510 H A& AL % # & &

"
ﬁ
Bul
5

NOV. 2013

(5 %]

WP i TG HAE (2K 9 % biapenem (2 X % 24 RERHHFGERTHC 3BT 2 M EEOHER & AT

B MY - K BEREY - NI

WY pAG

VNS RS PR
¥ THE R R S I 2 0 e i e e el 0
U B R AR B A E e R

(PR 25 423 1 21 HAZ A - PR 25 42 9 7 9 HZ )

I 23 FEHSE L2 B 1) % biapenem (BIPM) 0 24 FERHEGEMIHIC & 2 MHREHEEZ 352 21280,
oM EBESELNTVENE ) DR LD THRET 5,20 2L E 90 LT C, hEEM B &
HE SN/ ZEYE X MR & L, KHEME, BIPM 28MI203g % 1K CTHIE L2, 06g
7 23 MR FARE TS L, 2 HHLIRRIE, 06 g % 24 BeFRbemiad Lz W HERL, P2 06 ¢ & 1 R
TR L, 12¢ % 23 BERIFREAIM L, 2 O BRI, 1.2g % 24 BEMIFRGEAE L 7zo SERIIE, Bk
7B, VS BT, WESE 26, ERE 10BITH o7, FEEHRE L LT, INEEGEE, g OA4L,
PRI AEDS 1 619D, RS2 6], COPD, SEIMAED, ThEn 34, 1 PNIEEREE L
Do 7z HIERIEE 12 BEHE Do g BIPM #2513, R T 08~25 ug/mL, EHEET

22~69 ug/mL T > 720

Key words: biapenem, pneumonia, efficacy, safety, continuous infusion

VNN LR #IE, PK-PD OFFA 5\ < &, BIPM
DO T>MIC 1347 < &H 17% LLE, 50% 3R T 5 2
EASEEZ L VWb TV A, BIPM DIl & #Ed4
% )i LT 24 W ke mUR LD S 5 2%, BUE, BRT
@ BIPM @ 24 R B FEe mii 12 & 2 i Bl E %2 L C
WA ERIZA R L, TR RS ST w b2
broTnhv, 22T, Hk - HEIZ@EE L Tw 528,
+47% T>MIC 213515 2 EASTE 57, 24 Wi HE
T % WRR O35 CHEGE L 72,

HERFEE L L LS FRpIZEco 7 b a—
WTHED &, B E WA RBENFH A B % 225 L
L, 54 YZMHHELTWYS 20 Ll E 90 M LT o &8¢
DO S GE B it R & Lz, EilcdhzoT
&, B RAEE SRR e ® GCP (Good Clinical Prac-
tice) 12D XM S N R RBHEEARBE SO KRE
ZF, A7 Hr—AFarky M BKEREBE
BRGE Uiz EFIOFEMNE, BYET7 B, &5 FIT,
HEERE 2 ), TE 10 B CTd o 720 EEEEEE L LT, A
FETREAE, Wi, OAZ, BEIPRAED 1 HTO, b
FRIGEAT 2 B, COPD, SAFZILMRIESS, ThZn 36, 1
BHNIFERE R Z R0 R h > 72 (Table 1),

PehEB L OB SRR, RSB 5 R B
NTFG A= =% T, MY 7  WinNonlin Ver4.1A
W&y Ial—vavitdos, FERMED MICy %

T 2 A MR 2 Mat L, KHER S L SRR
D 2 ODOPEF % IR L 72 AR R, BIPM % )0l
1203 g% 1 BERICRii L72%, 0.6 g %2 23 R HRk il
L. 2 HEDPBEZ, 06 g% 24 B am L7 =
HEWE, WHC06g% IR TRIG L 12g% 23
PRI L, 2 H BDBEE, 1.2 g 2 24 R RRRLALH
L 72 BIPM DIl i BRI D W T, MAR RS T2
WD MICy & T2 TV AP ZRET 572012, &
HAEREZRLETIC, 212612V THPLCEICL Y
W L7z (Fig 1) o FIEBI O SR 12 B Lo i
4erp BIPM 1L, (KB T08~25 ug/mL, WHE
BT 22~69ug/mL TH-72 (Table 1)

Wi icdhzoT, ¥YIal—varbENDMmERE
WCHERH 22 LIV TIE, B VSR AR A REORE (L
HORLE - kIREE) 12k, REIAELGEIND 20,
Y— 7 ISR L L HER S 5 25, 12 R ol
WERZRTALE, YIa2l—YaryeHEULTED,
T>MIC % & — 73 57024 R Mg E s R s h
mtEZOND,

& BIZARBERTIL, Loading Dose & L T, 0.6 g % [
BRI 1 BRI 2 TG LT 555, 12 B o i
R CTH DL, Loading Dose & i L 72 < T b ML
VHEFFTE DM BEEATRIR SNz, SR D S &% HHGE
WUETH 5,

R VL B R R 20731



VOL. 61 NO. 6 Biapenem O35 i 12 3313 5 M i BE DS 511
5 HLIEWE, MSSA, MRSA, Streptococcus pneumoniae
T5%873 B, FRENLHIT, 9 PILRERZFAETE Z2d o7
: 2 = = L\]. s L .
= % g 2 < M EIRI R DWW TR, MSSA, S.preumoniae 22T
g (&, BRE S 7zo MRSAJEFIICEI LTI, WRFERIIC
. BIPM »3%5-& i, MRSA it s hi=720, G5 %
£ |S]|52333%2 8 388a w LU, R L7z,
< -
e F 72, BIPM @ in vitro DHLH I % R TH 2 &, MSSA,
E §D Bl ¢ 2 — 2 3 MRSA, S. pneumoniae, Moraxella catarrhalis, Pseudomonas
o N
g aeruginosa 3 & U° Haemophilus influenzae (2% L C, Zh
2 Elzaone g I - Zh, 012, 32, 025, 0.06, 4, 8 ug/mL TH 5?, BIPM
h - - T T DD O MIC % Ll 572013, % 6 W,
. lgggzgr ¢ g2g¥ g EHENOS~25ug/mLICHLT, SHM (H/3—
% E S S S S =s ] ST S S e o - 0 IS R
S8 |zz2:5:2z: € ©5:% 5 % :1500%), RO 22~69ug/mLIZx LT, 4
°n © © o &2 o o o= R I =
e e T Wi (H /35— :1667%) Tho7
é} - § f‘gﬁ § § < § § § § § BITERIE, 06 g/day fHH L7-ACHERE 1612, AST,
2 a5 £ 5 £ 5 2 £ 5 5 £ g < < P
<5 |Z2SEEEE § EEEE E ALT, ALP @ bRADBH L N5, BETH Y, 12 KKk
S 3% |2FZEZZ 2 EZEE E|  ommigd 18upg/mliEmebOTEEAoM. I
<
g = Sl SESE S R OMMEEC b O L E L SN, BRI
§| £< |ESS3383 F 833835 IS 25 R T, TS IS T ORI D v
= o
= T, TOARMEZERL 72, €OR, 52595
S = [3e) . . < N
2 Eé g ZE, FHOBIRTE, NadGIhTuAhvniy, f
d 2 v HRNEOMIALRIEYL ) A 7 OB, FEHBZEO P 1L
g - ERTE, FFIHAOENGETH 5 L Ot %
%) N ,
: ] 2 1720
E 2 Iy S cesg g 47l BIPM ) 24 IR RS AT 12 X 2 M Hpif e % 05
£l g |3 P £8% S g 222 Z TAILCkoT, EEHMO MIC M OB, (21T
= £ |3 i3 ZEZ L ZEZZ Z| MRTETVAILAWERTE, PKPDOMELY, 4
2 g < g | DI H L ASHERF © X AU, + o R R E AR AW T
= =< N N N g
= §~ 3 EHEEZOLND, T/, MHIREZFi L THEFRT 5
~ % RN -
LWL TBIPMOMELEH T S L W HL b
S g .22z 03 2322 4 g R oI
@ =) N AN —~ N = o} <P — — Z) o
= P .. - N ST At
< . N A% TIT 24 BERTFRERE RIS & B A & Pl 5E L
2 522888 8 Bg28 8 WHT—=FIRTEAERL, BIRE, TR »
: 4 . BONTOODERRET S 2 Ll AEENZ ) 2
P SEE = EE.| CHWERETHLEERZ.
s |S25_ _fifsiiices AT, AREA L 212 H72), BIPM 12 X 5 24 BE
g = 2= 9 3 8 8 Z 2 > 4 N L st AT YA
D ETISEIEEZEIZZTCT UNOWRBIEEIY MOV, ARG
= = 2 P30 ¥ g 2 2e % 3 - - . . .
SOSEIETCETERTEEE B bR SURMERER S UN, TRV R
= O 5 9 Mmoo & =2 ~ B
1A 522 8 SRR mmeATCEMCELET.
3 =3 ol
8 )
EZ |geggepegg g8 g8E R g
g =
2z |33RR28 B 883838 3
8 555555 = mm&x 3
§ Zd — N T 6 O D~ ® o o — N




512

H A& AL % # & &

bl
*
=
=
g

i NOV. 2013

1

30 r

»s b1 -
T
RN —0O0—

20 r ! \- ——

Plasma concentration (xg/mL)

Simulated high dose concentration

Simulated low dose concentration

Observed high dose concentration

Observed low dose concentration

Time after administration (hr)

Fig. 1.

Plasma concentration profiles after administration of biapenem. Open circle and square represent

the observed data, high dose (n = 6) and low dose (n = 6), respectively. Broken line and dotted line rep-
resent the simulation of plasma concentration profiles, high dosage and low dosage, respectively.
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This study examined whether sufficient blood concentration was achieved through blood concentration
measurements after a 24-hour continuous infusion of biapenem(BIPM) for respiratory tract infection. Cur-
rently, there is little information on clinical blood concentration measurements after 24-hour continuous infu-
sion of BIPM, and it is not known if sufficient blood concentration is achieved or not. Carbapenem serves as
an index for enhancing drug characteristics based on how much t >MIC can be achieved. Therefore, we in-
spected the 24-hour continuous infusion of BIPM in a clinical setting to obtain sufficient t >MIC, despite the
deviation in dosage and administration. We examined patients aged between 20 and 90 years admitted to the
Department of Internal Medicine at Tomioka General Hospital who had been diagnosed as having moderate
or severe respiratory tract infection. Patients in the low-dose group received an infusion of BIPM at an initial
dose of 0.3 g for 1 hour, followed by a continuous infusion of 0.6 g for 24 hours. From the second day onward,
patients received a 24-hour continuous infusion of 0.6 g. Patients in the high-dose group received an infusion
of BIPM at an initial dose of 0.6 g for 1 hour, followed by a continuous infusion of 1.2 g for 24 hours. Seven
men and five women were included in this study, of whom 2 had moderate respiratory tract infection and 10
had severe respiratory tract infection. There was one case each of the underlying diseases of cerebral infarc-
tion sequelae, diabetes mellitus, lung cancer, cardiac failure, and chronic respiratory failure, 3 cases each of
chronic obstructive pulmonary disease and bronchiectasis, and 2 patients with no underlying diseases. BIPM
was effective in 2 of 2 patients with moderate respiratory tract infection and 8 of 10 patients with severe res-
piratory tract infection. One patient had side effects of increased AST, ALT, and ALP, but these reactions
were mild and did not require the treatment to be discontinued. Plasma BIPM concentration from 12 hours
after the start of BIPM infusion ranged from 0.8-1.8 ug/mL in the low-dose group and 2.2-6.9 ug/mL in the
high-dose group.



