml) OMEFWENB STz, FEM2, 71 4RM%E
TULHHZL Tz s, FRER, 0.76, 0.99xg/ml ¥
TLERALL, AR, ERNEEPORKIOBES A3
&, fEFI9 T, 1 HERB60mI RO BETH 3 28,
4RSI B X UF 6 BERI4Z0.02ug/ml B D, B 7 T
i, 1 H20ml BEOBHER T, 2 B#£20.022g/ml T
Hot, —H, 200mg ¥ 1 H3EOESKES TR X,
SHE (EBI2, 9) b3z 8HE (EHI7) iz
ST, 40l 6B%IE, MPEESERLTWLL
AR sy, EF2, 7, 9BV T, £20.580 5
1.43, 0.51%51.41, 0.19451.0ug/ml L#OL T, &
RPME W, 69 Tk, YORATLREBRRLTT
BY, EHTTiE, BRAD 22U ABBBICY—2 &
29, 0.02450.06ug/ml DRITEBI LT R 2 3%
RESD2 L, BENREIITE R -7k, BEDH
BORERTE 2o,

CFDN @ H.influenzae &, B.catarrhalis, S.
Preumoniae T3ty BB H %, HBED CFIX, CCL,

Time of administration

Fig. 3. Concentration of CFDN in plasma (——) and
sputum (---) after serial administration
(cases 2,9: 5days, case 7: 8days).

CXM, ABPC, AMPC/CVA, PCG D#ER t#b:, Fig
4, 5, 6ITBATRLI, Zho IWHEIL, [FREHS
EORKEE LT, RLYEERLDOTHY, Bz
B-lactamase 4T & 2B HBELEMEE 2>T
v 3% S BN R & U e Hinfluenzae 53 # + -
lactamase ZE4ERRIZ 4 £k, 7.5%TH Y, ZD%, ABPC
BMICOABHHBEILL B>TBH, CXM®R, 8-
lactamase £ DEFITH S AMPC/CVA iZBWTH,
B-lactamase EEBRIIXTT 2 MIC 3 Z#h T h, 0.398
& 10.39~0.78ug/ml TH o7z, ZHiZX LCFDN D
MIC i3, B-lactamase ZE4£E£R T L TI130.2g/ml, £k
TH0.1~0.78ug/ml TH Y, CFIX TRV THWIAE
NDRE NIz, B.catarrhalis i3, 528438k, 82.7%ds
B-lactamase E&#T»H D, CCL, ABPC, CXM i3 MIC
DIHMBILL 2> T3, LML, CFDNIZ, AMPC/
CVA ® CFIX &fil7: MIC 2% %7K L, B-lactamase Z
ERICORELIRENBRD 57z, Sprneumoniae
T BB, BOR=V) VEIHEREBL LOD,
MIC 130.05~1.56ug/ml TH b, CFIX® CCL & » %
nHEAERLL,

m, & =
4%[E, CFDNOROKRE %, RS X BHOrERss
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Cumulative percentage of strains inhibited

y MIC (ug/mi)

Drug [B-lactamase|<005] 0.1 [ 0.2 J0.39]0.78]1.56[3.13]6.25]12.5] 25 Drug [s0006]0.012]0.025] 005 [ 01 [ 02 0390787156 313
CFDN N 5 ;33 9 [ 2 CFDN 10 [26 | 8 | 4 1

- =153 CFIX 10 {24 [ 4451
CFIX + 4 CCL 10 {24 | 11| 4
el ; 7 | 4 137 213 12 CXM 4 26 [ 7 [ 33 1
Y = AR PR ETREE ABPC | 4 [ 29 [ 12 [ 1 2 | 1

+ NT 4 PcG 12285 |2 |1 1
ABPC = NT| 14|34 | 1 . e . . )

+ NT 11 1] Fig. 6. Susceptibility of 49 strains of clinically iso-
AMPC/CVA N NT| 1] 813416 lated Streptococcus pneumoniae.

+ NT 1[3

CFIX : cefixime, CCL : cefaclor, CXM : cefuroxime
ABPC : ampicillin, AMPC/CUA : amoxicillin/clavul-
anic acid

Fig. 4. Susceptibility of 53 strains of clinically iso-
lated Haemophilus influenzae.

100 -

1 AMPC/ CFIX
Cva

50

Cumulative percentage of strains inhibited

MIC (zg/ml)

Drug | A-lactamase |<005] 0.1 ] 0.2 ]0.39]0.78]1.56]3.13]6.25]12.5] 25 | 50
. 8 ]
CFDN + 2|2 ]35]4
CFIX N T
+ 5|5 120/
ccL " T2
+ 819 13101 11
- 3 5 1
CXM + 9 [12]15]6 |1
= 7 7
ABPC + 3 2 s ]e6 |7 1e]7]0
I N A

Fig. 5. Susceptibility of 52 strains of clinically iso-
lated Branhamella catarrhalis.

BYELBICRAA T, BREL TR, BEESA:LO5

BT, BREE0%THY, BERNEMRIZS0%TH1,
MRER, BREEREOEOL 7 x LKL BT,
CFTM-PI*, CFIX®, CS-807"21E% & %52 0EM
Th-olz,

FF O MEEHBE PEENDOBAT, KRBT S in
vitro D MIC 2 EH» &, BBERFBRICOWLTRIFL TS
%, MEEPME L, LIFIOHRERKS, 4BMECE-7
£z, ERFHEHSEROEOFLEARLY, FH
SEOBET L EGRSIC L D B mE s HERTE
2o BETBEICOWTAS L, M S OBTR,
RERDOLEO B-lactam Fl & FIRE L Bbh 3559, il
Bz dy, MFPMEErRBRL, BOESERSAL,
DEDRER»SEZ B &, EX - BB, FBEF2R
ERE D S.pneumoniae 1= ¥t 3 2 7 K| D MIC $%0.05
pg/ml THoT2Z E»sLTH, FRIOYRSAEEN
3, —7, EH1, 68LU9 T, EXTH-NRIEN
7 L[ARRIC H.influenzae HRRHE S v, &F|D MIC bR
CHZRATTH o188, BMTRES ol I
&, BRI, FER 9 13 0SS { BRI OB 0
Tl & D RREMRD o1 L bEL SN, E#B
TemEER 2 CBERORBIESL ERL 2Tk o7y
155, ERDZ L3, FEFI1ER 6 THib, B
B, FH|D B-lactamase 23§ 3 LEMEI, H.influen
zae X B.catarrhalis ® f-lactamase Z 4 gk o 3 7 %
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BASIC AND CLINICAL STUDIES ON CEFDINIR
IN RESPIRATORY TRACT INFECTIONS

Isao Ouno, Kivo NisHioka, Hisako Ociwara, Yuko Sato, Ruriko MAMUNE,

Yasuko Miura, Yasuo Tanno and Tamorsu T akisHIMA
The First Department of Internal Medicine, Tohoku University School of Medicine
1-1 Seiryo-machi, Aoba-ku, Sendai 980, Japan

We performed basic and clinical studies on cefdinir (CFDN), a new oral cephem, with the following results:

1. Basic study

The sensitivity distribution of CFDN against 53 strains of Haemophilus influenzae, 52 strains of Branhamel-
la catarrhalis, and 49 strains of Streptococcus pneumoniae, which were all clinically isolated in 1988, was
compared with that of CFIX, CCL, CXM, ABPC, AMPC/CVA and PCG. The data revealed that CFDN was
extremely active against H. influenzae and B. catarrhalis, but only moderately so against S. pneumoniae.

Concentrations of CFDN in plasma and sputum were measured in three and two patients with respiratory
tract infection (RTI), who were given the drug in an oral single or serial doses of 200 mg. By single
administration, the serum levels peaked at 0.76, 0.99 and 1.18 xg/ml after 4 h, and sputum levels peaked at
0.02 zg/ml after 2 or 4 h in each patient. By serial administration, serum levels rose with each administration
and reached 1.0, 1.41 or 1.43 ug/ml, while sputum levels reached 0.06 xg/ml in the one patient. In the other
patient no sputum level was detectable.

2. Clinical study

Ten patients with RTI (acute bronchitis 3, secondary infection of chronic pulmonary emphysema 1,
bronchiectasis 1, interstitial pneumonia 1, chonic bronchitis 4) were given the drug orally at a daily dose
of 600 mg for 3 to 15 days. The clinical efficacy rate was 50%. Five of ten causative organisms (1/4 H.
influenzae, 1/2 Staphylococcus aureus, 2/2 S. pneumoniae, 1/2 B. catarrhalis) were eradicated. In three patients
side effects were observed, namely, diarrhea, a transient slight elevation of eosinophils and BUN and a
transient slight decrease of RBC.

From these results, we concluded that CFDN is an effective and useful oral antibiotic for the treatment of
mild and moderate RTIL



