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70 U EOE##E 12 Bi cefluprenam (CFLP) 1.0g % 1 BsfA T C ol L 728 oo i i s &
PRI 2 JIE L 72, RE P REIR TR SR TEBICELN, BEELOLNTENEIZK
EUEBALNLD 572, MAEEERLIT BERENETFIC TR L, 24 KefEl & TORPHEMER 2K
Tl BUFGERRIERE 2BICAK 1.0g %L 2.0g % 1 BfIA T CHBBEL 2BombE &
UK IREZMEL 72, BREMHABEIR1.0g, 2.0g%50 T2 2N 112, 99.3 ug/ml, HHKDH
ERELIZ Z A1 8.92, 9.44 ug/ml Th - 72, WPIREERRYLAE 33 B &K 2 (8 L, 4% 160, A% 24
B, Hh 7B, HETHELBIORRELB, BIERE L T 1BITRAE IS RELZ LN, BREK
MEAl-pH LR, BE#7—L2RB0BY%(L, GOT - GPT - Al-p: y-GTP-LAP D B % &= 14|

TRDID, WFNLBETH - 72,
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Cefluprenam (CFLP) iz = —+ { #kX &4tz & ) B%
SN L CEHAL 7 « LRHEWETH b, AHNL,
B-lactamase 2%t L TRE THOREABHMEANE (,
Staphylococcus  aureus % &4 77 LBBHE B L U
Pseudomonas aeruginosa % &4 75 LM IZ K L <
[LEHELHE A7 P 7458, ZOERIZEENT
H b, & 512, Enterococcus faecalis 123 L T piperacil-
lin & EAEE DI E M % 7419,

Al brub iz 70 KL OB AR & 2
Lz B S & ;RP a2 #iE L, X, 8%
TOBRBGAE BH - SIS L 2Bl B & O g i
BEEWEL, & 512 33 BIOMIR IR AE 8512 KK 2 1
HY B4\ LOTEFORB L BET 2,

. SWECHT35AHEE

1. #HBHH:

0%” 697k E TOEBE 126 (Table 1) g,
CFLP1.0g % 100 ml 4B A Kic i L, 60 508 ¢
SUBRHE L 72 B0 i b i1 & BR b [ iR E % 17 7z,

RIMIZ SRS T B, 154, 1, 3, 5 11, 238
IRICAT, BRISATTEBRARARE ~ 2 15, 2~4, 4~6, 6~
12, 12~24 BRI ZIR L —E % 3R L 72,

EKABEOWE I HPLC B L Bioassay #:(z &
NATV, FHEFIO M b B EREEE L & 12 two compart-

ment model |25 W ERENFEIE F EH L 72,

2. &

HPLC # & Bioassay #:1= & % BHIEERAIEEIL £ <
FBL TH Y, LIToM Tl HPLCHEIC & 2 RiEfE 4

Table 1. Summary of aged patients

Age BW Cer
Group| Case no. Sex . Diagnosis
P @ (kg) (ml/min) g
1 M 78 44 743 1IP
2 F 90 42 74.4  cerebral infarction
1 3 F 72 53 80.7 DM
4 F 75 45 84.7  Chronic bronchitis
5 M 71 41 97.7 bronchial asthma
Mean| 772 450 824
+SD +7.7 +47 +96
6 M 81 54 47.1 DM, bronchial asthma
I 7 M 70 48 47.2  gastric cancer
8 F 75 40 59.5 pneumonia, myeloma
9 M 71 41 61.8 old tuberculosis
Mean 743 454 539
+SD +50 =64 +79
10 M 82 45 11.3  chronic renal failure
il 11 F 9 42 238 DM
12 F 97 41 23.8  Urinary tract infection, CVD
Mean 91.0 427 196
+SD +79 +21 +72

* T 950-21 Hrig it paATWINT 1-27
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Cefluprenam 7 3LBEN) - ERPRAYRR AT 53

Ao, 72, BE»LEE T THBREEZOREICIG
T 38 (& (n=5): Ccr 65ml/min LI I, I1# (n=
4):30=<Ccr<65, II# (n=3): Cer<30) ic4%L, g
LT L 72, M iRE D peak HIZ LB SR THE
izl on, 18, IE NBENFLHEITZE < 65.0,
56.9, 84.1 ug/ml Th -7z, MHBEMETIZBEEED
ETICHECERE 2 ) 24 RERZO NP BEIL [ BOE
T3 0.3 ug/ml LIF, IETIZ0.3~0.7 ug/ml TF
#70.6 pg/ml, B TIx 3.5~17.3 ug/ml TF#1 9.0 ug
/ml & BHBEEET I EHELIESE 4R 72 (Table 2,
Fig. 1), ey miitiiz 1 B fER] TFEY 2.6 KRR,
NEOFER T 4.2 B, MEEOREGIT 9.1 KR & B
BETICHEWERICIER L 72, AUCO~ocoi3 T 2 & I1EER)
TRRELZERREOHLNT, FNFN, 218.7 ug/ml,
247.1 ug/ml TH o 7znizxt L, NEETIZFE 766.7 ug
‘hr/min & K& cfi%/RL 7z (Table3),

SHIEREE 2 R TORPIBEIR I HTEE 1,300
pg/ml, IIEET1,220ug/ml, II#E TI3FE¥540ug/ml

100 o—o Group I
50 &—a Groupll
\\‘w‘
10
5

Tz 4 6 12 24
Time (h)

Fig.1. Mean plasma concentration of cefluprenam
after 60 min drip infusion of cefluprenam 1.0 g to
aged patients with varying degrees of impaired
renal function.

Plasma concentration
(ug/ml)

=1

Table 2. Plasma concentration of cefluprenam after 60 min
drip infusion of cefluprenam 1.0g to aged patients
with varying degrees of impaired renal function

(uzg/ml, Mean +SD)

Group | N 1 1.25 2 4 6 12 24 (h)
I 5 65.0 49.9 35.4 18.4 10.2 2.3 0.3
+17.0 +84 +66 44 £33 =x11 %00

1 4 56.9 52.0 38.3 211 13.2 3.7 0.6
+87 +7.0 80 *£32 £26 £13 02

T 3 84.1 65.8 54.0 40.9 34.6 19.7 9.0
+113  +£37 +£7.7 %73 *£71 87 £73

Table 3. Pharmacokinetic parameters of cefluprenam

(Mean+SD)
max AUC 0~
Group | N Age Ccr. T.,. B C
) (ml/min) (hr) (ug/ml) | (ug-h/ml)
1 5 77.2 82.4 2.6 65.0 218.7
+7.7 +9.6 +0.4 +17.0 +56.5
I 4 74.3 539 4.2 56.9 247.1
+5.0 +79 +3.0 +8.7 +38.0
1 3 91.0 19.6 9.1 84.1 766.7
+7.9 +72 +4.6 +11.3 +338.6

& Cer (2HEBADR2 51, £ LI L B R E DK
206 L TIRAVBEEIZAKME 2 /R L, 24 Kefd] 3 TR R
BT THTH9.0%, [I#ET47.4%, NBEET28.8%TH
D, BRREREEA SIS L IV EEAME T § 2 4
[ T# -7 (Table4, Fig.2),
I. mbhRUBEERPRE

1. HBRHHH®

19 FE R Y E & 2 Hi, CFLP1.0%w L 2.0g
% 60 2 [8 T rEEE L 22 B i R & R R EE O
WFEZIT- 72, WML SEER, #TEK 1, 2, 4,
OEFRIILICAT VY, WA SRR LAY ~ 1R, 1~2, 2~

Table 4. Urinary excretion of cefluprenam after 60 min drip

infusion of cefluprenam 1.0g to aged patients with
varying degrees of impaired renal function

(Mean+SD)
Group|{ N 0~2 2~4 4~6 6~12 12~24(h)
1,300+764* 1,662+786 854+593 353+211 63+56

18.4+18.8* 30.9+20.5 40.4x183 53.0+£132 59.0+10.7

I 1220652 1,244+990 6494257 285+182 2717
152483 239+127 344%+135 45.0+17.0 47.4+18.2
m |3 540+269 913+309 620+196 310+170 103+44
46+29 10.8+6.3 151+74 214+47 28.8+3.0
* concentration (zg/ml)
** cumulative excretion (%)
1,.800( o—0 O Group I 100
.E o—a & Groupll —
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= 3
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Fig.2. Meam urinary excretion of cefluprenam after
60 min drip infusion of cefluprenam 1.0 g to aged
patients with varying degrees of impaired renal
function.

1.0 or 2.0 g (d.i)

120 pzzzzzzzzza 10g 20g
- Serum e—e o—o
E 100} Sputum e---¢ o---—
="}
2
ERS
g
2 60f s
g E
: g
S 40+ =
o E
5 55
E] 20k [SRpey
& .
0 1 2 T &

3
Time (h)
Fig.3. Serum and sputum concentration of ceflu-

prenam after 60 min drip infusion of cefluprenam
1.0 g or 2.0 g to patients with chronic respiratory
infection.



> SR I

NOV. 1995

3, 3~4, 4~6BFMTEHRLRML 72,

HEIBE HRIE L Bioassay 12 & V{7~ 72,

1.0g 56, 2.0gH#E5FOEEMPBETITNL
SR TERICELN, &2 112 ug/ml, 99.3 ug/ml T
Botz, WEPRESBERCTAOES D SHETHE]L
~ 2 BERNCIR 5 41, K2 8.92, 9.44 ug/ml Th - 72 (Fig.
3o

o. ks

. & rHE

D x B

R 34E8 AL NFRS 2 A coMicERERE
2BV TABEBEEAIT- 723361 (BE216), iE12
Bll, 17 m&h* 6 95 M F T 73.2 &) DIFIREFEREEIC
FRL 7, ERONFIIRIRR 2 61, Mk 18 B, BHR
BERROBYERE 2 H], BYEEE-> 2 REIWE 5K,
[EXZILRAE 3B, BRIBMEMIFSIAE IRk L &2 L2
D 3B, FEVEEM RN ZKBEG 1BITH - 72, ERKIL
196 THBA L, BB & L T Staphylococcus  aureus,
Streptococcus  pneumoniae, B & B - Streptococcus,
Haemophilus influenzae, Klebsiella oxytoca H% 1 ),
Pseudomonas aeruginosa #* 4 ), Xantomonas wmalto-

philia H* 1B & ) BEX N7z, BEBE & L T S. aureus

K B &

+ Enterococcus faecalis, S. aurveus+ Haemophilus para-

haemolyticus, B &t B-Streptococcus + Providencia stuar-
tii & 16, S. aureus+ P. aeruginosa »* 2, S. aur-
eus + Acinetobacter sp.,Moraxella catarvhalis+ P. aer-
uginosa+ Serratia marcescens H°%& 1 Blh &b 53X N7z,

2) A% ERE

el umsEic TR L, CFLP0.5gl H2 A7
B, 1.0g2M@EA 196, 2.0g2 mA 6H%IT, Cerl2.7ml
/min DFEAEF 1HTI20.5g% 181 EERAL 72, fF
IR 3~15 B/, BEAEL 3.5~30.0g TH » 72,

3) FhRHIEEAE, BIfEHORKET

RRIRZD R OHIE (3 BRIRAE IR, AL, Wby > b4
YHTROYUERE, EREONRL L% L LICHREAMICKR
L, &% (excellent), H % (good), X F %
(fair), #%h (poor), HIZEAHE (undetermined) O 5 Fx
FEEHG & L 72, BIERIC DWW TIZERLE b o 58, %
%, B, WM, TH, HFLEORBUCEEL, &K

AR, . FiIcBYTHRRELZERL, REMD
Nz OWTHRE L 72,

1) BRIRZhR

fEBIOBRE % Table 5 (213 L 72,

FRN 1B, A%Rh 24 B, fEsh 7B, HEAKE 1B THRD
#3188 1%TH- 12,

FER) LIS MVERF % %2 JERERCBIC A T 5 ARk R o
FIEBITENTH - 72, FEBI 2 H 5 19 D4 18 5 ¢

AR 136, R 4 B, HEREE LBITH 7. FEBI2
VLR ZE I TIRBIASBE & 7 - 72 85 I THE, IR
EHIBL, W X & LA THE, AbBoREE2ZE
L, W3Eh 5 P. aeruginosa, S. aureus 7-rBES N7z,
CFLPO0.5g1 H 2m 7 BHEDEA THEB TS, 5
#1313 7 TETHME, AFEREE %> 2 HFERT
B T - 72, HEH 413, BIEEY EBRBICAT S
BRFEB) T, WEIEEA & B BE B-Streptococcus HirBES Lz,
CFLP1[1.0gl B2 7 AMOERH TRERRNK
% RAHEONE® &7, fEF5 1 cefmetazole (CMZ)
DEENEN T b, BEZELITEAE & BIBTERRSALIE 2 25
BRICAT % ER T, CFLP1EI2.0g1 H2[E4 B
R A L 72 AR R K O X FE AR 5 Y, imipenem/
cilastatin (IPM/CS) I2ZEL, #MRIHFLNZ, EH
6, 7T13& LICEBEEBICHELZAL T 5, EFI 635
PREEK, BOER X #Fr ROSEL 1R L L8R, RT3
P. aeruginosa 7K LEMTH 72, FEHIS, 9, 1013
WAL EBEICBRIBMER A 2 BT 2 ERIT, RIS &
10 13 E%h, #E6 9 I3 lomefloxacin (LFLX) 25T
- 725E%) T CFLP O THiEH1E 5 17, IPM/CS i
THEAFBRRIERNRE L A 72, FEF) 1113, FHEEICHER
75, WAEESERE, BUFREAET 2BER TIRIK L
) B-Streptococcus, P. stuartii »*5y8EE Lg%k, BRT
B o7z, B 1213, FAREREBRIEHIC TARMEHIC
MREEFLIZLOTEMTH - 72, B 13 & 1414,
ERSE B 0 CBES T, fEFI1313F%, EF 1413~
437 ZX=Pikifli (CF) »"<4xX—64xic EH L <A
377 Xelfife & B L 7z, FEBI 1518, Ty g =—
IR 2400 ABER T, —gEEL T2y, BU
38CEHNDFEEL, LK, BRHIRAHILL 72728 CFLP 0ff
HEZ-7, 1m1.0g, 18 2ME 7 8E#EH CERKE
MK, MR X WA R oo, CRP ofetklt, H. influenzae
DHEE AT D, FEF 16 I3VERFBIES IE & HBEICH
L, MRSA k E. faecalis "% 8 & 1172 & B T,
CFLP1.0g, 18 2ME3 HEOHEH THEIELNT,
%1% IPM/CS & arbekacin (ABK) ORIz 40 ) #a 2
T B ) 17 I HBECHERIG 2 T 2 BRIEBI THM T
H oz, FEB 18 (S HBEICE MBS, SMEEZET S
S 5E ) CREPREER, BOEB X M R BoE L EL A b
n, FNEITH -7z, 5ERI1913, BEE- KEEOFME
09T ABE L 7 B CHBEIC RE LIBRE L AT 556 T,
R L HEE SN2 S, preumoniae HIH K LB TH
272,

FEBY 20, 21 I3IMHRF L ROBIERI T L LICHRTH
5720 FEBI 22 B0 5 26 D 5 FINDREYL % 1 5 72 R A,
1x, ABIHAERD, 1BIDEMTH - 72, 2213 2
L — g —$#EENEREH T, IPM/CS h RN 726512 B E
L, CFLP1[1.0g, 1 H 28 H M- Tk
T b, FEB) 23 I EIETHI ThH - 72,
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Table 5-1. Clinical result of cefluprenam treatment
Diagnosis P ;
C Age | BW. - - Isolated* Administration Evaluation R .
ase Sex | (kg) Underlying disease organisms (g X times X days) . . . emarks
& complication bacteriological clinical
60 Acute tonsillitis NF 20x2x7
1 59 unknown excellent
F Chronic hepatitis NF DIV
OP. aeruginosa
85 Pneumonia ©S. aureus 05x2x7
2 40 - - decreased good
F CVD & Nephrosclerosis P. aeruginosa DIV
S. aureus
, 73 £ Pneumonia NF 1.0X2x7 . p
unknown 00
M CVD P. aeruginosa DIV
©p-Strept(B)
95 Pneumonia P. aeruginosa 1.0x2x7 .
4 48 eradicated good
F CVD P. aeruginosa DIV
S. aureus
5 81 50 Pneumonia ©P. aeruginosa 2.0x2x4 laced IPM/CS d
replace poor 200
M CVD & Old tbec. S. aureus DIV
©S. aureus
90 Pneumonia ©H. parahaemolyticus 05X2X7
6 49 - decreased poor
M Lung cancer S. aureus DIV
Yeast
68 Pneumonia QP. aeruginosa 1.0X2%7 .
7 51 eradicated good
M Lung cancer E. coli DIV
Pre ia ©S. aureus
neumoni . 7
8 29 55 ©P. aeruginosa 10x2x7 decreased good
M 0ld the , DIV
P. aeruginosa
80 Pneumonia NF 1.0X2x8
9 61 unknown poor
M Old tbc & Hypertension NF DIV
62 Pneumonia NF 10X2X7
10 44 unknown good
M 0ld the NF DIV
X ©p-Strept(B)
Pneumonia ..
69 OP. stuartii 0.5%2X7
11 M 47 Diabetes mellitus CVD B DIV replaced good
Chronic hepatitis P acruginosa
F. indologenes
7 Pneumonia ©p-Strept(B) 1.0x2x7 .
12 32 eradicated good
F Fracture(femoral neck) NF DIV
13 17 5 Pneumonia NF 0.5%2x7 K d
w
F 4 = F DIV unknown £00
Pneumonia NF 1.0x2x7 Mycopl
14 35 45 ! unknown undetermined yeop aslma
F (-) NF DIV pneumonia
67 Pneumonia OH. influenzae 1.0x2x7 .
15 35 ; eradicated good
F Alzheimer disease S. aureus DIV
Pneumonia ©OS. aureus(MRSA) L0x2x3 all
95 - e 0x2x partially
R . QE. faecalis
16 M 61 Diabetes mellitus DIV eradicated poor
Chronic hepatitis S. aurcus(MRSA)
Pneumonia NF 1.0x2x10 ’
17 69 36 unknown good Fev er.
F Diabetes mellitus NF DIV Eruption
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Table 5-2. Clinical result of cefluprenam treatment
Diagnosis - . Evaluation
C Age | BW. - - Isolated* Administration Remarks
ase Sex | (kg) Underlylng' dnéease organisms (g x times x days) bacteriological clinical
& complication
Pneumonia
62 NF 05X1x7 Cer
18 F 47 Chronic renal failure NF DIV unknown excellent 12.7ml/min
Hypertension
Pneumonia .
85 ©S. pneumoniae 05x2x14 di d ood
19 M 53 Colon cancer NF DIV eradicate g
Bronchiectasis
7 Chronic b hiti ©K. oxytoca
20 b7 54 romic Pronenme > Lox2x7 eradicated good
M Heart failure NF DIV
OM. catarrhalis
OP. aeruginosa
69 Chronic bronchitis ©S. marcescens 2.0%x2x7
21 36 decreased good
M (—) P. aeruginosa DIV
S. marcescens
S. aureus
Bronchial asthma+RTI ©P. aeruginosa
22 17\2 7 “ LOI;I?/X 8 eradicated good IPM/CS poor
Diabetes mellitus NF
2 63 5 Bronchial asthma+RTI NF 1.0x2x14 unknown good
M Hypertension NF DIV
) 66 . Bronchial asthma+RTI NF 20%X2X5 K GO(;F,I":P&:I-P
4 4 unknown poor y-GTP, !
M CVD S. epidermidis DIV BUN 1
82 Bronchial asthma+RTI NF 05%2xX7
25 48 unknown good
M 01d tbe NF DIV
S' o
67 Bronchial asthma+RTI © @mm 1.0X2x7
26 34 ©Acinetobacter sp. eradicated good
F Hypertension NF DIV
” 80 “ Bronchiectasis+ RTI ©A. calcoaceticus 1.0x2x15 dicated q ALP1
eradicate 00 -
M (—) NF DIV
81 Bronchiectasis+RTI ©P. aeruginosa 20X2X7
28 F 32 5 7 - DIV decreased good Coombs(+)
— . aeruginosa
2 69 . Bronchiectasis+ RT]I NF 20x2%x7 .
F ) NF DIV unknown good
" 63 60 Old tbc+RTI NF 05X2x7 nknow . q
M Hypertension NF DIV own poor £00!
S R Old tbc+RTI OX. maltophilia LOX2x7 IPM/CS poor
M =) X. maltophilia DIV persisted poor AZT+CLDM-P
good
NF
32 66 37 Old the + RTI S. aureus LOx2x7 unknown ood
M (—) E. faecium DIV £
X. maltophilia
68 IIP+RTI ©S. aureus 1.0x2x7
33 M 35 = ~F : DIV eradicated good
@©: causative organism, *: M

after therapy

IPM/CS: imipenem/cilastatin, AZT: aztreonam, CLDM: clindamycin

. NF: normal flora, tbc: tuberculosis, RTI: respiratory tract infection
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FEB 24 13K ENAEED 66 D BT, CFLP2.0g, 1
H2MmE5 B BEEEHEL 26 WERSNT, L627T ~NEE
L7, FEBI25, 26 3BRFEGITE LIZHEMTH » 72,

HEBY 27, 28, 29 IR ELILREF THITNL AR TH
o712, FEBI 2T (AR E & L T A. calcoaceticus 5 8 &
ik L T %, SEBI 30, 31, 32 (3 BRIBMENTREAL + g
BT, fEBI 30 12, ofloxacin (OFLX) 2“0 Td - 72 4E
FIcCFLP1[E0.5gl1 H2M7 HEDOERH T, XEH
#Bond, CRPIZTGLAMEL, L62T~EEL 2, &
%31 13 IPM/CS > #&#h$) < CFLP # /L 72 2 E
851 azactam (AZT) +clindamycin (CLDM) iz
EELMEIE LN, 5EF 32 13FRTH - 72, fEH) 33
138 5ER T CFLP1.0g1 B 2 [8] 7 B o f# B CEKE
, CRP ¥, S. aureus Nk %D,

KRB NDENRE A S & (Table 6), fififi3 17 Fld 13 4
(76.5 %), 1BMERERYLAE T3 14 B9 11 61 (78.6 %)
DENTH Y, &R THEIEIL 78.1 % & RIFLHERH»F
Lz,

FERE KA 19 Bl M A A95h I3 1E 22 10 B, 334X 2
B, ®A (—EBiEEEEZL) 66, TE1BIT63.2%ND
BEHRTH -7 (Table?), S. pneumoniae 1 t% (FEHI
19), B &t B - Streptococcus 3%k (fE 14, 11, 12), H.

Table 6. Clinical efficacy of cefluprenam classified by diagnosis

. . . |No.of Clinical efficacy Efficacy rate
Clinical diagnosis )
cases| excellent |good| fair [poor (%)

Acute tonsillitis 1 1 1/1
Pneumonia 17 1 12 4 | 13/17 (76.5)
Chronic bronchitis 2 2 2/2
Bronchial asthma+RTI | 5 4 1 | 4/5
Bronchiectasis+RTI 3 3 3/3
Old tbc+RTI 3 1 2 1 1/3
IIP+RTI 1 1 1/1

Total 32 2 23 7 25/32 (78.1)

Table 7. Bacteriological response to cefluprenam

. . No. of | Bacteriological respons |Eradication rate

Causative organisms .
strains| eradicated | persisted (%)

S. aureus 6 3 3 3/6
S. pneumoniae 1 1 1/1
-Strept(B) 3 3 3/3
E. faecalis 1 1 1/1
H. influenzae 1 1 1/1
H. parahaemolyticus 1 1 1/1
M. catarrhalis 1 1 1/1
K. oxytoca 1 1 1/1
S. marcescens 1 1 0/1
P. aeruginosa 7 3 4 3/7
X. maltophilia 1 0/1
A. calcoaceticus 1 1 1/1
Acinetobacter sp. 1 1 1/1
P. stuartii 1 1 1/1

Total 27 18 9 18/27 (66.7)

influenzae 1 ¥k (FE#I 15), E. faecalis 1 ¥k (4£#1 16),

K. oxytoca 1 ¥ (3281 20), H. parvahaemolyticus 1 ¥ (4
%1 6), M. catarrhalis 1 ¥ (FEf5 21), P. stuartii 1 #k (£
% 11), Acinetobacter sp. 1% (i #26), A. cal-
coaceticus 1 ¥k (FEH 27) 12 W F LKL 72h%, S. aur-
eus |3 6 ¥R 3Bk (FEBIS, 26, 33) iH K, 3tk (FEH
2, 6, 16) #&fF, P. aeruginosay TH%D 9 b 3 ¥k (FEH)
5, 7, 22) 18, 4 Bk (JEB 2, 8, 21, 28) 17, S. marcescens

18k (el 21) &, X. maltophilia 1 ¥k (FEBI 31) (Z5RFF
L7,

2) &IfER

ERARATIZIZ 1 B GERBI 17) TiEHE 7T B#H 553, 9 H
e & BIMER % LI BB L 2, BBIIFEREDIE
1 H#%, 5132 HILIZHERL 72, K L 0BEN» b
5%,

k&L, GOT-GPT-Al-p-y-GTP-LAP-BUN
D ERE 16 (FEFI 24), Al-p » FF % 14 (551 27)
TREDIH, WTNLBENLDTH- 2, 72, BEE
7 — L ZDMgHELE 16 (FEF) 28) TElsH 7z,

N. & =3

CFLP1.0g # 4% A silEfpiE L 2B JR P kit 2
138 5-1% 24 eI T 0 BLAETH Y, E7- pHEMERE L
BEE®EINTWEY, 72, BHBEEERICE W TS,
Cer fEOERT IS » Tl HIE R AREADBIE D FE D &5 11
T35, CFLP I3 IZE A S8kt 3 s Z 45, Cer
EE LCHEETREEZ LN L, E#EICCFLP1.0g
% 60 [ CilagE LE L 72 Kz &R Tl Em
FIBE (Chax) VTR ABBRTERICES N, &%
A TOEE EFRETH - 7207, Mgk i e
BEENETICHFWEFRIZIER L, RPEUERZETL 72,
B TIE I I - T L B T A3 b 1,
F72, BEENIKREVS, FRHOZSICEL Tzt+s
IZBETHLEDN DB EEZ LNT, RN 2 HRKET
AR TIXRERATOEHRE L Chax Tl RE 4 ZEIZFR
b orzZ &), BRERSIZHz-TEELIZ,
B5MRICEE T 2 LEIH DL EEZ LD,

2 NSOGB RE R B IZ BT 215K B, 1 [
1.0g,2.0g T&% 8.92 ug/ml, 9.44 pg/ml Dbk
FIBELELN, L I22.0gHREHITIZHRE%5~T
BHZBWTL 7.46 ug/ml DECIBEE 4 #EFE L 72, AA
D FE R MR 85 REGEE DR RIS AT 5 MIC,, (13,
MSSA (385 #%k) 1.56 ug/ml, S. pnewmoniae (124 ¥)
0.02ug/ml, E. coli (721%#) 0.05ug/ml, K.
preuwmoniae (382 #8) 0.1 wg/ml, H. influenzae (173 #)
0.2 ug/ml, P. aeruginosa (671 #k) 12.5 ug/ml TH Y
T BRRNRDHAF T E DA L VW2 B,

IR 25 R YUAE 33 B A L 72 SR 5h 1 B, A%
24 B, B 7P, HIEAHE 1 BT, SR AREILT8 1
% Th -7z, MIRSFEGFED E2 B EE TH 5 S, aur
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Table 8-1. Laboratory findings
Case RBC Hb Ht | WBC | Eosino | Platelet | P.T.act | GOT | GPT | Al-p | BUN | S-Creat
no. (x10*' mm"Y | (g/dl) (%) | (/mm?®) (%) (X 10*/mm?) (%) (LU 1Ly (Lu) (mg/dl) (mg/dD)
LB 435 128 | 39.0 | 12,000 0 19.9 >100 114 84 284 11 0.7
A 395 111 | 355 5,800 2 323 >100 2 49 293 12 0.6
, | B 284 80 | 265 | 2200 1 10.4 >100 40 42 419 141 19
A 289 8.1 26.9 1,400 5 9.7 >100 2% 27 415 117 16
B 346 1.1 | 339 8,600 0 239 >100 89 78 413 13 08
3 ‘ 97 82 307 8 05
A 284 85 | 276 7,100 4 354 >100 63
s B 384 11.7 35.4 8,000 3 19.9 >100 29 15 274 26 0.9
A 375 115 | 352 7,700 1 17.2 >100 33 15 263 19 0.9
s | B 357 113 | 323 | 27,700 0 25.9 48 62 369 36 19
A 343 103 | 313 | 18,000 0 0.8 >100 39 29 434 58 2.3
s | B 307 87 | 280 6,600 2 23.9 >100 40 21 206 16 08
A 306 84 | 285 7,000 3 25.8 >100 28 37 233 18 1.1
_| B 382 108 | 354 7,700 0 50.3 78.1 16 10 352 20 1.1
“la 357 100 | 330 5,700 6 40.1 95.6 12 9 276 16 1.0
s | B 379 120 | 377 5,400 1 16.3 20 15 246 14 0.7
A 347 103 | 346 5,500 3 15.1 >100 18 9 226 13 06
g | B 406 128 | 397 8,700 0 19.9 >100 15 12 138 24 1.2
A 410 12.8 | 403 8,400 1 219 >100 18 14 149 20 0.9
0| B 410 122 | 402 4,300 0 50.3 78.1 21 13 157 12 0.8
A 435 128 | 424 3,400 1 299 87.7 17 11 137 13 0.9
| B 371 119 | 362 | 10,700 6 37.6 376 47 57 360 24 08
A 361 120 | 356 9,600 8 131 131 31 51 307 19 0.7
| B 124 114 | 387 8,000 5 228 65.0 26 23 452 19 0.4
A 138 s | 401 1900 6 24.7 76.3 18 13 425 15 0.4
3| B 125 121 | 378 6,800 6 18.3 100 18 11 187 11 0.7
A 154 124 | 402 5,600 8 13.8 100 20 12 205 12 0.7
., | B 406 114 | 362 4,900 2 299 >100 21 16 265 14 0.6
1A 381 103 | 338 4,700 2 414 915 24 20 226 18 06
5| B 386 11.8 | 381 9,000 2 30.9 >100 16 11 325 13 0.4
2l A 387 118 | 378 6,600 3 27.1 98.1 19 19 282 15 05
6| B 331 103 | 326 | 34,300 1 12.2 >100 59 21 348 41 1.7
A 316 100 | 311 | 14,600 3 11.6 95.6 26 18 349 42 18
s 1B 435 122 | 3%5 5,100 0 135 100 29 19 149 11 06
“la 102 14| 354 2600 0 15.4 87.7 23 16 177 15 0.6
5| B 299 84 | 272 | 10,300 0 10.9 >100 22 10 159 95 7.2
A 303 82 | 280 4,200 5 289 95.8 13 8 162 62 17
o | B 243 59 | 219 8,300 1 216 95.8 20 9 201 19 11
A 237 60 | 215 4,700 9 91.9 15 14 175 15 0.9
o | B 518 142 | 506 3,800 0 149 100 18 37 193 13 0.7
A 537 44 | 512 3,300 1 146 >100 20 14 141 18 0.7
o | B 425 132 | 399 8,600 1 27.8 >100 21 33 221 22 0.5
A 425 132 | 408 6,200 4 236 >100 20 32 198 19 06
| B 436 137 | 439 | 19,300 0 143 >100 55 59 305 53 0.6
A 436 13.7 42.7 13,600 1 15.7 >100 29 18 305 23 0.5
. | B 522 104 | 368 8,500 3 35.9 >100 17 13 212 11 0.8
1A 509 100 | 36.8 6,700 3 19.0 >100 23 24 145 12 0.7
.| B 501 132 | 420 | 15800 0 23.0 >100 13 38 230 23 0.3
- A 444 11.4 37.9 13,600 1 16.0 >100 72 108 1,107 37 1.2
s | B 166 149 | 46.1 8,600 3 16.3 >100 23 16 136 27 0.9
A 10?2 131 | 399 7,400 1 19.5 >100 20 15 102 25 1.0
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Table 8-2. Laboratory findings

Case RBC Hb Ht WBC Eosino Platelet P.T. act GOT GPT Al-p BUN S-Creat
no. (x10*/mm?) | (g/dl) (%) | (/mm?) (%) (x10"/mm?) (%) (LU (LU.) (LU, (mg/dl) | (mg/dl)
B 403 12.3 39.2 8,700 1 14.6 84.2 18 9 214 29 0.8
% A 370 11.5 37.2 3,100 2 13.8 >100 16 7 174 16 0.7
B 407 12.5 39.3 7,700 2 17.7 >100 20 15 253 17 0.7
2 A 414 12.7 39.9 7,000 1 14.1 >100 14 9 289 17 0.7
28 B 336 10.0 34.0 6,700 1 27.1 >100 11 4 170 28 0.9
A 326 94 33.7 6,500 5 18.7 >100 10 3 139 21 0.9
29 B 405 10.0 34.6 13,100 1 476 >100 19 8 166 15 0.5
A 397 10.0 34.1 8,500 1 44.8 >100 21 9 175 10 0.5
%0 B 482 15.3 459 2,900 1 20.2 >100 21 14 264 12 0.9
A 439 14.2 43.0 4,700 2 22.7 >100 16 11 250 13 0.8
3 B 302 8.9 27.7 7,200 0 21.2 >100 31 10 225 26 0.9
A 302 9.2 28.2 13,200 0 21.7 >100 20 28 197 28 1.1
2 B 364 10.5 344 6,600 1 24.0 87.7 30 8 169 10 0.6
A 360 10.2 35.3 4,100 7 18.1 >100 36 12 216 11 0.6
13 B 460 13.8 45.7 10,900 0 20.5 68.0 20 9 238 11 0.6
A 404 12.3 41.1 7,600 1 16.9 70.3 14 9 222 10 0.6

B: before, A: after

eus (6 #k), S. pueumoniae (1 %), H. influenzae ( 1
), M. catarrhalis (1#%%), P. aeruginosa (7 ¥k) 74 ¥
XL TUE, BTERE 56.3 % (9/16) & =04 - 72 ik
THY, FRDORFLIEN LB RPRIT2L6T LD
B 2B L IS 2 hh -7z, BIER & LT3, —Pl
IZFE - BEOEDH LN, RERKLEIHI TREE»3E
ehs, WINLBEL L O THRANIELLEDHE Tld
DEVERTHBEEZLND,
X [:73
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Clinical pharmacology and efficacy of cefluprenam

Nobuki Aoki?, Yoshimaru Usuda®, Nobuto Wakabayashi®,
Seiichi Hayashi?, Kyoko Watanabe®, Yasuo Honma®

YDepartment of Internal Medicine, Shinrakuen Hospital
1-27, Nishiariake-cho, Niigata 950-21, Japan
YPharmacy, Shinrakuen Hospital
9Clinical Laboratory, Shinrakuen Hospital

We studied a newly developed cephem antibiotic, cefluprenam (CFLP), and obtained the following results.

1) Clinical pharmacological studies of CFLP were conducted in 12 patients aged 70 to 97 years old. The
drug was injected intravenously, in a dose of 1.0 g by drip infusion for 60 minutes, and serum and urine levels
of cefluprenam were determined by bioassay and high-performance liguid chromatography (HPLC). The
patients were classified according to creatinine clearance (Ccr) values into group I (n=5, Ccr 65=), group
IT (n=4, 30=Ccr <65), group Il (n=3, Ccr<30). The peak serum levels of CFLP did not differ greatly
among those of the three groups and young healthy volunteers. However, the T,,8 of CFLP in aged
patients were prolonged according to creatinine clearance values.

2) The serum and sputum levels of CFLP were determined after 60 minutes drip infusion in a dose of 1.0
or 2.0 g CFLP. The peak serum levels of CFLP were 112ug/ml for a dose of 1.0 g and 99.3 pg/ml for 2.0
g The peak sputum levels of CFLP were 8.92 xg/ml for a dose of 1.0 g and 9.44 wxg/ml for 2.0 g.

3) CFLP was used to treat 33 patients with respiratory tract infections. Clinical response was excellent
in 2, good in 23, poor in 7 and undetermined in 1 patient. Clinical side effects, skin rash and fever, were
observed in 1 patient. Abnormal changes in laboratory test values, one case each of elevations of GOT,
GPT, Al-p,y-GTP, LAP and BUN, elevation of Al-p and positive direct coombs’, were observed.



