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[FZ - BRARHER]
BURE X RO ZEIEEIIN T % biapenem DIHHEMR & KA & OGS

BA ST R ERYBF 80 mEE-E - BE BB AT BT

ORI BB - WD R w3 fhzt W RO BE ETRM R
fol B RE R -EE R &E W LR B W g

b HEY - BH OEAY - FHA BHY - EH B a8 WY BRSO OB

SR RAR - NHUEETY - SRk BMT - BB R - =8 KT mE
it RE" - FE ORE - ME BE-BRLESTF - HLE B FHAET
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2 A B PR A BRPIR, * LK IR JE T I SRS PO 5 X OB R,
AR SRR, (R BARBER, IR s S AR,
CRERBERR, A B L RIERBR 5 —IPRERE, BRI,
VBT T Y FERAEMIR T RRIER AR, © RUAHE S RS § OB,
RREHAFRBERE (B b CPT IR, "R KEES ML RS

CREE, CERREER, ©3Y hu—7—, HEENREE

(PR 1149 B 13 Bt - FRL 114 12 B 3 H%H)

EFR 7 VSR A L RPUR ¥ biapenem (BIPM) OEURKEX RO SMMEIIN§ 2 BEDE LERA
B2 T 5 HBT, imipenem/cilastatin (IPM/CS) ##fMR#E & L TEFEHEICL 5 3 HEBARY
Eh L 7zo &5 FEHI# 12 BIPM 150 mgx2/H (L #), BIPM 300 mgx2/H (H #), IPM/CS 500 mg/500
mgx2/H (C&) &L, &5HMIL 14 HEUAE L7z, HBIER 35 B, BRI SRE1%1E 32 6 (L
BE10%), HE 106, CE126)) THhol

1) ERRZIER: ERFIL LB 100% (10/10), H# 90.0% (9/10) BL U CE91.7% (11/12) TdH o
720 72, RHIOBEMRELFMEST 2 3 HRICBII BRI EOERXRIZL #60.0% (6/10), HE 90.0
% (9/10) BLUCHS83% (7/12) THY, HEIF L - L b E» o7

2) MBEFRIZR: WIHERIILH 100% (6/6) , HE 100% (3/3) BL U C & 100% (9/9) TH o720

3) BUMER: CEED 16l (8.3%) D&k, hEEDRES - MDD LN,

4) BRRREMEEE: BEFRIILH 20% (2/10), HE33.3% (4/12) BL U CE20% (2/10) T
D, WIFNLBEEDOLDOTH -7,

5) FHM: FHFRIILE 100% (10/10), H# 90% (9/10) BL U C # 83.3% (10/12) TH -7

PE, WFhOFHMHIZB TS 3HBICARZIIRO Lo 7270, EHORMOEBENES KT 5 3
HEDERARIMRIZBIT 5 A3HA 300 mgx2/ HIREGH T o L LBHVEETH Y, BIPM ® 300 mgx2/H
BHARMIIHREPBONDL LRSI, KEOBHREXRICH T 2 HBRARIZ 300 mgx2/H L E 25
nrz,

Key words: biapenem, imipenem/cilastatin, EB%REX%, BKRKAE, BHDE
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Biapenem (BIPM) 3 HAL ¥ 1) =& IZBVTH

BENTHBEFSHAINARLLARBRBEET, 75 26N

W, 77 oBERB L OBEERE I LIREWHE A XY |
SLLMCEREERERL, S#HMROEATL-52 %
T—HUIHLTHEDDOTLETH L, FHMRWIZL B
BPEBRETFIVIZBWTL, BNHRVBEE STV S,
F7:, BIPMiZ4a-AFNVANNKRELRILEWTH D,

EFBLUOBENPOE T FORTZF ¥ —Y_1IC&xbd
TRETY, PRI TI2ERIZEEAEEDONE
WihEDKREAT 5" BIPM D4 I H1RE T 300 mg %
60 73 S HHE U 72 0 B i LA PR A 1 17.1 ug/mL T
Do, F/, WRREAGE RS TRE L7k i 12k 5
T 1K % T 0.68 ug/mL, 6 KM #% T4 0.24 ug/mL &
BUFaBiremLi",

* 72 LB R X A 1-6-5
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GH, ANNARILRIIZOHEREOFAE,S5A4 7 -
UV TR ERECEROMKELZIONTEY, £
DOHMIBITSH BIPM OB 2 I L T LEH
Hbo £ T, 4[E BIPM O WK H & @ FigR & BIPM @
BRNERZERET LI L2 ML, HBEENE L, B
BHUEHNRIFEEZ SN BHREXROBUME (T KK
) #xHE LT, BIPM @ 2 H & 150 mgx2/H (L #),
BIPM 300mgx2/H (H#) & B % & L T imipenem/
cilastatin (IPM/CS) 500 mg/500 mgx2/H (C &) o l#g
R EM L 7o RIEER - FTROMER D S BES R E %
HEMm3 Bk, 7T HERICLEKE L TRPOBERYEIZOV
THRFL7DT, ZORBEEMET 5,

BB, REOEBETE RPN T 5 R &R RER
HFITAREE Vol.42, No.1l1 (1994) IZHE I TV EH®, K
EOBRRBRDO—IIZOVWTGCP £, T - FHelZAEY)
GV HY, BEBRHAROKRS R EBT L L
pASS

I. HRHLUVFEE

L. o %

1995 4 10 A A5 1996 £ 6 A AR I RIBER O SN
I AR L BERE X ROSURE (T RERE) O
BEEHRE Lz, $72, RBROBYIDEELFEIT
DEBED»S 20U ES0EUTOBREL L UOHFEED
BEE2WH L L.

BIRIEIR - T RO BE 2 EIRT 57201 RDE
REELFEL 2. LAHEBE LT, BB +UE, &

IR B (P) 2k, HBRYE (PM), BiHEE: +
Pk, #IREHEL LTCRP: 21mg/dL Lk, 721
& & 37C LL £, WBC: 10,000/mm® EL L, ESR: 40
mm/hlED3&EHED) b2&BE /- TESE L
72 CRP X% kA1 3 HLUWN, ZoOfMIRiH /2134 H
DTF—FIIZTHEL 72
RELTROVWTNADEBICHELET S
HERALL 720

(1) EBERE - AHEVFEELEMNT, MEENE
B & O At o ¥ 2 A5 8 7 fE B

(2) ERPELOTEETFHELARLEEZZIONDIE
1

(8) HBEELIFE/-IIEHIEREE (Cer 50 mL/min %k
) 2HY HIEH

(4) 7otz
#l

(5) BIPM 713 IPM/CS O Bz N UG 2B P O i 5

6) B-F77 7 LRMBEBIITLLF-—DOBFEDOD
% FEB

(7) i@,
fiE 1

(8) ABERBAMARETICMOMEENZKS &, TTIC
FERDHE L 22D B IEH

BEENRD

Kl oFRMOHHELEL T HE

B ESERL TS TREBEDOH B

(9) BIPM ¥ 7:13 IPM/CS I 2 B K 2 &g
FET, RO D S EBREDRRAHARF L8 Ef)

(10) Pseudomonas aeruginosa E721& A F 1) Vit
TE ST N7 BRI O Rt GE Bl

(11) EELR TAPAFORRMHFERE
i

(12) BEEWEOT-OEMNTMICETLIEZZ LN
LBEAFRTLY), HLVIIATAHAIEDNFHMEINEE
il

(13) S@Eon¥y— FiZH L TBIPM % 7212 IPM
/CS %% 5 L T 7=JER!

(14) Zofh, HEBEBYUEMAREROTFRE LT
Al & T L7 E B

2. fWEMEESL X UE%W%&:E%’\@EE%

EEETHIE

AR EEMERDEREERZRZOKBE B 2%
12, EEmOBRRFAERDO L 1@5?5%@:&& F-

DmEEEEEIZAN) EhE L 72,
BENIEBROBBICSEEEEBROBNBLUH
&, FHsWAMEBLUERYE, HoEEAE RBE
DOWEINBERTRETH L Z L, AELRZLLTHRALES
BRIV THAHBL, RATIERE
ENODORERXETRL, T/, HEHE#ZTHH- T
LBELINVFLEDOBELENS - 2B HICPET S
Zt, BEOBANBRICIOVWTOFHOBER EBEE
NOBEIIE DT,

3. fEAEH

EREFNL 1 /54 7 )V HIZ BIPM % 150 mg (F71f) .
300 mg (FIffi)  7-ix% 8 & L T IPM/CS % 500 mg
(771ifi) /500 mg &8 ¥ 5 iE4TFH ## % Fv 72, BIPM &
IPM/CS (2 FEHZ#EBITHETH 555, BIPM D 2 H &
EE—DNA TUEFERLTEIAREE L, WTIhoE
b LEERIGE LT28 54 7))V (14 HS) % [L-627 -
IPM/CSO#%] LR LIMEIIMD, o> to—3F
— 2k L CTHMB LEBIARE L L7,

4. REEBIUHRSHE

BIPM 058 & L Tid, %mﬁ%@&ﬁﬁ;ﬁ@%
FRE I VEBUEREXIROSUHEE T L TEDED
%ﬁf§5ﬁmi®lmmpWE%ﬁm§ L #EL,
FHELHEESNS 300mgx2/B4*EBHE (H) L
L7e $72, RAROHNNNR LECHERICBIT 555
DHESL L T 5 IPM/CS & Al & 500 mg/500 mgx2/
Hzarbo— (C) & L7
%mwhﬁu(%£M1n47w%$ﬂﬁfm (100
ml) @MU, 1TH2E B-4) 60507 THiEH
ELtoﬁ5%ﬁu14EEumaLto

5. BADEYF B LUOERRE
BEREARL, LB, H¥, CELZ2EMNOOD6IE
BlE 1 Larybo—35— #%W%k%hﬁﬁ *
—I-FNIEBRRTECTCa b a—F =2 RE L7 &
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ERBLEMIIEE AR LTV ABELREL, BED
R & ARG RBRES ORZICBEEOEHFEE
Bty —TiTork. V% —IZBZOBEBREIIONT
DFxvyr7earyhuo—7—2HBEICRE LLEMNEIC
L72h o TIREEROIRETo72, TRIZXVER
WHEALL SHADHELEFRTIIED . Bt
F—idarytu—5—nEENTIZ, FKR)TIV¥YRAb
ARV AN

I hO—F—HEHI D EEEHE L EAMIICD
WT, ZOMIR, #ARRL X UEERRE RERBGH
BLUORTHRICELFHEEMRERICTERLL, WTh
DEBEFOBRICER LD THH I ARSI
VA

6. PERZEH

BEREAZS P, thoMEE, ¢ REIOT) v
B, BEREEATOA N, a20=—fEKETFEA O
RaefEilk Lz, £72, S#EBH, FEAB L OHABEEA
B R ERERAE LCHEIEL, HREZICLDIE
FELAREEZZONBIEATOA FEREAERB L O
ABEERRFIOEBIZ OV TIETT E L7,

7. BEBIUKRE

1) HEER, MWEFRR
TROBKEROE B EHBEEL 2.

@ iR 1HRE3HE @ATHZ1IHA2ETL)
HE L7z

@ Bk ++ (EREIEESIRZ), +, -0 3 B
@ WEHEE: ml TREFLLZY, RLEBLRVBEAIR
TROFEEIZL Ao T2,

++++ (100ml LLE/H) , +++ (50 ml B\t 100
ml Xi#i/H), ++ (10ml 2Lk 50ml KiF/H), + (10
ml Kili/B), — D5 &R

@ meEvER P OBRY), PM (BEREM), M Ckith)
D 3 B

G FROREEE: ++ GRAR), +, -0 3Bk
® MsE: +, -0 2Bk

D MEFE: ++, +, —, O 3IER

® BEAER: +, -0 2 Bpg

@ F7/—%¥ +, -0 25k

2) | £

BB X #ii 5, MIBEFHRES X OCHRREIZOW
THBROEE % Table 1 IZ/R L7z, EMHE LT
BS5ENE3HATE T, KE5EHPIIE0HIK1H, 5%
I3 HBRIETZHA L, MEENREIIEREHKREZ
KOVER L BB OMBEOGHE - MEL L OHBONE
EERL, BEREAOHBIZED, HEHREH OBERRIK
BA (EREaEER) iR, HBEB L UHRS
HRELE OB Z KA KA R IF K FRBEREL 1
HMAEWIIERF L, BEROBERLBEEORENHDRL L
LIZBIPM BL U IPM O MICHIEZ E L7z 2B

MIC & 13 B AR bR RS SR ICE U,

8. aHEiAE

1) HERELEMIC L 2HE

RERH LEIE TR BB IOV THE L,

(1) REEEEE (FHE)

1. BE, 2. PHIE

(2) ERERME B H%, THEBIUKRTHE)

HEEIR - EFRR, FE WBXKEELLIUZ
DMOBREFTROHER % D LICROGETHEL .

1. Z%), 2. B3y, 3. RXHER, 4. EH, 5. HE
N

(3) HMHEFWER

RAFOHELR D LICROSETHEL

1. HE, 2. WA FLEWHHEE 3. T, 4. &
L]

(4) HEHER

B2 E L TBE SN HMEERS X OHBKLE
FLEZONLIBRREEDEEIIOVWTERLORE
%% KOS THE L7

1. Bo»icH@Rd Y, 2. £08%H Y, 3. BFED
AhbLhkwv, 4. BRLwL L, 5. BFELL

FED1, 2, 3EEBREIZLLEIMER T 2 XEEKRR
RERELH L L

BERROBEIIRE, PEE,
E L7

B, BRREEREELHOHE I HAMLEREES
BIEHH e R ERFZRR|EITE L2,

(5) HHM

FRRZNE, BIEAB X UBRREERELEZ L LI
Table 2 DEHE L ) ROSETHE L 720

1. EbHTHH, 2. BH, 3. RXEH, 4. AH
WL, 5. HEAHE

2) JEFIREZERZICX ARE

FEBI & ARG EIERE, HRZIE, HMEZEN
BB I UHBEMEDOHE L L1200 TRERE Y E i 0 57
DRELUEB LUBITHRE L TCORG 2R L7z, BB
K EEBRIB YRR OFMAE % B IOV TILHRRIEY
R A & thafk L7z

9. B#EEBIUF— 7T

FEBIOR ) B L UF— ¥ DEEREFBRTEED

Bk, avbu—-S—RBL.

NI BEIE LT RE (y’~test), Kruskal-
Wallis E (H-test) &2 HW 2, REIZBITAAE
BAKEIBHOEEDORY 2R T AT 15
Yk L, TOMIIWMEEY% & L. F72, RERIK -
T RDORE % 3T 55413 Table 3 D& ¥ % v 72,
%8B, I IO —DIRENL LIZHARL YY)
—HBRESHICBWTERBL 7,

EEOIKRETYH
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Coombs’ test

Table 1. Clinical study items and schedule
Day 14
Ttem Before Day3 Day7 (or at discontinuation)

Chest X-ray o O O L ]
Bacteriological test o o o [ ]
Arterial partial pressure (O, and CO,) O O O O
RBC ® O [ ) ]
Hemoglobin ® O [ ] o
Hematocrit o O [ ] [ ]

Blood
analysis W_BC o o o o
Differential count o o o J
Platelet count o O o [ ]
Prothrombin time O O O O
ESR (1h value) [ ] O [ J ([ J
CRP o [ ] [ ([
Cold hemagglutination O O
Mycoplasma antibody O O
Chlamydia antibody O O
s-GOT o O o [
s-GPT ® @] ([ J [
Hepatic | ~GTP [ ] O o ( J
function | ALP o O [ ] L ]
test Bilirubin (total, direct) o @) [ J o
Lactate dehydrogenase ® O [ J o
Leucine aminopeptidase o O ( J [ ]
BUN ® @) o [
Renal s—creatinin o O [ ] ®
function | Creatinin clearance O O O O
test N-acetyl-B—glucosaminidase O O O O
Bmicroglobulin O O O O
Protein o O [ J o
Urinalysis Glucose o O o J
Urobilinogen o O [ J [
Sedimentation [ J O o o
Serum Na o O ([ J {
electrolytes K ® © o ®
Cl o O (] o
O O O O
@) O O O

Amylase

@: Essential, O: Insofar as possible

Table 2. Criteria for evaluation of usefulness
Side effects and/or Clinical efficacy
abnormal laboratory findings excellent good fair poor unevaluable
No + + + + _ ?
mild + + + 2
Yes moderate + + - -
severe - - - _

+ +:very useful, +:useful, +:slightly useful, —: useless, ?: unevaluable

IL "

%

1. JEFION

Fig. LITR L2 X ) ITHEBRISEA AN S 7 fE B
3561T, 5B 1BIIERARICHEYETH - 727208 5HS
Nl hotze BHFINTIEFBIL 346 (LE 106, H

B126), CH126) T, 209 b REKIER 2 6 %

By 7z 32 Bl % A R EFE O EAT I SE R & L 7z BIE
H OFRHTI AL 34 1, BRIR IR A 58 O HT 1 ISR
BEOEMAEELRB L7z 2 0% bk 326, FHAMEDIE
A EHESE B 2 1) % Bz 72 32 ) % FEAT 0 AR & L
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Table 3. Criteria for evaluation of clinical symptoms and laboratory findings
Grade - + + + ++ + +++ + ++ 4+ | FEHE+H
Symptoms
Body temperature(C) | <37 37=~<38 38=~<39 39=<
WBC (/mm®) <8,000| 8,000=~<12,000 |12,000= ~<20,000 20,000=
ESR (mm/h) <20 20=~<40 40=~<60 60=
CRP (mg/dL) =0.7 0.7<~=2 2<~=4 4<~=7 7<~=12 12<~=16 16<
(=) (+) (2+) 3+) (4+) (5+) (6+)
Cough - + + 4
Volume of sputum - + + + ++ + + 4+ +
<10 mL/day 10<~ <50 mL/day |50= ~ <100 mL/day(100 mL/day<
Property of sputum mucous mucous purulent purulent

No. of patients excluded
/Reason for exclusion

No. of patients evaluated

Clinical L 0
efficacy H 9
C 0
Total 2
- Failure to meet inclusion
criteria
- Ineligible disease
L 0
Side effects H 0
C 0
Number of patients
registered Total 0
Total number L 10
of patients H 12
35 C 12
Total 34
Abnormal
Intradermal test labo.ratory L 0
:positive findings H 0
------------- C 2
1
Total 2
- Insufficient clinical
laboratory data
(2 patients)
L 0
Usefulness H 9
C 0
Total 2
- Failure to meet inclusion
criteria
- Ineligible disease
Fig. 1. Patient distribution.

L 10
H 10
C 12
Total 32
L 10
H 12
C 12
Total 34
L 10
H 12
C 10
Total 32
L 10

H 10

C 12
Total 32
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Table 4. Background data of patients (1)
Treatment group Statistical
L H C analysis
male 6 7 9 p=0.748
Sex ,
female 4 3 3 (x*~test)
20=~<30 0 0 0
30=~<40 0 1 0
40=~<50 0 0 1
=0.652
(Ag;) 50<~<60 0 0 0 IZH e
ve 60<~<70 5 5 4 s
70=~<80 4 4 7
80 1 0 0
<40 3 1 2
40=~<50 3 3 2
50=~<60 1 2 4
Bod,; ight =0.360
T 805 ~<70 2 3 ) Hotest)
& 70<~<80 0 1 2
80= 0 0 0
unknown 1 0 1
il
. mild 1 1 0 p=0.538
Severity moderate 9 9 12
(H~test)
severe 0 0 0
Underlying disease no 3 4 4 p=0.891
and/or complication yes 7 6 8 (x’~test)

PARS

2. BRETF

BB RO ERRFL2 3BHEMTHEL
P

1) 5, F£E, #E

TR, FBBLUOEKEIIBWT, SEMIZEY IZED
o7z (Table4),

2) EERE, ERERE - S6E

EAEE, EBKRE - AEICDOWVWT, 3ERIRED I
R h o7 (Table 4).

3) ®SREIOER - TR, ERRREE

ESR (p=0.120) # k& < fkiR, HIMMXk%, CRP, MUK,
BRE, BWEERIZOVT, WIhd 3EMICRY X
B %h o7 (Table5)o

4) ERHE

BB AR 2BV TREATZHEE LIB/E
Fli 18 BT, TN BHMERES TH > 72 (Table
6o KXEBTXLETIONT 66, HETI106F
3BIB LU CETI2HF 9BIDRBREVHEE SN2

3. Hii

1) BRRXE

FRIR%IE % Table 7 1Z/R L7z, B5RTHOHEILS
FAEWB LUOEDESDbEAMEIL L 100% (10
/10) , H# 90.0% (9/10) B XU C # 91.7% (11/12)
THhoto BROBRPOBEFNEERFTH72DIITo
723 BB AAEMEIZLET60.0% (6/10), H
BT90.0% (9/10) BLUCHTH583% (7/12) TH

. HE» bo L bEh o7

2) MBEFHRIR

B DVERRAT 0 5 32 Bl & B THEHE P HIE O 5 B[R E A
Eiish, )b 23 B TIIERBHRIERDIER b FEFIZ
ERSNTRERADOBRESTbON0. BREVEE
L, ZOHE*RFLEBZDIZ18FTHo72. ThH
DEFNZBT HHBEFHEIR % Table 8 IR L 720 W
NOBFIIBVWTOREEIITNTHEELZZ, b 18
oL, BIPMBXUOIPMOMIC % BIETE 72 d
DiF 13 % T, Table9 IR L7z & 95 12 BIPM 7% & ONIC
IPM ® MIC O # Bz & 12 0.05~6.25 ug/mL T -
YA

3) FIEREIR - BTROYGEE

RIEFER - FTRICOVWTIRSRBA3 B, THEBX
P4 HEIIBIA2HEBEBRLKRET L7 (Fig. 2). WEF
i3 Table 3 IZ/R L7227 L — N THREGRBHNIC LN 1 BRE
UrSEL/EA*XEE LTER L.

3 H#IZBIJ A1KiE, WBC, CRP, BN E
WHBEFPLEB XV CEICKHE L RIFT, ESR, MK
DYEZCHNBIFTH 72,

7 B#IZBWTI3fKRiIR, WBC, CRP, HEMIRDH
EXNHBETVIND 100 THY, ESRIZBVTH
HEFPLEBIVOCHICHELBIFTH > 72, BHEN
KOFLEFERIICHEHIIBWTH 100 TH Y, BEE,
EBMOLETIICHENL - L RIFTHo 7,

14 B $ THRE SN TV SEFITIZAE, BIEEIX,
WBC, CRP DHEFRIIWTIOED 100% $7-13%F 1
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Table 5. Background data of patients (2)
Item Treatment group Statistical
L H C analysis
<37 0 3 1
Body temperature 37=~<38 5 4 6 p=0.274
(T) 38<~<39 4 3 4 (H-test)
39= 1 0 1
< 8,000 2 0 0
WBC 8,000=~<12,000 5 6 10 p=0.474
(/mm®) 12,000=~<20, 000 3 4 2 (H-test)
20,000= 0 0 0
<20 0 1 1
ESR 20=~<40 3 4 0 p=0.120%
(mm/h) 40=~<60 1 1 1 (H-test)
60= 6 4 10
=0.7 (-) 0 0 0
0.7<~=2 (+) 0 1 0
w || 1 ;
(mg/dL) T<~=12 (4+) 9 3 8 (H-test)
12<~=16 (5+) 1 3 0
16< (6+) 4 1 1
- 0 0 0 _
: A
++ 6 3 7
0 0 0
2 3 3
p=0.632
Volume of sputum ++ 5 6 7
. 3 1 1 (H-test)
+ 4+ o+ + 0 0 1
- 0 0 0
Proverty of sputum mucous 0 0 0 p=0.485
perty otsp mucous purulent 5 4 3 (H-test)
purulent 5 6 9
Table6.  Distribution of causati . 2HOBIEA % R®7: (Table 10), ZDAEIIHFEE
able 6. Distribution of causative organism R ..
DEEBLUERTH 7728, HBREHOFZEFIEEY
Treat. t - s - -
Causative organism reatment group VA FT—)V250mg DEEIREIZED, WIFhofER
i R LKL,
S. preumoniae s | o | 4 2) BRARHRAEMRELD
GPB S. pyogenes 1 0 0 . . I
B_Streptococcus group G 0 1 0 FR IR IR AL AE A AT X 5 32 @JL::B?‘%T&EEE%K@J@
Subtotal . 1 . BRERLZOAAR% Table 11 127 L7, BELTHIT,
LETI106I4 26 (20%), HET 12 #4145 (33.3
B. catarrhalis 1 0 0 %) BXUCET 1 i o ) ) ’m_
GNB P. aeruginosa 0 0 1 o ° 108H 28] (20%) Thoto BE
H. influenzae 1 2 4 EEIHRO O N-HE X, GOT, GPT % & O FF#EEIC
Subtotal 2 2 5 BMT2bD8KRETT, WITNIBEDL-F 7 ¥ L&
Total 6 3 9 KREDLNELDTHY, ZORELEELLDTHo

GPB: gram—positive bacteria, GNB: gram-negative bacteria

(EWET, HRE LAREER - TREKREIISE
LTWBDIECHTHo 7,

4. weh

1) EIfEA

BIVE RN X5 34 Blp C BT 161 (RIREK 8.3%) 12

720 7B, TNODOREMHEI, FERTHERAELE
FHBEARNICBWT, BRIl ET-IZEEMEICELT
[AYAR

5. HHE%

AR 8 32 Bl O A F % Table 12 127K L 770
HHAFIZL# 100% (10/10), HE 90% (9/10) Bk
"C #83.3% (10/12) TH-o17=
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Table 7.  Clinical efficacy classified by evaluated day

Treat .of -
Evaluated day reatment N(? 0 Excellent Good Fair Poor Efficacy rate
group patients (%)
L 10 2 4 4 0 6/10( 60.0)
Day 3 H 10 0 9 1 0 9/10( 90.0)
C 12 3 4 5 0 7/12( 58.3)
L 8 2 6 0 0 8/ 8(100 )
Day 7 H 9 1 8 0 0 9/ 9(100 )
C 12 3 8 1 0 11/12( 91.7)
L 10 2 8 0 0 10/10(100 )
End of
H 10 1 8 1 0 9/10( 90.0)
treatment
C 12 3 8 1 0 11/12( 91.7)
*Efficacy rate: (excellent + good) /total
Table 8. Bacteriological efficacy  (classified by causative organism)
Treat ¢ No. of Decreased Eradication
T n 0.
Causative organism me 'o Eradicated O.T Persisted rate*
group strains partially %)
(4
eradicated
L 3 3 0 0 100
S. pneumoniae H 0 0 0 0 0
C 4 4 0 0 100
L 1 1 0 0 100
S. pyogenes H 0 0 0 0 0
C 0 0 0 0 0
GPB
L 0 0 0 0 0
B—Streptocgccus H 1 1 0 o 100
group c 0 0 0 0 0
L 4 4 0 0 100
Subtotal H 1 1 0 0 100
C 4 4 0 0 100
L 1 1 0 0 100
B. catarrhalis H 0 0 0 0 0
C 0 0 0 0 0
L 0 0 0 0 0
P. aeruginosa H 0 0 0 0 0
C 1 1 0 0 100
GNB
L 1 1 0 0 100
H. influenzae H 2 2 0 1] 100
C 4 4 0 0 100
L 2 2 0 0 100
Subtotal H 2 2 0 0 100
C 5 5 0 0 100
L 6 6 0 0 100
Total H 3 3 0 0 100
C 9 9 0 0 100
*Eradication rate: eradicated/total
GPB: gram—positive bacteria, GNB: gram—negative bacteria
Table 9. Susceptibility of causative organism against biapenem and imipenem
H 6
Tested MIC (ug/ml) Inoculum size 10° cfu/mL Total
drug =<0.006 0.013 0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
BIPM 4 1 1 4 1 2 13
IPM 4 1 1 2 5 13

BIPM: biapenem, IPM: imipenem
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Im. = =
SEbhbIE, TTUUEBLBRRABROZEREY &
TRT, BUHKEXROZUME X RI2BIPM O
FRABEOHHRLBERNEFEROBERZENL LT,
BIPM ® 150 mgx2/H #% 5 #, 300 mgx2/H % 5 B (2

Body temperature

On 3-day

Property of sputum g WBC

Volume of sputum

On 7-day

Property of sputum , / WBC

IPM/CS @ 500 mg/500 mgx2/H % 5 B % N & 7= 3 &
TOBFBHELHC-BEXE Y17 (FRAKX) 12X
HHBABEEML 72

RREBROBFREF I 34 BITH - 72725, WRIEE
16, BIRFEEER 1F%BILA326IZDOWTEHER
WM GRE L, BEOEERF T, ESRTH
R 2RO, TOMOEBIIOWTIE3HE
WCRD 2L, BIZHEREATHLEER LN,
EXR944FE 0 ESR 12 C # T 60 mm/h UL L DFEFI % {
SEBTRY 2ED72, ESRIZEEELANTHIET
B L, EEDREANDORIGHEN L5 ESRORY
BENRIKELSEBLEZVWLDEEZ LN,

SHEOBERINREBUEREX RO SHHEEICRE
L, REER FrROBREELZELTEBL2720
12, SEBELEARI Vo745 90% L EDER
RPESNTz. T TICHE L BUHEREREED S
EiriRe L-HAERBRBRY OAE LR 82.1% (23
/28), H B 83.3% (20/24) 3 L U° C B 78.3% (18/23)
KRB LARRIIBIIA2ANIRIZHLEIRLRENDLO
D, KELZEBNIRL, FREERICIBAE S5 D
DEEZ LN, 72, SHBEIIBIT D REEK - TR

Table 10. Side effects
Treatment group
Item
Volume of sputum ESR L H C
No. of patients evaluated 10 12 12
No. of patients with side effects (%) 0 0 1(8.3%)
Cough CRP Side effects  Fever + Eruption 1*
*Severity was moderate
On 14-day Body temperature
Table 11. Abnormal laboratory findings
Treatment group
Property of sputum WBC Item
‘ L H C
No. of patients evaluated 10 12 10
No. of patients with abnormal . o o
laboratory findings (%) 2(20.0%) | 4(83.3%) |2(20.0%)
Volume of sputum ESR -
Basophil t 1
Eosinophil 1
s-GOT t 2
s-GPT t 1 1
Cough CRP Kt 1
Treatment group L: — H: — C: --- Amylase t 1
Fig. 2. Improvementrates (%) of clinical symptoms.
Table 12. Usefulness
.of i .
Treatment N(’:l [ Very useful Useful Slightly Poor Usefulness rate
group patients useful (%)
L 10 1 9 0 0 10/10(100)
H 10 1 8 1 0 9/10(90.0)
C 12 8 2 0 10/12(83.3)

*Usefulness rate: (very useful + useful) /total
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DUBRBLIVZENERB L3 BROBKRHEDE
WERPOHBEICEREHAMNESD ), PREFRRIEICS
% BIPM OBRKAEE L TERAELNBEVDDOTH S
LHEEINT,

BRRZD RV AEMU L EHB Ehi b o ZEFIZL#
TRBOLNL oA, HEBLIUVCETIISZ 1A
FADOLNTZ TNOEDEFOEBIZOVTEHT S &,
H#o 1 FliZFAKEE 0BT AR 38.2C, BMEZ 2+,
F1 I 2R % 14,300/mm’® 3 X UF CRP 25.5 mg/dL T#e %
EORHOEFTH Y, REBEDRE L &b ICKEMERN
BARLZH, &5k 6 BRICEH L OREMBRI %R
WBRE (HARZM) BEHL2720, EHFMIEER
MBETEL - TTo70 ZORE T TORERR - E
ROUEVR T Tholzd, [RRFR] LHES
Nhize 72, CED 1 HLIIRGEREORT R 2YKIR 38.6TC,
P+, BMEREL 14,400/ mm® B & O CRP 8.5 mg/dL
T P. aeruginosa WWEREDIEBI TH 572 WThd
Fralf FTHEN, ERERZULZENRL S 2K
Wkt X 0 S#E S N7z, IPM @ MIC (10°fu/ml) 13 0.1
BLU039ug/mL & BREZHIIRFTT B#&IZHEL R
B, RTHROBERE»SLHIITES N o20%, RIE
FROKZEEAR T4 TH Y, 7 HELUKICAMERE, CRP
OEELAZRD, [RPFE% LtHEsh, 11HB#
WG AHRIE SN, T HEUBICEORBIZRD 20
27205, TOREETOERMROERLIATHTHAS
CEBIUVZOBORETROEAL D, IPMIZER
HOBRCENDERRD 5 VIZEHREOTREN L E X
bz,

REWFMOES S IEF L OREMBROH L EESF
R EMER) FCEIC1H (ES - EH) RoOoML
DOAT, LEBLIUHBIZEREDON 2o, E72,
BEREEEEEBICOVWTIILBEC26], HET4
BlBLOCET 2R ND, BIERS X UK
BREBRELEHLDICEELLORRFEITNELDER
, REMIZIBVTIHLLERTREMERIZ
ot SEED SNEWERL S ICBRRREMERFE
EBIITXTEHEANSNOTH Y, ZOHEIZT TITHE

Eh7: BIPM OEERAERF L FHEOERTH -2,
DEDEBERET AL, SEOBKMEE AEEEL 7
BYE THABRABREIZIIIZRBEOZERTHY, BH
UrBEOONI L EZONb, T/, BERNIFRZHER
T5OICEMLZ3BHLZLTICTHEDBRKRME
& RIEFER - TR OB EZEH 5 BIPM @ 300 mgx2/H
WBERRAEL LTERTH Y, BHHRVHFTES D
DEBbh,
X L7
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Dose—comparison study on biapenem in the treatment of chronic bronchitis
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In order to reconfirm the optimal dose and search for the clinical benefits of biapenem (BIPM), a
parenteral carbapenem antibiotic, in the treatment of acute exacerbation of chronic bronchitis, a
randomized, three—group comparative study against imipenem/cilastatin (IPM/CS) as a comparator was
performed by using a telephone registration method, and the following results were obtained. BIPM at 300
(group L) or 600 (group H) mg/day in two—divided doses and IPM/CS at 1,000 mg/1,000 mg/day (group
C) in two—divided doses were systemically administered. The duration of treatment was within 14 days.
The number of patients evaluated for clinical efficacy out of the total 35 patients registered was 32 cases (L
group 10 cases, H group 10 cases, C group 12 cases).

1) Clinical effects: The efficacy rates were 100% (10/10) . 90.0% (9/10) , and 91.7% (11/12) in group
L, H, and C, respectively. For the evaluation of early onset after 3 days of treatment, the efficacy rates were
60.0% (6/10), 90.0% (9/10), and 58.3% (7/12) in group L, H, and C, respectively.

2) Bacteriological effects: The bacterial eradication rates were 100% (6/6), 100% (3/3), and 100%
(9/9) in groups L, H, and C, respectively.

3) Side effects were observed at a rate of 8.3% (1/12) in group C. The severity of the drug fever/drug
eruption was moderate. No side effects were observed in group L and H.

4) Abnormal laboratory findings were observed at a rate of 20% (2/10) in group L, 33.3% (4/12) in
group H, and 20% (2/10) in group C. These abnormal findings were mild.

5) Usefulness: The usefulness rates were 100% (10/10) , 90% (9/10) , and 83.3% (10/12) in groups
L, H, and C, respectively. There were no statistical differences in every evaluation among the 3 groups.

The rate of efficacy on day 3 that reflects the early response of the drug treatment is 600 mg a day and
the highest efficacy rate. These results demonstrated that the 600 mg a day was the appropriate clinical
dosage of BIPM with an early clinical effect in the treatment of chronic bronchitis from the point of view of
efficacy and safety.



