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Table 1. MIC ranges, MICso and MICgo of biapenem, imipenem and
ceftazidime against eight different species

Species MIC (ug/ml)
. Agent
(No. of strains) Range MICso MICs0
* biapenem <0.06 ~0.25 < 0.06 0.12
S "“(’29(’]‘)‘( MSSA) imipenem <006 <006 <006
ceftazidime 4~8 8 8
- biapenem < 0.06 ~ 64 4 64
s au(r;g.)s( MRSA) imipenem < 0.06 ~ 64 1 64
ceftazidime 4~128¢ 64 >128
. biapenem 0.12~8 1 2
H. ’”{’:‘;;‘Z“e imipenem 0.12~2 1 2
ceftazidime <0.06 ~0.5 0.12 0.25
E coli biapenem <0.06 ~0.25 < 0.06 <0.06
’ (20) imipenem <0.06 ~0.25 0.12 0.25
ceftazidime <0.06 ~1 =< 0.06 0.25
. biapenem <0.06 ~2 0.5 1
k. ”"(ez"o”)"’”’“e imipenem <0.06~2 0.5 1
ceftazidime <0.06 ~0.5 =<0.06 0.25
biapenem <0.06~0.5 <0.06 0.5
E d”"l%")e imipenem <0.06 ~ 1 0.25 1
( ceftazidime < 0.06~8 0.25 4
biapenem 0.25~8 1 2
S marzcgscens imipenem <0.06 ~4 1 2
(20) ceftazidime =0.06~8 0.25 2
, biapenem <0.06~4 1 2
P aer;gt)nosa imipenem 0.12~4 1 4
( ceftazidime 0.5~ 16 1 4
. biapenem <0.06 ~0.12 < 0.06 0.12
B. “”‘1"6”""” imipenem <0.06 ~ 025 <006 0.12
(16) ceftazidime < 0.06~ 0.25 0.12 0.12
* MSSA : methicillin- sensitive S. aureus
** MRSA : methicillin- resistant S. aureus
$ 12, P. aeruginosa, B.catarrhalis L Uf E. cloacae|Z 3. MRWNBAT

AL TiZ BIPM A B SEAI i L BN 1 2R L 72,

H. influenzae,= >\ T |t CAZH LB+, BIPM (L IPM
LREDHENTH - 72,

2 BB~ OBAT

BIPM 300mg % 604 it s . 44 Cld 305 T, 2
BITI2 604, 16T 705, 261C 90544ic £ N Z 1k
ALK, - A% % SR, MBEE % BISE L 72 (Table 2), Sfrm#fEo

SABAEREAT oIS 0.92% 40 2, 40.2% & MR\~ iR IZ 5345 L
A

6Bl B\ T ER R P IR EHERS & WI%E L 72, Table
313 B < DIEFIORERIIEL 2 R L 72, MEENRAR
I 2 ENRRBEN, TbbRAMITH
13 2.77 H 5 12.48% TEH)6.3% TH - 72,

4. ERPKECGE

1) ERERZNSE : Table 4|CfEFIN—B %R L 7z, Table S
ITEBIDE AR R R T, 38 F CRERFHEiA 7]
BeTh N, Exh 2B, Axh216), BR8], HE
TREEIBIT 94% NDERNETH - 72,
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Table 2. Biapenem concentration in plasma and lung after d.i.v. injection of 300mg
Case Time (hr) " Plasma (ug/ml) Lung (ug/g) Lung/Plasma (%)
1 0.5 6.66 1.03 15.5
2 0.5 8.08 2.96 36.6
3 0.5 17.4 0.16 0.92
4 0.5 15.6 3.01 19.3
5 1.0 6.18 0.83 13.4
6 1.0 8.26 3.32 40.2
7 1.2 14.2 0.58 4.08
8 1.5 4.74 0.08 1.69
9 1.5 7.36 2.26 30.7
Table 3. Concentration of biapenem in plasma and sputum
Age (ys.) ) . Time (hr)*
No. Sex Diagnosis Sample
B.W.(kg) 1 2 3 4 5 6 7
79 plasma 21.8 123 4.8
1 F Bronchopneumonia
34.5 sputum 0.08 092 N.D. 032 272 0.16 0.06
66 plasma 113 7.34 1.89
2 M Bronchopneumonia
475 sputum N.D. 043 043 0.18 009 0.07 N.D. ND.
71 ) plasma 234 8.88 4.46
8 M Pneumonia
40.0 sputum 020 070 142 1.18 056 0.56 042 0.46
71 ) ) plasma 142 6.72 2.79
35 M Chronic bronchitis
62.0 sputum  1.31 1.56 1.12 120 049 0.37 0.30 0.27
58 ) plasma 17.3 6.20 2.40 ’
36 M Bronchiectasis
64.0 sputum 029 048 029 0.18 006 0.06 006 N.D.
60 plasma 254 11.7 5.74
38 M Emphysema
38.0 sputum N.D. N.D. 048 028 N.D. 0.08 0.12 0.08
* Time after d.i.v. injection of 300mg of biapenem (ug/ml)

2) HMEEHURDR : Table 6 BHFERIMBEFAIZNR & R
L 72, W&IKH> & Streptococcus pneumoniae 28k, H. influen-
zae A%k, B. catarrhalis \#k, P. aeruginosa 3BkNDET 108k %
SHEL 720 ARG TIBRDIEERL 72, HEHI8ICH
W H. influenzae s AR 512 L3 H TAETH - 72h8
FRERTEK -REERUCFIIYEL . SRR S HME N7z,
%E,
FEF 3, 5, 8, 18, 23, 26, 3505 ) BIPM 33 & UMt
DHAERNIT 5 MICHE % Table 7i2/R L 72,

3) BWWER ARICEET 2 L E2 SN sEERIZ—
BILRBD LNLUD T2, BRKREREDHEFE IS Tadle 8
2R 72, FEBIY, 12, 23, 24, 34T GOT-GPT?) &

A%, fEHI 27 THEERE S -GPT LR HRBO LN, W
FTNORELEHLEETH ) . EFI9, 23, 24, 34TR
AR T R IS L 12, fEB) 12 TIRIAKIRTH#
9HHTE &I GOT-GPT L8 L Tv 5%, AHI#MTH
%) (aspoxicillin) % 3% 5. L TH "), FOHELELLN
%, fEH) 27 Ti3 GPT 3 AR T kL 7207, HHESR
FHRTHRIOAE TS0 E FRLTHN . &8 L 0Bk
IIHTE LIS H o 72,
. * =

VLR O 7 L3R LRITERIDBAR -ERLEN
Twidps, BIPMEBTFE Fo~x7F 75—+ HKET
1, FIREEESD meropenem |2 K\ THHITHREH
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Table 4- 1. Therapeutic effect of biapenem on respiratory tract infection
Age(ys), Diagnosis Daily dose . . Body -
No| —Sex X duration | BCRO0BER! | emp, (53/[;) (gk,tﬁ) (}Vn?n% iy oo
*B.W.(kg)| Underlying disease (Total dose) P (C) ¢
7%9 bronchopneumonia 300mg X 2day normal flora 37.3| 110 | 13.5 |10200
1 1 oul X Tdays | ! ! | | good | —
345 old pulmonary (4200mg) »nobact. | 367 | 70 | 2.5| 4200
66 bronchopneumonia | 300mg X 2May | normal flora | 37.5 | 27 | 12.3 | 8700
2 Ed 1 X Tdays | ! J ! good -
415 old pulmonary (4200mg) *nobact. | 36.1| 26 | 0.1 [7600
54 bronchopneumonia | 300mg X 2May | H. influenzae#t | 37.8 | 66 | 9.6 |16200
3 4 - 11days l ! l l |excellent| —
72.0 bronchial asthma (6600mg) normal flora 36.5 0.5 | 8000
66 bronchopneumonia 300mg X 2day normal flora 36l‘5 1i7 1 ll,l 6200
4 I hypertension X 15days good -
49.0 hy)g::rlipidemia (9000mg) normal flora 36.2 50 | 0.3 | 4800
68 bronchopneumonia | 300mg X 2/day | S:Preumoniatt | 351 | 46 | 100 | 6600
5 Il X l4days H. influenzae 1 l | | lexcellent| —
450  |pulmonaly emphysema|  (8400mg) 37.1| 13 | 0.14500
bronchial asthma (=)
65 bronchopneumonia 300mg X 2 day normal flora 37.6 | 120 | 23.1 | 6400
6 9 : X 14days l 1 | good | —
48.0 hypertension (8100mg) normal flora 36.7 95 0.3 | 3900
bronchopneumonia
65 300mg X 2 day **no bact. 37.0 | 139 | 15.0 | 6100
7 7 # DM, asthma X 15days y ! | | good | —
42.0 cerebral infarction (8700mg) **no bact. 36.8 0.7 | 4800
hypertension
pneumonia .
R — 300mg X 24ay | [ influenzae 33| 124 | 313 | 14200
8 & interstitial pneumonia X 10days ) fair —
400 | chronic rheumatoid (5700mg) | - influenzae | 335 | 112 | 6.4 10700
arthritis
24 neumonia 300mg X 2/ﬁay normal flora 37.6 52 4.0 |10400
9| 9 P X 14days VLU L] L] eood (39T %
475 (—) (8400mg) **10 bact. 36.3| 10 | <0.2 | 8700
. 150mg X 2 day
22 pneumonia X 9days normal flora | 37.2 | 23 | 44 | 5300
10 2 300mg X 2 Hay ! l ! | | good | —
49.0 X 6days normal flora | 36.9 6 — | 7100
(=) (5850mg)
59 pneumonia 300mg X 2 day normal flora 39.2 | 131 | 6+ (25100
1 4 anemia X 15days | | l { | good | —
54.0 hepatic impairment (8400mg) normal flora | 36.3 | 98 | — | 5300
54 pneumonia 300mg X 2 day normal flora 38.7 | 127 | 3+ |18000
12 2 anemia iron X 15days | ) ! excellent (G"QTT ;
43.0 deficiency (8400mg) normal flora | 36.2 | 42 | — | 4400
65 pneumonia 450mg X 2 day normal flora 374 | 70 2.7 | 3700
13 4 anemia X 15days ! U ! ! good -
55.0 hepatic impairment (12600mg) normal flora 36.3 | 21 0.0 | 2600
79 neumonia 450mg X 2May | normal flora | 36.7 | 85 | 21.9 |10100
14 54 P X 15days l l } I | good | —
60.0 (=) (12600mg) normal flora | 36.0 | 1S 0.1 | 6400

*B.W. : body weight, **no bact. : no data on bacteriology was available. * DM : diabetes mellitus.
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Table 4-2. Therapeutic effect of biapenem on respiratory tract infection
Age(ys), Diagnosis Dailydose | . ieriological | B9 | ESR | CRP | WBC | Clinical | Advere
No. €X X duration response temp. (mm/h) | (mgAl)| (/mm’)| effect | reaction
*B.W.(kg) | Underlying disease (Total dose) (‘C)
. 300mg X 2/day
63 pneumonia X 8days normal flora | 36.9 | 101 [12.93|13060
15 & 450mg X 2Aay J | ! fair | —
52.0 . X 7days normal flora | 36.0 | 58 | 1.01| 7130
DM (11100mg)
20 pneumonia 300mg X 2/day normal flora 37.2 | 43 |10.76 (12060
16 2 14days i) l l good | —
65.5 (—) (8400mg) normal flora | 36.3 | 50 | 0.52| 4790
68 pneumonia 300mg X 2/day normal flora 36.7 | 126 [13.29| 7470
17 ) X 14days ! l { ) | good | —
47.0 (—) (8400mg) **no bact. 36.5| 105 | 0.21( 5530
16 pneumonia 300mg X Z/Gay H influenzae#r 39.1 43 8.39 112310
18 e X 14days ! ! l l excellent| —
74.0 (—) (8400mg) normal flora | 36.3 | 11 | 0.71 | 4010
91 pneumonia 300mg X 2day **no bact. 384 | 38 | 24.0 |21300
19 2 X 14days ! 1) ! good | —
33.0 (=) (8400mg) **no bact. 369 | 10 0.7 | 5200
E pneumonia 300mg X 2day | S.pneumoniae 31‘5 2l8 10.8 {12500
20 : X l4days l ood -
chronic pulmona Yy g
38.0 emp,ﬁ’ysema Ty (8400mg) normal flora | 37.0 | 24 | 2.4 {10000
53 pneumonia 300mg X 2 day normal flora 37l.0 1 f) 2i4 32500
21 4 astric X 14days good -
51.0 g (Spgst%"l;’jer (8400mg) normal flora | 36.7 | 13 | <0.2| 7700
63 pneumonia 300mg X 2/day normal flora 385 62 | 21.2 |11500
22 4 - - X 9days ) ! | excellent| —
58.0 angina pectoris (5400mg) **no bact. 36.5| 36 | <0.2| 2900
50 pneumonia 300mg X 2May | P.aeruginosa 10°| 38.6 | 94 | 2.8 |16200 GOT1
23 $ ——— X 15days | ! ! good |GpT1
63.0 bronchiectasis (8400mg) normal flora 362 | 62 | 0.1 | 3100
73 pneumonia 300mg X 2day normal flora 379 | 54 | 14.6 |15600 GOT?
24 4 X 14days ! ! i) excellent GPT1
51.0 (=) (8400mg) normal flora | 36.8 | 45 0.3 | 5300
53 pneumonia 300mg X 2day normal flora 40.4 | 102 | 154 | 6700
25 7 - — X 14days ! ! l | |excellent| —
53.0 alcholic hepatitis (8400mg) *no bact. 363 | 72| 034300
34 pneumonia, pleurisy | 300mg X 2day | B. catarrhalis | 36.1 | 67 | 19.3 | 8600
26 4 X 14days l ! } { good -
72.0 (=) (8100mg) (—) 364 | 16 0.3 | 5700
52 pneumonia 300mg X 2day normal flora 40.1 | 73 | 14.6 |15600 Eosino.
27 4 - X 14days | ! l | |excellent| GPT'T
60.0 hypercholesterolemia (8400mg) **no bact. 358 | 21 6600
79 pncumonia 300mg X 24ay | normal flora | 38.7 | S0 | 23.0 (14200 .-
28 & DM X 2days J l ! U Tuevte |~
61.0 interstitial pneumonia (1200mg) **no bact. 39.2
mycoplasma
66 pneumonia 300mg X 2day (=) 40.3 | 107 | 35.2 {13200
29 Q : 1.5days ! R || | | uneva)
64.0 cholelithiasis (900mg) 38.7 luable
hypertension
" g7z| pneumonia 450mg X 2 /day normal flora 36l.0 liz IAI.4 96l00 uneva-
th s X 2.5days -
630 | paromPecyiopena | (250mg) | normalflora | 368 | 114 | 64 8300 | Mable
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Table 4- 3. Therapeutic effect of biapenem on respiratory tract infection
Age(ys), Diagnosis Daily dose | p_ teriological |B%9Y| ESR | CRP | WBC | Clinical |Adverse
No.|  Sex — X duration response temp. (mm/h) | (mg/Al)| (fm?) | effect |reaction
*B.W.(kg) | Underlying disease (Total dose) (‘C)
63 lung abscess 300mg X 2 day normal flora | 36.8 | 133 | 7.4 | 8400
31 7 X l4days 1 l ! | |excellent| —
51.0 (—) (8400mg) normal flora | 36.7 | 33 | 0.1 |4900
49 lung abscess, pleurisy | 600mg X 2 day normal flora | 36.2 | 96 | 20.8 {17500
32 g . X 15days | | l 1 | |excellent| —
63.0 DM (16800mg) *nobact. |360| 81 | 0.7 6700
60 lung abscess 600mg X 2May | normal flora | 37.2 | 119 | 25.8 {10300
3 J old pulmonary X 5days ! ! l ! 1 good -
45.0 tuberculosis, bullae (4800mg) normal flora | 36.8 | 120 | 8.0 | 7600
47 lung abscess 600mg X 2 day normal flora | 37.8 | 115 | 13.4 |14400 GOT 1
34 g X l4days | ! l ! | |excellent GPT 1
62.0 (=) (16200mg) normal flora | 36.4 | 26 | 0.1 | 5600
71 chronic bronchitis 300mg X 2 day normal flora 37.3 | 65 7.3 |16700
35 I - X 9days l ! I " L | good | —
62.0 bronchial asthma (5400mg) nobact. | 36.5| 40 | 0.3 | 7300
58 bronchiectasis 300mg X 2May | P. aeruginosa# | 36.9 | 27 | 8.2 10600
36 J + infection X Tdays 1 l l ! | |excellent| —
64.0 bronchial asthma (4200mg) (—) 366 17 | 0.1 | 7100
52 bronchiectasis 600mg X 2May | normalflora | 37.0 | 55 | 8.2 |10600
37 a + infection X 10days l ! ! good -
61.0 (=) (12000mg) P.aeruginosa 10°| 36.0 | 25 0.3 | 4900
chronic pulmonary
60 emphysema 300mg X 2day | normal flora | 37.6 | 21 8.0 | 9600
38 I + infection X Tdays l l l ! good -
38.0 X . (4200mg) **no bact. 362 17 0.1 | 3900
chronic bronchitis
Table 5. Summary of clinical efficacy of biapenem on respiratory tract infection
) Number Clinical effect
Diagnosis -
of cases  Excellent  Good Fair Poor Unevaluable
Total 38 12 21 2 3
Pneumonia 30 8 17 2 3
Lung abscess 4 3 1
Chronic bronchitis 1 1
Bronchiectasis 2 1 1
Emphysema + infection 1 1
Table 6. Bacteriological effect of biapenem
Bacteriological effect
Microbial isolates Numbgr — = =
of strains Eliminated Suppressed Unchanged
Total 10 9 1
Streptococcus pneumoniae 2 2
Haemophilus influenzae 4 3 1
Branhamalla catarrhalis 1 1
Pseudomonas aeruginosa 3 3
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Table 7. MIC of biapenem, imipenem, ceftazidime and piperacillin against clinical isolates
Species Agents
(No. of case) biapenem imipenem ceftazidime piperacillin
Streptococcus pneumoniae <0.025 <0.025 <0.025 <0.025
(case 5) = = = =7
Haemophilus influenzae 0.39 0.78 0.2 <0.025
(case 3) : ' ! =
Haemophilus influenzae 0.78 0.39 0.2 0.1
(case 5) : ’ ' ’
Haemophilus influenzae 6.5 313 0.2 0.1
(case 8) . ' ’ :
Haemophilus influenzae 0.39 0.78 02 0.05
(case 18) : ’ : :
Pseudomonas aeruginosa 0.2 0.78 1.56 1.56
(case 23) ’ ’ ’ ’
Pseudomonas aeruginosa 0.39 313 6.25 100
(case35) ’ ’ :
Branhamella catarrhalis 0.1 0.1 0.39 12.5
(case 26) ’ ’ . !
Table 8- 1. Laboratory findings before and after administration of biapenem
o Agge(zs') Eaé'l{rgt‘;;i RBC | Hb. | Ht Plt. | WBC |Eos.|GOT | GPT | AL-P| BUN | S-Cr
’ B.W.(kg)| (Total dose) (X 10°/mm?®)|(g/dl)| (%) |(X 10*/mm®) (/mm’)| (%) |(IU/1)| (IU/1) | (IUA1) | (mg/dI) |(mg/d})
| 7; 300mg7;< 2/day| 339 102 | 31.5 32.6 10200 1 | 21 13 | 2.1 | 16.0 1.0
DL b I R ] R B! SRS LR R R SRSt b Sl Sk th il It R
345 | (4200mg) 372 113353 463 42000 2 | 27 | 11 | M1 150 | 07
66 300mg X 2Aay| 469 156 | 456 | 279 8700 1 | 31 | 21 |*L7| 100 | 07
2 g X 7days  pro-eccooseeesepeese- T T D T ] e Rl Rl St
475 | (4200mg) 437 147 | 42.7 25.2 7600| 2 | 35 | 36 |*04| 100 | 06
54 300mg X 2May| 497 138 | 428 37.2 16200 0 | 43 | 79 | *7.0| 142 | 08
3 J D T B e e e e e ) B B e SR
720 (6600mg) 507 13.8 | 443 45.0 8000 | 6 14 13 *8.3 15.6 0.7
66  [300mg X 2day| 394 11.3 | 350 46.0 62000 1 | 46 | 24 | *36| 110 | 04
4 g D T R ] B R T S ] e e e B R
490 | (9000mg) 416 119|363 417 4800| 5 | 24 | 17 | *47| 116 | 05
68  300mg X 2Aay| 399 10.2 | 36.5 338 6600 0 | 22 | 19 | *.5 88 | 05
5 4 X 14days  foomrmmmremerbee bbb bbb e e
45.0 (8400mg) 384 10.0 | 35.2 342 4500| 3 11 14 *6.3 8.2 0.5
65 1300mg X 2May| 430 11.7 | 3538 21.0 6400 1 | 25 | 18 |*00| 118 | 06
6 £ D1 T e o T S S S R St
48.0 (8100mg) 433 11.4 | 36.4 338 3900| 4 20 10 *10.0 18.9 0.6
65 |300mg X 2Aay| 4]0 119|373 18.4 6100 1 | 23 15 | *7.7| 208 | 06
7 4 D 1 S S S S e S ot
42.0 (8700mg) 353 10.1 | 31.7 28.6 4800 1 49 39 *1.7 28.5 0.5
71 300mg X 2May| 401 10.4 | 339 238 14200 0 | 15 18 | *11.7| 19.0 | 08
8 4 DV T S N o S e vt S SR SR S B Rt
40.0 (5700mg) 394 10.3 | 334 52.8 10700 | 1 14 10 *10.6 16.0 0.7
. 2; 300;1%;; 2/May| 445 13.7 | 39.3 25.8 10400 | 1 | 21 15 117 8.6 | 06
B el T S S e SR e ST LRt S b
47.5 (8400mg) 435 13.1 | 38.4 338 8700 | 1 41 57 140 10.0 0.5

*KA/I
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Table 8- 2. Laboratory findings before and after administration of biapenem
\ Age 0s) Dallydose || Rpc | Hb. | Ht Pit. | WBC |Eos.|GOT | GPT |AL-P| BUN | S-Cr
O.B.W.(kg) (Total dose) |(X10*/mm’)|(g/dD)| (%) |(X10*/mm’)|(/mm’)| (%) |(IU/D)| (IU/1)|(1U/1) | (mg/dl) |(mg/dl)
150mg X 2 day
” X 9days 449 13.2 | 40.0 21.6 5300| 0 16 6 — | 122 | 06
10 300mg X 2May [ ------v-ememef e mm bbb
49.0 X 6days _
(5850mg) 426 12.3 | 38.0 29.1 7100 | 3 15 9 166 | 06
59 |300mg X 2 Aay 350 12.0 | 36.0 45.1 25100 | 0 53 39 |*134 | 280 | L1
11 g D T B e S S S
540 | (8400mg) 332 11.0 | 340 56.4 5300 0 22 14 92| 146 | 06
54 |300mgX2May| 385 119 (350 309 18000 O | 23| 12 [*05| 158 | 04
12 % DOl T S S e
430 | (8400mg) 388 12.0 | 36.0 52.0 4400 | 0 63 | 51 {*29 | 133 | 05
65 |450mg X 2AHay| 358 12.5 | 36.0 12.0 3700 | 3 40 | 41 - 128 | 08
3 g 15days  fro--ooomomemenpe bbb bbb
55.0 (12600mg) 363 12.5 ] 37.0 11.1 2600 | 3 60 56 — 16.7 0.8
79 |450mg X 2May|  45] 14.6 | 42.0 20.9 10100 | 0 35 31| *89 | 161 | 08
14 & D BT N S i S S e B i SRR A SERTEERE SRR
600 | (12600mg) 438 13.7 | 420 20.9 6400 | 2 17 12 0| 183 | 07
300mg X 2 day
63 X 8days 431 133 | 39.5 37.8 13060 | 0.5 12 10| 135 | 142 | 083
15| o |450mg X 2day [-----c-moemmepremmmhm bk kb
520 | X7days 445 | 139439 | 316 7130 29| 32| 32| 169 | 17.7 | 091
(11100mg)
20 |300mg X 2May| 399 12.0 | 38.5 25.0 12060 | 2.0 | 11 10| 76| 129 | 095
16| # D T B S T S L e S
65.5 | (8400mg) 442 13.0 | 42.5 31.4 4790 | 77| 18 15| 8 | 123 | 072
68 |300mgX2May| 369 12.1 | 387 25.9 7470 05| 35| 37| 96 9.4 | 0.56
171 % D T s S T e e L e PR T T ST
470 | (8400mg) 415 12,6 | 42.7 40.4 5530 | 11| 27 | 23| 100 | 127 | 066
16 1300mgX2Mday| 474 139 | 42.4 14.8 12310 06| 11 6| 112 | 131 | 097
18| & X 14days — f----zommmnepoemssobeneenah bbb R
740 | (8400mg) 500 15.0 | 43.6 27.4 4010 | 51| 13 11| 134 178 | 084
91 1300mgX2May| 494 144 | 44.4 25.1 21300 | O 18 10| 270 | 267 | 07
19 D LT S R o B e e et RETEETEEEE boooeenas
330 | (8400mg) 457 13.5 | 40.7 32.5 5200 3 32 13| 303 | 164 | 04
75 |300mg X 2May| 446 13.6 | 40.9 33.2 12500 | 0 21 21 | 297 79 | 04
200 ¢ T 2 s T e L B B EERIETEES
380 | (8400mg) 475 142 | 42.4 23.3 10000 | 0 26| 23| 276 | 103 | 04
53 |300mgX2May| 446 13.5 | 405 29.2 32500 | 0 23 | 21| 211 79 | 06
21 & X 14days  f-nvnmmmmmmmmmepomom o ob e
510 | (8400mg) 451 13.4 | 40.7 36.9 7700 | 4 31 26 | 200 | 143 | 07
63 |300mg X 2May| 415 13.0 | 393 19.8 11500 | 0 84 91 | 200 | 242 | 12
2 g D S e R B B B B SR
580 | (5400mg) 400 123|372 35.6 2900 | 3 20| 32| 167 | 174 | 08
2 5;1) 300mg X 24ay| 399 10.3 | 323 56.6 16200 | 0.5 | 17 17 | 202 | 209 | 07
D T L S e N S ne e L e R R e I IR b IR
63.0 (g400myg) 386 9.4 305 432 3100 | 8 49 | 65| 221 | 250 | 06
73 |300mgX2May| 463 12.8 | 39.9 17.3 15600 | 0 26 21 | %46 | 205 | 09
24 g X 1ddays — |-e-mmmmmommeb oo b bbb p s b e
510 | (8400mg) 476 13.3 | 42.1 38.6 5300 5 | 102 | 194 | *70 | 230 | 06
53 |300mg X 2May| 482 15.1 | 45.1 16.3 6700 0 | 106 | 137 |*124 | 10.1 | 07
PAN Y D S | R DAt St e B B B
530 | (8400mg) 471 148 | 455 29.6 4300 0 | 108 | 200 | *88 | 180 | 06
34 1300mg X 24ay| 519 140 | 440| 158 8600 S | 39| 71 (*01 | 126 | 06
6| o X 1ddays  |---ee-mmmemeeef b b s B R
720 | (8100mg) 539 14.6 | 46.5 25.4 5700 | S 18| 34| *0| 107 | 06
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Table 8- 3. Laboratory findings before and after administration of biapenem
Age (ys.)|  Daily dose RBC | Hb. | Ht Plt. WBC | Eos. |GOT | GPT |AL-P| BUN | S-cy
No.| Sex X duration " 3 4 3 3

B.W.(kg) (Total dose) |(X10°/mm’) (g/dD)| (%) |(X10*/mm’)| (/mm’) | (%) ((IU/D)| AU/1) | AU/1) | (mg/dl) |(mg/dl)
52 [300mg X 2day 520 14.4 | 449 19.0 15600 O 41 30 | 245 | 157 1.0

27 g D T R ] e B g IR RSt SRRl EELEL et AELIITELE LIRSS
60.0 (8400mg) 473 13.5 | 40.8 28.8 6600 7| 36 72| 259 | 160 | 07
79 |300mg X 2 day 504 15.5 | 46.9 17.1 14200f 0| 44 21 | 232| 270 19

28 I D R e ] ] ] ] R e ] EETETTETTR SRR
61.0 (1200mg) - - | - - - - - - - - -
66 |300mg X 2day 440 12.6 | 36.3 48.1 13200 1| 28 23| 3714 | 152 | 08

29 DA B L 3 e R e e e B R e e R ROLETRS
64.0 (900mg) - - | - - - | — - - - -
62 |450mg X 2day 450 13.8 | 41.0 5.5 9600 4| 50 50 |*140 | 200 | 0.1

30| DA 3 R E e e e b IR E EEELEET SLEELEES SEECEECS SUSEECEEES TETROMN
63.0 (2250mg) 441 13.3 | 40.0 0.4 8300 —| — — - - -
63 |300mg X 2Mday 382 12,6 | 38.6 52.0 8400| 0| 43 56 | *60 | 198 | 05

31 L D T ] B B B e B s IO L ALl RELLESTRTY DETTSISES
51.0 (8400mg) 419 13.5 | 42.5 257 4900 20 4 70 | *5.8 15.9 0.5
49  |600mg X 2 day 441 149 | 40.6 36.3 17500 0.5 8 11| 231 | 149 | 06

32| g D T G B ! B e M LRty RELELL Rl MRt SLELELEE
63.0 | (16800mg) 423 138 | 39.3 39.9 6700| 2.5| 28 431 209 | 107 | 07
60 1600mg X 2day 427 13.7 | 39.0 - 10300 O 111 67 | 405 | 255 0.8

3| g T e o B e e B e B ey TSIt RIS
45.0 (4800mg) 391 122 | 35.2 - 7600 4| 97 | 115 | 340 94 | 05
47  |600mg X 2 day 391 12.7 | 36.0 34.8 14400| 1.0| 26 32| 208 | 136 | 05

34 4 D L e e el B e ] B e BTty REITERRE
620 | (16200mg) 411 13.6 | 39.0 27.1 5600 | 2.5| 47 67| 174 | 128 | 05
71 |300mg X 2 day 412 13.7 | 38.7 31.0 16700 0| 8 11| 82| 120 1.1

35 J D Bt e ] e e e B B it SELLLLIN romeeeees
62.0 (5400mg) 356 114325 328 7300 4| 8 8| *1.7 8.0 11
58  |300mg X 2day 418 13.6 | 39.1 19.1 10600 O 17 37| %2 | 140 | 09

36| D I T D i S s IR B B B Rt B
64.0 (4200mg) 415 13.4 | 38.4 230 71000 1| 30 51| %.2 80 | 08
52 |600mg X 2 day 456 144 | 418 24.3 10600 0 13 71 233 | 149 | 06

37 4 X 10days  frorerermer bbbl bbb
61.0 | (12000mg) 437 13.8 | 40.0 22.8 4900 3| 17 10| 262 | 140 | 07
60 |300mg X 2/day 365 11.7 | 352 19.8 9600 2| 20 9| *83| 170 |. 08

38 J DA B ] B i T T ET R SERTSIEES BRI
38.0 (4200mg) 387 125 | 37.4 17.6 39000 1| 16 7| *88 | 180 | 09

WheE 2t »72, Lad, BIPMZHO) # )L~k LR
A & [EREIC B - lactamase | 8D TEE T, TRV HIE
ANZ LT LEBNUTENERE T e000, BN
RERSROIEEN TN 7Y,

SRlNDF < D inviro¥ T J1 ORRET T L P. aeruginosa,
E. coli, B. catarrhalis}3 L UF E. cloacaelZ %% Tl BIPM A
HEEA PR O EN B 1%KL . H. influenzae, K.
pneumoniae 33 L UF S. marcescens|Z-D\T |3 CAZ L )R>
#5500, IPM RIS TCENLHENTH -2, S
aureus?) ) £, MSSA (X3 L Tl BIPM (3 IPM ¥ (3| 3TE %
DENTHESITH Y . MRSAZXTL Tid BIPM |3 IPM
L NRREBLNN, CAZL N IIH4EEN-HE
HERLIZ, b L) cARISEREL 7 7 LM
B 6 77 LBHHE £ TERL S &R IR SR

ECHRTH 22 EHTRBEEINT,
IFARASBE I DWW TR S EINDRETTIRITSDED
Z2nLDE %572, I UL BIPM psttkklp TASIC
SHEEZITRT Wiew, BELMBE L LENT 2IC b
5T —EORE TEHNDHEHIHEITL T L 7228
HHERIE N5, LI L5 § 9BIDN AT F
BT 2L 18% THY . FoulismT L Bbni, &
BIZHEIRPIRATIC OV T & MR IBEE & ) B TIRA
FATH 1.89~12.48% » BIF AT E E 2 bz, UL
D& RN . AR OMER S RREIC BT A8
EDMEEMETRT L Bbiiz,
BRARATIRES TII MR ZBIAE 38U 35\ THRIER 94%
LENTBRETH -2, BWERIZES LT, BRKR
FENREL LTH T I RT I +—LnLEH, |
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P CHEERE ZHRBDO bz d, WFNLBETESE
REREELLZDDIIES, FRReEITREN
12,
Ptk 5 i BIPMIZ 7' LEGHEID & 7T LHE
3 TIREVEREICH L TERCHEEEZ AL, il
G5 L VERANOBITL RFTr 2Tt &,
IR B RIE DIGEIC B W TBEH THRA%NB WEN
BRI EEZ 5N D,
X [
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In vitro antimicrobial activity of biapenem and its therapeutic efficacy
in the treatment of respiratory infections
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4 - 12 Hirosemachi, Aoba- ku, Sendai, 980, Japan
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Biapenem(BIPM), a newly developed carbapenem antibiotic agent, was evaluated by in vitro tests
and by in vivo trials. The minimum inhibitory concentrations (MICs) of BIPM, imipenem (IPM) and
ceftazidime (CAZ) against methicillin - sensitive Staphylococcus aureus (MSSA) and methicillin-
resistant Staphylococcus aureus (MRSA), Haemophilus influenzae, Escherichia coli, Klebsiella pneu-
moniae, Enterobacter cloacae, Serratia marcescens, Pseudomonas aeruginosa and Branhamella
(Moraxella) catarrhalis were determined by the micro - broth dilution method. BIPM showed the
strongest antimicrobial activity against P. aeruginosa, B. catarrhalis and E. cloacae. The MIC values
of BIPM against MRSA, MSSA and gram - negative bacteria were equal to those of IPM.

Penetration of BIPM into the lung tissue was studied in nine patients who had undergone chest
surgery. The lung tissue levels of BIPM after intravenous administration of 0.3g ranged from 0.08 to
3.32 ug /g and the lungplasma concentration ratio ranged from 0.92 to 40.2% (mean 18.0% ).
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BIPM concentration in plasma and sputum was studied in six patients with respiratory infections.
The peak plasma concentration which ranged from 11.3 to 25.4 ug/ml was observed immediately after
infusion. The peak sputum concentration ranged from 0.43 to 2.72 ug/ml at | to 4 hours after infusion.
The sputum plasma concentration ratio of 1.89 ~ 12.48% (mean 6.3% ) suggested that BIPM pene-
trated rapidly into the lung.

A daily dose of 0.3 ~ 1.2g of BIPM was given intravenously for 1.5 ~ 15 days to a total of 38
patients: 30 with pneumonia, 4 with pulmonary abscess, 2 with bronchiectasis, 1 with chronic
bronchitis, 1 with infection supervening on pulmonary emphysema. Clinical effects were excellent in
12, good in 21, fair in 2 cases. No side effect was observed.

From the above results, we conclude that BIPM is one of the most useful carbapenem agents for
parenteral use as a first choice in the treatment of respiratory tract infections.



