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Acetoxymethyl (+)-(5R, 6S)-6-[(R)-1-hydroxyethyl]-7-oxo-3-(3-
pyridyl)-4-thia-1-azabicyclo[3.2.0]hept-2-ene-2-carboxylate

Fig. 1. Chemical structure of TMA-230.
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Table 1-1, Collaborating clinics

[Internal medicine]

Hokkaido University First Department of Medicine

Hokkaido University Second Department of Medicine

Hirosaki University =~ Third Department of Internal Medicine

Institute of Development, Aging, and Cancer, Touhoku University Department of Respiratory Medicine
Seirei Mikatagahara Hospital Department of Respiratory Disease

Institute of Medical Science, University of Tokyo Department of Infectious Diseases

The Jikei University School of Medicine The Second Department of Internal Medicine

The Jikei University School of Medicine, Kashiwa Hospital The Department of General Internal Medicine
Kyorin University First Department of Internal Medicine

Institute of Medical Science, St. Marianna University

Teikyou University Department of Internal Medicine, Division 2

Kanagawa Prefecture Midwives and Nurses Training School Hospital Department of Internal Medicine
Kanagawa Prefectural Cardiovascular and Respiratory Disease Center ~ Department of Respiratory Diseases
Nagoya City University First Department of Medicine

Kosai General Hospital Division of Respiratory Diseases

Nara Medical University Second Department of Internal Medicine

Tane General Hospital Department of Internal Medicine

Kawasaki Medical School, Department of Medicine Division of Respiratory Diseases

Kyushu University First Department of Internal Medicine

Kurume University Medical School First Department of Internal Medicine

Nagasaki University The Second Department of Internal Medicine

Imari Municipal Hospital = Department of Internal Medicine

Nagasaki Municipal Hospital Adult Disease Center Department of Internal Medicine

Goto Central Hospital Department of Internal Medicine

Nagasaki Prefectural Adult Disease Center Tarami Hospital Department of Internal Medicine
Hokusho Central Hospital Department of Internal Medicine

Nagasaki University, Institute of Tropical Medicine Department of Internal Medicine

Oita Medical University Second Department of Internal Medicine

University of the Ryukyus First Department of Internal Medicine

[Urology]

Kyushu University Department of Urology

Hara Sanshin Hospital Department of Urology

Kyushu Koseinenkin Hospital Department of Urology
Kitakyushu City Wakamatsu Hospital Department of Urology
Kyushu Rosai Hospital Department of Urology

Moji Rosai Hospital Department of Urology

Spinal Injuries Center Service of Urology

Beppu National Hospital Department of Urology

Miyazaki Prefectural Miyazaki Hospital Department of Urology
Kobe University Department of Urology

Yodogawa Christian Hospital Department of Urology

Akashi Municipal Hospital Department of Urology

Nishiwaki Municipal Nishiwaki Hospital Department of Urology
City Kasai Hospital Department of Urology

Hyogo Prefectural Kaibara Hospital Department of Urology
Takasago Municipal Hospital Department of Urology

Hyogo Prefectural Awagi Hospital Department of Urology
Mita & Terasoma Urological Clinic

[Dermatology]

Okayama University Department of Dermatology

Okayama Saiseikai General Hospital Department of Dermatology

Okayama Red Cross Hospital ~ Department of Dermatology

Okayama National Hospital Department of Dermatology

Kawasaki Medical School, Kawasaki Hospital Department of Dermatology
Okayama Industrial Hospital Department of Dermatology

Society Insurance Hiroshima Municipal Hospital Department of Dermatology
Takamatsu Red Cross Hospital ~ Department of Dermatology
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Table 1-2, Collaborating clinics

[Obstetrics and Gynecology]
Koto Hospital
Juntendo University

{Ophthalmology]
Niigata University
Suibarago Hospital

Department of Ophthalmology

[Otorhinolaryngology]
Nagoya City University Medical School
Nagoya City Higashi Hospital
Kasugai Municipal Hospital
Koseiren Atsumi Hospital

Department of Ophthalmology

Department of Obstetrics and Gynecology
Department of Obstetrics and Gynecology

Department of Otorhinolaryngology

Department of Otorhinolaryngology
Department of Otorhinolaryngology
Department of Otorhinolaryngology
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Table 2, Case distribution
Total Respiratory Urinary  Dermatological Obatetrical/ Ophthalmological Otorhinolaryngological
infection tract infection  gynecological infection infection
infection infection
linical —] -5 aluated | 183 8 62 A 0 o] Mo
B L e R e B L B ; ;
no. of efficacy excluded 36 9 20 3 1
patients
219 et evaluated 212 74 81 15 11 16 15
Y N i Wkttt St SN SNRAUPPP SRRt SESTRRMSREIET SEPTTTRITTLIIL REE LSS
excluded 7 4 1 2 0 0 0
evaluated 125 70 14 10 16 15
T 4 ) o= L S ) - S R i ttd SLTTTITETIILIAR EE I ettt
(137) excluded 12 8 3 1 0 0

Table 3. No. of patients by diagnosis

Diagnosis No. of patients
acute bronchitis 11
Respiratory bacterial pneumonia 28
infection  chronic respiratory tract infection 30
subtotal 69
uncomplicated pyelonephritis 1
Urinary uncomplicated cystitis 15
tract complicated pyelonephritis 3
infection  complicated cystitis 43
subtotal 62
Dermatological infection 14
Obstetrical/gynecological infection 10
Ophthalmological infection 14
Otorhinolaryngological infection 14
Total 183

113 81T, FEAOBIT12HTH - 72
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BRPER OREG &R L £ 5 % Table5 /R L 72,

0 28 R EYE T 100 mg X 2 [, 100 mg X3 [E], 200
mg X2 [ & UF200mg X3 BIf5 2 MET L, RS
X 8~14 HRE® % » - 72,

REGBIAE TR FIC 100 mg X3 E‘ G 2L, —
EDER T % 50 mg X 3 [E], 200 mg X3 E#ERE b 1TV,
2B 7THUARADOERETH > e ZDMOESE TIL 100
mgX3 E&E 2FL0ICKRITL, REAMIZ6~14 HRS
3% o T2 b8, ER ARISUSBESE T3 3~5 A%
ol

4. ERIKZHFE

Table 4. Background of the patients

Item No. of patients
male 82
Sex female 101
18~39 41
Age 40~49 18
(yrs) 50~69 78
70~84 46
mild 41
Severity* moderate 75
severe 5
Underlying absent 95
disease present 88
Pretreatment absent 163
with present 17
antibiotics unknown 3

* except urinary tract infection (UTI)

KBRIERKZR % Table6 iR L 7z, FRRBERLE
D3 bAM[EXR, MEMEMATIX100% (11/11),
89.3% (25/28) DEMELB S-S, B EED
FEDOBREIX56.7% (17/30) Th -1z,

PR EERELAE T B Mt 13 100% (16/16),
80.4% (37/46),
272,
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Holz,

ERNR PR BRERIE TI310.1% (7/69), REERL:
EETI354.8% (34/62), =DMOEKTIX51.9% (27/
52) TH-1z,

1 RS BAIEKR % Table 7 1Ic R LTz, FRRBEE
B AE T2 100 mg X 3 [ 3 83.3% (30/36) » 200 mg X3
B3 65.2% (15/23) DEHMETH > 72, REBRET
13100 mg X3 [T 87.0% (40/46) TH -7, DD
HIH T3 100 mg X 3 [E14%93.2% (41/44) TH - 1720 2
& TiX100mgx3 @ 4588.1% (111/126), 200 mgX3
=53 73.7% (28/38) TH -7z,

wEER
AET85.5% (53/62) DEHETH
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Table 5. No. of patients by dosage and duration

. No. of Daily dosage (mg X times)
Diagnosis
patients 50%3 100x 2 100%3 200%2 200%3
Respiratory infection 69 3(4.3) | 36 (52.2) [ 7 (10.1) | 23 (33.3)
Urinary tract infection 62 9 (14.5) 46 (74.2) 7 (11.3)
Dermatological infection 14 13 1
Obstetrical/gynecological infection 10 10
Ophthalmological infection 14 8 6
Otorhinolaryngological infection 14 13 1
Total 183 9 (4.9 3 (1.6) [ 126 (68.9) 7 (3.8 | 38 (20.8)
No. of Duration (days)
Diagnosis ]
patients 3~5 6~7 8~10 11~14 15~19
Respiratory infection 69 6 (8.7 8 (11.6) | 29 (42.0) | 15 (21.7) | 11 (15.9)
Urinary tract infection 62 33 (53.2) | 29 (46.8)
Dermatological infection 14 2 2 6 4
Obstetrical/gynecological infection 10 7 2 1
Ophthalmological infection 14 2 8 3 1
Otorhinolaryngological infection 14 3 8 3
Total 183 53 (29.0) | 57 (31.1) | 42 (23.0) | 19 (10.4) | 12 ( 6.6)
()%
Table 6. Clinical efficacy by diagnosis
Clinical efficacy Efficacy rate
Diagnosis .
excellent| good fair poor (%)
acute bronchitis 1 10 11/ 11
Respiratory bacterial pneumonia 5 20 2 25/ 28 (89.3)
infection chronic respiratory tract infection 1 16 4 J 17/ 30 (56.7)
subtotal 7 46 5 11 53/ 69 (76.8)
Uncomplicated urinary tract infection® 15 1 16/ 16
Complicated urinary tract infection® 19 18 9 37/ 46 (80.4)
Subtotal 34 19 9 53/ 62 (85.5)
Dermatological infection 9 5 14/ 14
Obstetrical/gynecological infection 10 10/ 10
Ophthalmological infection 7 6 1 13/ 14 (92.9)
Otorhinolaryngological infection 11 1 1 1 12/ 14 (85.7)
Total 68 87 7 21 155/183 (84.7)
Total except Pseudomonas aeruginosa 67 82 5 15 149/169 (88.2)
* By the criteria proposed by the Japanese UTI Committee
** excellent + good/evaluated cases (%)
5. FREAIEGKHE TH 72,
EEEREKSR % Table8 iR L 7z, BAIMEERRS 7. MHEFHZNR

T Staphylococcus aureus RHEBIDFRIE X 100% (7/
7), Streptococcus pneumoniae 90.9% (10/11) T, 7
5 A T2 94.3% (33/35) DERETH-T. 7
5 LRMBE T Escherichia coli 90.5% (19/21), Hae-
mophilus influenzae 40.0% (4/10) T, & TIX 74.6%
(44/59), BAMBERRITIE81.9% (77/94) THolz,

BEERLTOEYEIZ 82.9% (34/41) T, &%T
12 82.2% (111/135) TH o7z,

6. EEKFIBRKIR

HIEEREKSR % Tabled ic R L 7z, BETI
85.4% (35/41), HEFETIX84.0% (63/75) DEXHE

MEEZIR % 1 HR S5 &F)1c LT Table 10 iZ7R L
120 75 LB TIX S. aureus, Staphylococcus epide-
rmidis 100%, S. pneumoniae 88.3% (10/12), Ente-
rococcus faecalis 88.2% (15/17) T, £#&Tix91.1%
(72/79) DHEMHEETH >,

75 LBME TR E. coli 91.9% (34/37), H. influ-
enzae 9.1% (1/11) T, £&TI370.8% (75/106) D
BEFK T, Pseudomonas aeruginosa 5L 1-EIH
KHIX79.3% (73/92) THolz, DHESETOEMN
£XIXx79.5% (147/185) T, P. aeruginosa 2 B4t L
135E1284.8% (145/171) Th -z,
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Table 7. Clinical efficacy by daily dose

Di ) Daily dose (mgXtime) Efficacy rate
iagnosis g
¢ 50%3 | 1002 100%3 2002 2003 (%)*
acute bronchitis 1/1 8/ 8 2/ 2 11/ 11
Respiratory bacterial pneumonia 1/1 13/ 14 (92.9) | 3/3 8/10 (80.0) | 25/ 28 (88.9)
infection  chronic respiratory tract infection 0/1 9/ 14 (64.3) 34 ) 5 / 11(455) 17/ . 30(567)
subtotal 2/3 | 30/ 36 (83.3) | 6/7 (85.7) | 15/23 (65.2) | 53/ 69 (76.8)
Uncomplicated urinary tract infection® 8/8 8/ 8 16/ 16
Complicated urinary tract infection® 0/1 /8 @2 | 5/ 1 (71. 4| 37/ 46 (80.4)
Subtotal 8/9 40/ 46 (87.0) 5/ 7 (71.4) | 53/ 62 (85.5)
Dermatological infection 13/ 13 1/ 1 14/ 14
Obstetrical/gynecological infection 10/ 10 10/ 10
Ophthalmological infection 7/ 8 (87.5) 6/ 6 13/ 14 (92.9)
Otorhinolaryngological infection 11/ 13 (84.6) 1/1 12/ 14 (85.7)
Total 8/9 2/3 | 111/126 (88.1) 6/7 (85.7) 28/38 (73.7) | 155/183 (84.7)
Total except Pseud aerugy 8/9 2/3 | 107/115 (93.0) 6/7 (85.7) 26/35 (74.3) | 149/169 (88.2)
* By the criteria proposed by the Japanese UTI Committee
** excellent+good/evaluated cases (%)
Table 8. Clinical efficacy by causative bacteria
Effi rate
Causative bacteria Excellent| Good Fair Poor 1(c936c)y:.
Staphylococcus aureus 5 2 7/ 7
MRSA* 1 1/ 1
Staphylococcus epidermidis 2 1 1 3/ 4
Grér.n- Coagulase (—) Staphylococcus 2 3 5/ 5
POSIIVe | o1y eptococcus pneumoniae 4 6 1 10/ 11 (90.9)
bacteria Enterococcus faecalis 1 1/ 1
Other GPB 3 3 6/ 6
Monomicrobial subtotal 16 17 2 33/ 35 (94.3)
infection Escherichia coli 17 2 2 19/ 21 (90.5)
Klebsiella pneumoniae 1 1 2/ 2
Gram- | Seyratia marcescens 2 2 2/ 4
negative | Haemophilus influenzae 4 1 5 4/ 10 (40.0)
bacteria | Pseudomonas aeruginosa 3 1 3 3/ 7 (42.9)
Other GNB 8 6 1 14/ 15 (93.3)
subtotal 28 16 2 13 | 44/ 59 (74.6)
subtotal 44 33 4 13 77/ 94 (81.9)
GPB+GPB 1 2 3/ 3
Polymicrobial | GPB+GNB 10 18 5 28/ 33 (84.8)
infection GNB+GNB 2 1 1 3/ 5
subtotal 13 21 1 6 34/ 41 (82.9)
Total 57 54 5 19 111/135 (82.2)
Total except Pseudomonas aeruginosa 57 51 4 16 108/128 (84.4)

* Methicillin-resistant S. aureus
** excellent+good/evaluated cases (%)

8. XEMBAT

R B BGE O 5 B THIEH 5B IC 4% 6 & Umg g h
BEEXHEL, EFARMRERBEED 5 Fl6 L U AR
BERISERRE D 5 B THEBITMH 285 L 72 (Tables
11~13),

BB 1 1 8 (No. 2) TRE% 2 BFRIC 0.46 ug/
ml & HENEVWBESRE S, ZothoES T
BIEEAED0.06~0.07 ug/ml F 72 1382 T BKi%

(<0.04 ug/ml) DIBEVEBETH - 7=,

ERARRS T3 AU B AR 5% 2~4 BT
0.17~0.46 ug/g DEWETH - 7=,

H RRREIEIK T 13 100 mg $54 1.25 BYRCinss
WREIX0.17 ug/ml, RHEHBEIREBRRUTCHo
72(No. 1), 200 mg 5 T 1.50 BFEI% 1 48 1.62
~2.12 ug/ml, RHKT 0.44~0.64 ug/g(No. 2,3). 2.00
REf 82 1 4% T 1.27~1.54 ug/ml, RH6T 0.20 ug/g,
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RET0.44 ug/g DMETH- 7z, (No. 4,5),
9. BIfFA®B L UMKMEMREER
BIER IR L 20> e e b RESHBE T A Z o It

Table 9. Clinical efficacy by severity

Severity Excellent| Good | Fair | Poor Efficacy
rate (%)*
Mild 2 33 2 4 35/ 41 (85.4)
Moderate 31 32 4 8 63/ 75 (84.0)
Severe 1 3 1 4 5
Total 34 68 7 12 [ 102/121 (84.3)
Total t
o'’ excep 3 | 65 5 10 | 98/113 (86.7)
P. aeruginosa

Except UTI
* excellent +good/evaluated cases (%)

BIFTRE 4 6, AEOME], HIIERHAR, NRNMEE
Z21POHTH B\ 2125 THE L 72 (Tables
14,15),

Bt MABIER X, 21208IF 28 Blicih oh, REXR
1%13.2% (28/212) T, T « KkEE2 & DOMLBER
DFRFAMEH 9.9% (21/212) L ®WH» -1, FERIZ, &
EAEHRETHIeh, TH, HWO2H, i, M
WS, HOMSs - MR, BEBROE1FIOHSH
T, BREORAL L RERBYUEMOYMIC LY EE
b*‘F’il:‘él"L?‘co

HMEAREHRERENR, 17Hlcaroh, BEER
8.0% (17/212) TH 7o T2 DIFERERMS D
»GOT - GPT £ R, Al-P LR PO MAERE TR
Sdikplizn, BEAL—BEDLDTH - T,

Table 10, Bacteriological effect by causative organism and daily dose

Daily dose (mgXtime) Eradication
Organism rate
50%3 100%2 100%3 200X 2 200%3 (%)

S. aureus 11/ 11 11/ 11

MRSA 2/ 2 2/ 2

S. epidermidis 4/ 4 2/ 2 6/ 6

Gram | o NS, 6/ 8 6/ 8
POSItiVe | o pneumoniae 6/ 8 2/ 2 2/ 2 10/ 12 (83.3)
bacteria | & o pralis 12/ 14 (85.7) 3/ 3 15/ 17 (88.2)
Other GPB 1/1 18/ 18 J 3/ 4 22/ 23 (95.7)
subtotal 1/1 0 59/ 65 (90.8) | 2/ 2 10/11 (90.9) | 72/ 79 (91.1)
E. coli 7/ 8 23/ 24 (95.8) 4/ 5 34/ 37 (91.9)

K. pneumoniae 4/ 4 4/ 4

S. marcescens 0/ 1 3/ 3 1/ 2 4/ 6
Gram- | H. influenzae o/ 3 0/ 1 1/ 7 1/ 11 (9.1)
negative | P geruginosa 1/ 11 1/ 3 2/ 14 (14.3)
bacteria | Other GNB 21/ 24 (87.5)| 2/ 2 7/ 8 30/ 34 (88.2)
subtotal 7/ 9 (71.8) 0 52/ 69 (75.4)| 2/ 3 14/25 (56.0) | 75/106 (70.8)
subtotal except P. ceruginosa 7/ 9 (77.8) 0 51/ 58 (87.9)| 2/ 3 13/22 (59.1) | 73/ 92 (79.3)
Total 8/10 (80.0) 0 111/134 (82.8) | 4/ 5 (80.0) | 24/36 (66.7) |147/185 (79.5)
Total except P. aeruginosa 8/10 (80.0) 0 110/123 (89.4) | 4/ 5 (80.0) | 23/33 (69.7) |145/171 (84.8)

Table 11, Plasma and sputum concentration (respiratory infection)

(AMA-3176 concentration, bioassay, ug/ml)

Administration time (h) i i
Dose | No. Diagnosis Sample Bacteriological
before | 1 2 13| 4|68 effect
plasma 2.35(3.2213.13(3.1210.31 | 0.11 | H. influenzae
1 | chronic bronchitis  f-----=---pesomomecpeecoaqeoeeaope o gl
sputum{ ND [ ND [ ND [ ND [ ND | ND | ND | unchanged
plasma 6.3814.74|2.64|1.56 |0.48|0.12
2 | chronic bronchitis = f---------f--oomaoopoeeoeadeenenpece e unknown
sputum| ND [0.18|0.46/0.04 | ND | ND | ND
100 mg
plasma| ND |1.82]2.17 2.82]1.23
3 | chronic bronchitis ~ f---------f-c-ocomcpeseooafesemeanpoees ] RASRELE EREEE unknown
sputum( ND | ND 0.07
plasma| ND [1.30]2.42 0.86 S. pneumoniae
4 | bronchiectasis =~ [rr-momesposmoomosspesesseqeesoesopooens s
sputum| ND | ND | 0.06(0.07|0.07 eradicated
plasma - = - - P. aeruginosa
200 mg| 5 |bronchiectasis =~ f-oro-eroepeosssoeocpesoeesdesooenopeooeendeeoo oo oo e
sputum - ND | - - - | ND decreased

ND: Not detected (<0.04 xg/ml), —: impossible, Blank: Not tested
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Table 12, Plasma and tissue concentration (obstetrics &

B-5 275 LFIELTRALRMEYROFE - PAREH

MBI HED STV B,

#0D 3 & fropenem 2 1993 ££ 6 A, ritipenem acoxil
21994 6 B an B4 EBLUEL2ERE
(LML EEREDTHEY VRSV ACBVLTERESH

Table 13, Plasma and tissue concentration (otorhinolaryngology)
(AMA-3176 concentration, bioassay, ug/ml and g)

gynecology)
(Administration; 200 mg, AMA-3176 concentration, Administration time (h)
. Dose No. Sample
bioassay, ug/ml) 1.25 1.50 2.00
Case no. 1 2 3 4 5 plasma 0.17
100 l ......................................................
Time (h) 1.50 [ 2.03] 3.25 | 4.42 | 6.70 me tonsil ND
peripheral vein 0.40 (1.56|1.47|0.630.15 plasma 1.62
Plasma  [receeemeesmeeseeemia g b e L e /N DU SRR IR S
uterine artery 0.39(1.55|1.480.54 (0.11 tonsil 0.64
oviduct ND [ 0.27({0.41]0.15| ND plasma 2.12
------------------------------------------------------------ 3 T e
ovary ND [0.280.41)|0.24|0.10 tonsil 0.44
"""""" 200 mg
endometrium ND (0.46(0.17 (0.19| ND plasma 1.27
B8 L e Rl RSO RLERt| ARIEED LA R PRURR AUt UUNURURIR ISR SRR
myometrium ND |0.30]0.18|0.11 [ ND tonsil 0.20
__________________________ SRR St Ao Sugined b
cervix uteri ND [0.31|0.32|0.12( ND plasma 1.54
portio vaginalis ND |0.45]0.46 [ 0.16 | ND S polye | T 044
Table 14. Adverse reactions
No. of Daily dose (mg X times)
Item
cases 50x3 100 %2 100x 3 200x2 200%3
Diarrhea 9 (4.3) 1 1 7 (4.9)
Loose stool 5 (2.4) 3 (2.1 2 (4.4)
Abdominal pain - Stomachache 2 (1.0) 2 (1.4)
Nausea 2 2
Heart burn - Loss of appetite 2 2
Abdominal distention 1 (0.5) 1(2.2)
Headache 3 (1.4 1 2
Night sweating 1 10.7)
Pain of finger - Swelling 1 1
Tinnitus 1 1
Skin rash 1 1
Itching 1 1
No. of patients (%) 28 (13.2) 1(9.1) 3 (60.0) |17 (11.9) 0 6 (13.3)
No. of investigation 212 11 5 143 8 45
Table 15. Abnormal laboratory findings
No. of Daily dose (mgXtimes)
Item
cases 50%x3 100x2 100x3 200 %2 200x3
Eosinophil 1 2 (1.0) 1 2 (1.4)
Basophil 1 1 (0.5) 1 (0.7)
Monocyte 1 1 1
Atypical lymphocytet | 1 1
GOTt 5 (2.4) 1 4 (2.9)
GPT 1t 8 (3.8) 1 7 (4.9)
AL-Pt 3 (1.5) 3 (2.1
y-GTP1 1 1
T. bil 1 1 1
BUN 1 1 1
No. of patients 17 (8.0) 109.1 1 (20.0) |15 (10.5) 0 0
No. of investigation 212 11 5 143 8 45
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SEBL I, SFHEROMEBIEENKREL TR
7 VEREO X A K] TMA-230 O BT #AE 5K 58 [T HERR
EERL, xFOFEMYE, ZMAE - AkB L UTSY
2T Magic L i,

T ORR, THIZIREBRAE, KWAHESBRE, 2
MRARIRUSURRAE, IRBHEISBRE S & UH MIEWERHE
BRYSE TIZAF D 100mg 1 H 3 EABKEOK/S TR
ROEOY 7 = AFNTIERT 2 BREKRNR & B ERRR
2ETLEBTRREANT,

IFRERBRAEIC DT, 100mg 1 B 3E{E /2
i2200mg 1H3EFEIC LD AMAELL12100%
(10/10), MMEMM TIZ87.5% (21/24) L BWWHR)
ER/oNieH, BYFERRECN LTI 100mg 1
H3mE&%ZS5T64.3% (9/14), 200mg 1 H3EHFET
45.5% (5/11) OEMETH o7, T, MHZMR
TiX, H. influenzae DIHEEH9.1% (1/11) L{EW
ZENHELEL RN, MERBBRFETIZ100mg 1 H
2~3EIRE ORI 2 FCHED-H, 100mg 1 H 3 @R
50330t H. influenzae BHER 03B H D, wih
YESEREL D, BROB¥ETRECRERENC
L Tiz200mg 1 H2~3EK G IR L TRET 21T
> UL, 1HE% 400mg~600mg ICHEBEL TH
H. influenzae X 8P 1 FITHEAL DA TH- 72,
i, RICIBRLTWWAS, 1 H2EESHTIX, &
5%HBE L LT H influenzae BREZ I L7653 2 §)
Holz,

TERBRBISED S I CHEEFRELRAEL LERT
i, 14 (Tablell, fEHI No.2) T H. influenzae iz
%3 2 & FID MIC 0.39 ug/ml 288X 2 8E (0.46 ug/
ml) BB S, HOER TIX0.07 xg/ml % 7238l
EFRAH (<0.04 zg/ml) OEVBETH- T,

AH OB X 7 LViESETHZ AMA-3176 iZEMET
RERCEYTH 5, BEFDOpH i37.0~8.0 &
H£XINTED, ZD7-»ic AMA-3176 IBEEBITH
HRXDIZHHE, TEESNEVRELZD, H influe-
nzae KX LU CHEN 2 RET 20X+ 2R BEIEERE
ENRWATREE D H D, H. influenzae DFEH L 1IRHE
ELTEAROBRDBENBELZ LBFE L 5Nz,

%8, KEOMICH#<0.025ug/ml £ L D/INENS,
preumoniae M HI T2 0.07 ug/ml LB V&K ik E
Tiz®d o7, REShicfoid -7 (Tablell, fER
No. 4), ® 7% AIZ fropenem & ritipenem acoxil D H.
influenzae \Z X3 B MR FE R LR 12 67.8% (40/59),
80.6% (29/36) L#MESNTHBD, XKH LD EH»-
T2 DOMEDEL £ 7 = LK cefcamate pivoxil DRl
BFERRR 98.6% (71/72) Tt~ B LIEVLHRTD >
oo

ELB IOV TREROBMMNBIERORREIX
13.2% (28/212) T& D, TH - KELR L OMLBRER
ORBFEH9.9% (21/212) L EWH» -7,

ERRMR AR I128.0% (17/212) a5, GOT -
GPT EBMXER DT, BEALVBEE»OD—BYED
bDTH-o 1,

SEOKETIIRHFFTIBRDOL 2 RS Ho b3, El
ERCHEAREHERREORARCHARKEFEIA SN
ofebDD, HLBERDRERELE, > 12,

ka7 & 5 BT REE RS TR O Bty 5,
AHFi2 100 mg 1 H 3 BIFEE5IC & D IREEBERAE L E4#
FRRBPECH L TR THMERCRAB2EUEE2ET 2
ZEDEES I oI, L, MERBEAPFEIIXTL T
B4 EIOKSE»S 200mg 1 H 3RKRETHLESR+2
zEIMBHY, HCBBONLATRERRDH B2, &5
WERLTERHT 22, $RIIBRBITHEE2EDL DD
fAISLOTRBULETHEEEZ LN,

X 73

1) 33rd ICCAC

2) TMA-230 2% &% (REEDZTEEKRASHER)
(RFEX)

3) FEL RIS ASYS555, %41 EEXRCERES
2%, June 18, 1993, HF

4) FERY 7 AFC/TA-891, % 42 B HE{LEHE
E¥ERE, June 10, 1994, 1EFE

5) Rt~ WNEXTF, =LERX, UhEk—, EM
¥ BRI IR BRE I B R H R
DORELEEOHRICHET 5 k. FK10: 1195~
1199, 1991

6) KM ¥ KETEZEF12. IV. KD pH, PHESE 38:
423~425, 1985

7 FEY ORI UL S-1108, B 40 AHXLEREFES
¥4, May 22, 1992, &HE



664 HEA{LEMEEELHR JUNE 1085

TMA-230 early phase II study

Otohiko Kunii", Atsushi Saito®, Joichi Kumazawa®¥, Jiro Arata?,
Seiji Matsuda®, Masao Ooishi® and Shunkichi Baba”

YDepartment of Internal Medicine, Division 2, Teikyo University, School of Medicine, Tokyo, Japan
“First Department of Internal Medicine, Faculty of Medicine, University of the Ryukyus
“Department of Urology, Faculty of Medicine, Kyushu University
YDepartment of Dermatology, Okayama University Medical School
®Department of Obstetrics and Gynecology, Kohtoh Hospital
®Department of Ophthalmology, School of Medicine, Niigata University
"Department of Otorhinolaryngology, Nagoya City University Medical School

TMA-230, a new oral penem antibiotic, was administered for infections in various departments
at a dose of 300mg t.i.d.mainly, and the clinical efficacy and safety were assessed. In
respiratory tract infections 600mg t.i.d.from 200mg b.i.d. was administered. Although the
efficacy rate was 100% for acute bronchitis and nearly 90% for bacterial pneumonia, it was
56.7% for chronic respiratory tract infection. The bacteriological effect was above 80% in
Staphylococcus aureus and Streptococcus pnewmonige, but it was 9.1% (1/11) in Haemophilus
influenzae. In urinary tract infection, infections in the fields of dermatology, obstetrics and
gynecology, ophthalmology and otorhinolaryngology, the clinical and bacteriological effects could
be obtained at a dose of 300mg t.i.d. The revelation rate of side effects was 13.2% (28/212),
and these were mainly digestive symptoms of diarrhea, loose stool, nausea and vomiting, and
headache. Abnormal changes in laboratory findings were observed in 8.0% (17/212), and were
mainly liver dysfunction of elevations of GOT, GPT and AL-P. These abnormalities were all
transient.



