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Table1 Collaborating clinics

The Second Department of Internal Medicine, Hokkaido University, School of Medicine and Related Hospital
The Third Department of Internal Medicine, Sapporo Medical College

Respiratory Division, Sapporo National Hospital and Related Hospital
The Third Department of Internal Medicine, Hirosaki University, School of Medicine and Related Hospital
The First Department of Internal Medicine, Tohoku University, School of Medicine

Respiratory Division, Iwaki Kyoritsu General Hospital
Department of Internal Medicine, Shinrakuen Hospital

Department of Internal Medicine, Toyosaka Hospital

The First Department of Internal Medicine, Gunma University, School of Medicine

Department of Internal Medicine, Kasumigaura National Hospital

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

Department of Internal Medicine, Tokyo Kyosai Hospital

Department of Internal Medicine, Tokyo Kosei-Nenkin Hospital

The First Department of Internal Medicine, Kvorin University, School of Medicine

Chest Clinic, Toranomon Hospital

Department of Internal Medicine, Tokyo Metropolitan Geriatric Hospital

Department of Chest Medicine, National Medical Center Hospital

Department of Internal Medicine, Kawasaki Municipal Hospital

Department of Internal Medicine, Kawasaki Chuo Hospital

The First Department of Internal Medicine, Yokohama City University, School of Medicine and Related Hospital
Department of Internal Medicine, Yokohama Teishin Hospital

Department of Infectious l.aboratory, Kanagawa Prefectural Nursing and Hygienic School Hospital

The First Department of Internal Medicine, Nagoya University, School of Medicine and Related Hospital

The Second Department of Internal Medicine, Nagoya University, School of Medicine

Department of Internal Medicine, Toyama Prefectural Central Hospital

The First Department of Internal Medicine, Chest Disease Research Institute, Kyoto University and Related Hospital
The First Department of Internal Medicine, Osaka City University Medical School

The First Department of Internal Medicine, Kansai Medical University

The Second Department of Internal Medicine, Nara Medical College

Division of Respiratory Disease of Internal Medicine, Kawasaki Medical School
The Second Department of Internal Medicine, Hiroshima University, School of Medicine

Department of Internal Medicine, Kure National Hospital

The Third Department of Internal Medicine, Tokushima University, School of Medicine

The First Department of Internal Medicine, Faculty of Medicine, Kyushu University

Department of Chest Medicine, Minami Fukuoka National Hospital

The Second Department of Internal Medicine, Nagasaki University, School of Medicine and Related Hospital
Department of Internal Medicine, Institute for Tropical Medicine, Nagasaki University and Related Hospital

The First Department of Internal Medicine, Kumamoto University, School of Medicine
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Table2 Evaluation criteria of symptoms, signs and laboratory findings
Symptoms and signs 1 2 l 3 4
Body temperature (C) <37 37~<38 38~<39 =39
Cough - T +
Volume .of sputum (ml) - <10ml/day(+)| 10~<50ml/day(4) | z50ml/day(4)
Appearance of sputum - M PM P
Dyspnea 1 - - -+
Chest pain ! - +
Rales " - = +
Cyanosis | - +
Dehydration - +
Pa0O. (mmHg) =80 79.9~60 59.9~40 <40
PaCO, (mmHg) < 49 =49
WBC <7,900 | 8,000~11,900 [ 12,000~19,900 220,000
ESR (mm/hr.) =19 20~39 40~59 260
CRP | - +~3+ 4+~5+ =6+
Table 3 Criteria for judgement of usefulness
Clinical
. . effectiveness Excellent Good Fair Poor Undecided
Side effect and
laboratory abnormality
No + + + - ?
Mild + + + - ?
Yes Moderate + = - - -
Sevare - - - — -
+ ! Useful, = : Slightly useful, — : Useless, ? :Undecided
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Table 4 Case distribution

No. of patients included Chronic RTI
in statistical analysis
BRL25000 148 BRL25000 137
AMPC 127 AMPC 106
Total 275 Total 243
—— Effectiveness N.S.
No. of patients excluded Acute RTI
from statistical analysis with chronic RTD
L—1  BRL25000 23 — BRL25000 6
AMPC 35 AMPC 6
Total 58 Total 12
No. of patients included Acute RTI
in statistical analysis without chronic RTD
——  BRL25000 167 L1 BRL25000 5
AMPC 157 AMPC 15
| Total mumber of Total 324 Total 20
patients
| BRL25000 171 Side effects ———— N.S.
AMPC 162
Total 333 No. of patients excluded
from stalistical analysis
L BRL25000 4
AMPC 5
Total 9

No. of patients included
in statistical analysis

— BRL25000 162
AMPC 149
Total 311

Abnormalities of N.S.

laboratory findings

No. of patients excluded

from statistical analysis

L BRL25000 9
AMPC 13

RTI : Respiratory tract infection
Total 22

RTD : Respiratory tract disease
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Table 5 Reasons for exclusion from the study

Drug | BRL
Reason ¢ 25000 AMPC
Not visited after treatment 1 3
Treatment was discontinued due to side 1 2
effects
History of penicillin allergy 1 0
Deviation from administration schedule 1 0
Disease other than RTI 1 1
Serious underlying disease 1 2
Symptoms of infection unclear 10 10
Pre-treatment with AMPC and ABPC 0 6
analogues
Combination with other antibiotics 0 2
Infection by Pseudomonas sp. 6 4
Clinical course unclear 1 4
Infection already improved by antibiotics 0 1
pretreated.
Total 23 35

Statistical analysis : N.S.
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Table 6 Background patients
— Diagnosis —
Drug Subtotal
BRL25000 AMPC
Diagnosis BRL25000 AMPC
Chronic bronchitis 11 7
Acute exacerbation of chronic bronchitis 67 45
Diffuse panbronchiolitis 3 2 t
Acute exacerbation of diffuse panbronchiolitis 5
i Infected bronchiectasis 32 26
E Infected pulmonary emphysema 6 10 137 106
é Infected bronchial asthma 5 4
Infected pulmonary fibrosis 6 5
Infected pneumoconicosis 1 1
Infected pulmonary cyst 1 0
Infected chronic obstructive pulmonary disease 0 1
Pneumonia with chronic bronchitis 3 1
E Pneumonia with bronchiectasis 0 1
;f Pneumonia with bronchial asthma 2 0
ig Pneumonia with pulmonary empysema 1 1 6 6
EE Pneumonia with pulmonary fibrosis 0 1
: Infected middle lobe syndrome with chronic bronchitis 0 1
Infected lung cancer with pulmonary fibrosis 0 1
Acute bronchitis 1 2
é ag E Pneumonia 3 9
gf‘;ﬂ é Pulmonary tuberculosis with mixed infection 1 2 5 15
<u —=: Infected middle lobe syndrome 0 1
Infected lung cancer 0 1
Total 148 127 148 127

RTI :Respiratory tract infection
RTD : Respiratory tract disease
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Table 7 Background of patients
— Age and Sex—
(Total cases)
Drug Sex Age| 19 |20~29 | 30~39 | 40~49 | 50~59 | 60~69 | 70~79 | 80~89 | Total
Male 0 3 8 7 21 17 23 6 85
BRL25000 Female 1 4 5 10 12 18 12 1 63
Total 1 7 13 17 33 35 35 7 148
Male 1 2 4 9 16 17 16 3 68
AMPC Female 1 2 13 6 11 16 9 1 59
Total 2 4 17 15 27 33 25 4 127
Statistical analysis Age: N.S. Sex: N.S. 275
(Chronic RTI and acute RTI with chronic RTD)
Drug | g8 ~19 |20~29 | 30~39 | 40~49 | 50~59 | 60~69 | 70~79 | 80~89 | Total
Male 0 2 7 7 20 17 22 6 81
BRL25000 Female 1 4 4 10 12 18 12 1 62
Total 1 6 11 17 32 35 34 7 143
Male 1 1 1 8 14 16 15 3 59
AMPC Female 1 2 12 6 10 14 8 0 53
Total 2 3 13 14 24 30 23 3 112
Statistical analysis Age: N.S. Sex: N.S 255
Table 8 Background of patients Table 9 Background of patients
—Body weight (kg) — —Underlying disease—
(Total cases) (Total cases)
Drag ™ot €18 39, 40~ 49| 50~59 | 60~69 | 70~ | Unknown | Total Drug | Number of |\ Yes
patients Group-A | Group-A+B | Group-B
BRL 25000 7| 42 58 21 5 15 148
AMPC nl 4| 4| 12| 1| 12 |127 BRL25000| 148 |83 2 ¢ e
AMPC 127 61 1 1 64
Total 18| 89 |102 | 33 6 27 {275
Statistical analysis N.S.
Statistical .
. N.S.
analysis
(Chronic RTI and acute RTI with chronic RTD)
(Chronic RTI and acute RTI with chronic RTD) Number of Yes
. Drug patients No A+B | Group-B
Drog o2y WEIBH | 30 40~49 50~59 | 60~69 | 70~ | Unknown | Total Group-A | Group-A+B | Brow
BRL25000| 143 79 2 2 60
BRL 25000 7, 40 58 19 4 15 143 AMPC 112 52 1 1 58
AMPC 10 42 | 37 10 1 12 | 112
Statistical analysis N.S.
Total 17| 82 | 95 | 29 5| 27 |255
GroupA : Malignant tumor, Lung cancer, Myeloma,
Statistical N.S Congestive heart failure etc.
analysis o GroupB : Chronic respiratory tract diseases,

Bronchial asthma, Bronchiectasis, Pulmo-
nary tuberculosis, Diabetes mellitus,
Cardiovascular diseases, Renal dis-
turbances, Hepatic disturbance, Hyper-
tention etc.
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Table 10 Background of patients—Pretreatment with chemotherapeutic agents—

(Total cases) (Chronic RTI and acute RTI with chronic RTD)
t t ’ .
m No Yes Unknown Total Dru;’retreatme’nt No Yes Unknown Total
BRL25000 132 13 3 148 BRL 25000 129 11 3 143
AMPC 117 9 1 127 AMPC 102 9 1 112
Statistical Statistical .
analysis N.S. 275 analysis N.S. 255

Table 11 Background of patients
— Initial symptoms and signs —

Chronic RTI and acute Chronic RTI and acute RTI
Total cases RTI with chronic RTD Total cases with chronic RTD
Drug BRL BRL Pree
BRL BRL
Parameter AMPC AMPC Parameter AMPC AMPC
25000 Statistical 25000 Statistical 25000 Statistical |23000 Statistical
' analysis analysis : analysis analysis
Norof | yyg | 17 143 | 12 No- of | g |y 13| 12
patients patients
<37 55 | 40 54 | 37
Body 37~ | 53| 58 51| 49 - 134 | 112 129 99
temperature | 38~ | 27| 20 N.S. | 18 N.S. Cyanosis + 7 8 N.S. 71 7 N.S.
(T) 239 12 6 11 5 Unknown| 7 7 7 6
Unknown| 1 3 0 3
S . ’ ! - 135 | 110 130 | 97
+ 52| 56 . 49 % . . .
Cough N.S. N.S. Dehydration + 6| 10 N.S. 6 8 N.S.
+ 92| 68 90 | 60 .
Unknown| 7 7 7 7
Unknown| 1 1 1 1
0 0 0 0 0 280 5 4 4 2
Yol ¢ 1~91 25| 21 23| 18 79.9~60| 10 | 10 10 8
omeof |30 s gl 73| Ns. | s3| 6| Nso [P0 fseeww| 6| 10| NS | 6| 10| NS
sputum (ml) 'mmHg
250 28] 2 719 <40 0 1 0 1
Unknown| 11| 12 10 9 Unknown| 127 | 102 123 91
| |
L= | of o ol o \
A oM 4| 4 4] 4 » <49 | 20| ® 191
ppearance | p\C | s7| 82| NS | s | 4] NS Fach: 29 | 1| 2] Xs. 1] 2| xs.
i nmHg!
P P | 85| 6 81| 59| PPRE Caknown| 127 | 102 123 9
Unknown| 2 5 21 4 ‘
T
\ <360 | 65| 51 63| 42
Smell of - |18 % 1241 86 | 8.000~| 58| 49 56 | 46
s:,fumo + | 2] B| NS 12| Bl NS |wBC ow-| 15| 17| NS 1| 15| XS
Unknown| 8| 15 7113 220,000 1 1 1 1
Unknown| 9 9 9 8
. <19 3B 2 M| 16
S e ] % 0~3 | 49| 3 g %0
+ 54| 41 . 83 37 . ESR " |
Dyspnea ) N.S. [ \.S. . 40~59 | 21| 20| P<0.65 21 18| P<0.01
+ 20| 13 20, 13 (mm/hr.) 260 nl x 2 \‘ 2
Tnl ¢ 0 - = - &
Urknown) 216 o0 Unkaovn| 20 | 20 9l ]
5 7 5 7
- 4| 92 m| 8 +~3+| 98 | 80 95| 70
Chest pain + Az N.S. 291 22 \.S. CRP 4+~5+ 21 | 17 N.S. 2 13 \.S.
Unknown| 3| 8 308 26+ 1] 10 10 10
Unknown| 13 | 13 13| 12
- 3B 2 2| 2
+ 68 | 72 66 | 64
Ral .S. N.S.
e s Lol s| & w2 M ‘ ,
Unkrown| 5 4 5 ‘ 4 | ‘ | ‘
\ \ P
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RBHEBIZEBL - BHPRBREGIE 12 6 (BRL 6
Bl, AMPC 6f)) Diz, BHESERE %Y dcitVR
MR SERYE 20 # (BRL 58I, AMPC 15 #)) #%
BALK, ThbD5h, BEFRBERECAHLAER
PERE IR 28 BRI (LB P PP R B R RHE D B HEIHE & A ERY
CREVEANEEZ DR, ERERCHELICHRESE
CEDTHENTH L EPNREETREL, i, 18
MR RBEER b\ SR BRI X ARDO RS
FRZAKLIEVY, ThEEecht 35 o Ll
7}, =G hbEEDILEMCOWT, BRHROM
WxfTh s L Lbic, chbEMEETFREBRIMEY
B E (IBHEMPRBRYE L 20 SHEHEEL L0

G PR IR 28 5 B A BF U 7o St iR R 22 R i) B
T, 7Rt a— AR BECHE LG & L CHifBKk g2
MEfTied> & &L,

2) BEOH, F# #E

REBEOHS, FRFMEHIL, Table7 iy
SRR OVTH, 7R b2 — L BAEM T
b, AEAHECERORY ZZDOhith ok, hE
HAC DT 3, Table 8izRL7- L 5 R EEL
IIERD bt oic,

3) HEBEKE - AUHE BiRE

ERRE - AUHECOW T, HCHADOTE 28
CRIETHENREWEEZ Lh D BUREE, L Rek

Table 12 Background of patients
— Severity of illness —

Diagnosis Drug Severe Moderate Mild Total Statisti.cal
analysis
BRL 25000 4 63 81 148
Total cases \.S.
AMPC 2 52 73 127
Chronic RTI and | R 25000 4 61 78 143
acute RTI with N.S
chronic RTD AMPC 2 50 60 112
Acute RTI BRL25000 0 2 3 5
without N.S.
chronic RTD AMPC 0 2 13 15
Table 13 Background of patients
— Mycoplasmal antibody titer and cold haemagglutinin titer —
(Total cases)
Elevation of mycoplasmal Elevation of cold
Drug antibody titer haemagglutinin titer Total
- + Unknown - + Unknown
BRL25000 99 4 45 95 12 41 148
AMPC 92 2 33 86 14 27 127
tatistical
Statistica N.S. N.S. 275
analysis
(Chronic RTI and acute RTI with chronic RTD)
Elevation of mycoplasmal Elevation of cold
Drug antibody titer haemagglutinin titer Total
- + Unknown - + Unknown
BRL25000 96 4 43 93 11 39 143
AMPC 81 1 30 77 12 23 112
Statistical
atistiea N.S N.S. 255
analysis
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¥ Group A & L, T DD EERLE « FHHEEIL Group
B L LTRBAL TN ETIE 5Tz Table 9 ITR3T X5
CohOERERE « AHHED 5O\ TR RHIBER
CEBZREDbRRA 2T,

SEOKER I B T B EFEREFAEE o vwTi
Table 10 ©RT & S RAFRARMCEEEZ » BH LA
f;ﬁ")to

4 EHBESHOER

wHREAOKR, T BRE BRER BEE

B, wgRELE ME BHsE F7 /-1 BRKE
3k, PaO, PaCO, mHimE, #ik, CRP BILT,
Table 2 TR > TLDBELXNEL T ThOSH%E
EHHETHBRAN L, £EFCOWTE, 7rit
2 — LBEEMC VTS, RIE O FERAEF S BRL
B, BEREMNN AMPC #ies<, FEORYHE
HoRhicit MOBERC W TIIEEFFEICAER
1X3R» Hhigh -7 (Table 11),
EHIBEFHOERYEE LTIERLTSVTHEL

Table 14 Background of patients
— Causative bacteria —

Total cases Chronic RTI and acute RTI with chronic RTD
Causative bacteria BRL25000 | AMPC | Total | Statistical | Ry a5000 [ AMPC | Total | Statistical
analysis analysis
Monomicrobial infection 77 68 145 75 61 136
Polymicrobial infection 9 9 18 N.S. 9 7 16 N.S.
Unknown 62 50 112 59 44 103
Monomicrobial infection:

S. 3 7 1 3 4 7

aureus 0 NS NS
S. pneumoniae 6 4 10 6 4 10
S. pyogenes 1 0 1 1 0 1
B. cattarrhalis 1 0 1 1 0 1
E.coli 2 | 3 2 0 2
K. pneumoniae 7 | 6 13 7 4 11
K. oxytoca 0 3 3 0 3 3
K. ozaenae 3 2 5 3 2 5
P.mirabillis 0 1 1 0 1 1
P.vulgaris 1 0 1 1 0 1
E.cl | 1 3 4

cloacae 1 3 4 NS, N.S
E. aerogenes 1 0 1 1 0 1
Enterobacter spp. 1 1 2 1 1 2
S.marcescens 0 2 2 0 2 2
Serratia sp. 0 1 1 0 1 1
P. fluorescens 1 0 1 1 0 1
H. influenzae 48 37 85 46 36 82
Haemophilus spp. 1 0 1 1 0 1

Polymicrobial infection:
H.influenzae + S. aureus 1 3 4 1 1 2
H.influenzae + S. pneumoniac 3 1 4 3 1 4
H.influenzae + E. coli 1 0 1 1 0 1
H.influenzae + K. pneumoniae 1 0 1 1 0 1
H.influenzae + K. ozaenae 0 1 1 NS, 0 1 1 NS,
S.aureus + K. pneumoniae 1 1 2 1 1 2
S.aureus + S. pneumoniae 0 1 1 0 1 1
S. aureus + S. pyogenes 0 1 1 0 1 1
E.coli + K. pneumoniae 1 0 1 1 0 1
E.cloacae + P. inconstans 0 1 1 0 1 1
H. infl S.
uenzae + S. aureus + 1 0 1 1 0 1
S. pneumoniae
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F-EfEEIT Table 12 2R T & 6 ) 2EMARDOWTHRT
b, KB IVEAHLTY, WFhiAEARMCER
ERAEDBREh T,

5 <4275 X~<fifkfli LRB I ORGSRERICE

HEAER

~ 4 275 A<HEM BEEARIGTIL 64 FLL
E, MERMEREERIG TS 320 5Ll ko LR AR BE
BlEL, R7MET4EUEOHBMERELRDIHE
LIBHAI L Lico B, BARERIT, 512 LU E%
BER & Lo

BTRtE 275 Fish Table 13 1CRT EED, =427
7 X =Gkl AN 6 B, BABEERICIEMEERL 26
BIFEE LD, HEFABFMCEEZIR D bhithro
2o o, 7R b a— ABEECOWT S FRARRE
CHEEBEZRRD LRI o1,

6) AL BHIRZY

2REB 275 B0 5 LEAE L RE L BIEHIX 163§
(BRL 86 @, AMPC77 ) TH» b, %5 112 (BRL
62 @, AMPC 50 ) IZEBAETHE ThHotco BAH
HBABD 5> b BRL BETIXE—FERERR 77 Fl, EHER
F90l, AMPC ¥ CI3B—HRRY 68 B, HEERR
IBITH ot BARED/HMIL Table 14 iT/RT X 51K
B Rt T, H influenzae H' 85 HlEHEd %
Dotedt, BEABEDHMHCOWTHEFBRECEEDR

DIRRD ORI oo 78 b 2 — LA 255 fiico
TORKE S ARAFBCERZIRD Bhithote,

ZhLDRKED > bEARZUEREDOER I N0
TRHT 87 EHTH - 7ch’, ZOREL Table 15 1
AT L5 R EEEE 10° cells/ml & 10° cells/ml o\
FThes\\Th, MIC HMov T HERARMcAS
ERRDIEMolco nk, BHERROHATE, Wi
hd MIC Ok BED MIC ThoTHRRTHI LS
Lo

ThbHo MIC % AMPC 250 mg @ 5RO 0%
FRBEITEL 3.13 ug/ml LUTF L 6.25 ug/ml [k 3z
AL THRHEHLTARB L, Table16 wiTikh, £
BEFZOWTY, 7ot 2— ABAERACOWTY, §
FRAIFERIT BRL O BREZMS MO LE, 5%\ ik AMPC
DBZ WS MO B ETI > BRI IEEEYRD,
WA, FRFIBHET, 85 LA RSy
BL7csBa (Frh (1) : (W), 10°cells/ml of#E
BBV TREESHCERORY OFETH N
Hhhice

7) PB-lactamase FEAB

SBELT-RRKED 5 B, B-lactamase A DHEN: 86
B (BRL 46 £, AMPC 40 #) =0\ T B 3hi
A, D 5 % P-lactamase EEAE (T 35 # (BRL 20
#, AMPC 15 ¥ T, £EMCoOWTY, 7ata-

Table 15 Background of patients
— Sensitivity distribution of causative organism —

Total cases)

frogei™ | Treatment | poM1C <0.1] 0.2 [0.39]0.78 | 1.56 [3.13]6.25|12.5| 25 | 50 | 100 |>100|Total
BRL25000 | 2 | 0| 5 | 4 6 | 13 9 5] 0 2] 0f 1|4
BRLZ5000 |\ \ipc 2 2 6 2 9| s 0 0 1 51 0154
10%ells/ml
aype | BRL25000 | 2 0| s 7| 4| 12 3 ) o 2] 1| 3|40
’ AMPC 2| 2| 6 5 5 5 0 1 0 1] 5| 8|4
] BRL25000 | 2 3 10| 11 6 | 10 3 1 o| 1] o) o4
BRL25000 | \\ipc 2 | 14 71 0 0 3 3 2| 4| 2| 4| 6|4
10°cells/ml
aype | BRL2S00O |2 3113 8 2 6 0 2 1 2 o 140
AMPC 3| 11 9 0 1 2 1 1 5 2 1 4| 40
(Chronic RTI and acute RTI with chronic RTD)
fnoculum | Treatment | | ~~1C1<0.1| 0.2 |0.39[0.78 | 1.56 | 3.13 | 6.25 [ 12.5| 25 | 50 | 100 |>100| Total
BRL25000 | 2 0 5 4 6 | 13 9 5 0 2 0| 1|4
BRL
25000 | i 2 2 6| 2 9 5 o ol 1 51 o154
10*cells/ml
Avpe | BRL25000 | 2 o | 5| 7| 4 f1 | 3| 0| 0f 2| 1] 338
: AMPC 2 2 6 5 5 4 0 1 0 1 5| 738
BRL25000 | 2 | 3 | 10| 1| 6| w0 | 3] 1| of 1| of 0|4
BRL
25000\ \nipc 2 | 14 7 0 0 3 3 2 4 2| 4| 6|4
10°cells/ml 8
aype | BRL25000 | 2 3 13 8 2 4 0| 2 1 2| o 1
AMPC ; 28
AMPC | 3 | 1 9 0 0 2 1 1 4 2 1] 4
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Table 16 Background of patients
(Total cases) — Susceptibility of causative bacteria —
Inoculum size 10° cells/ml 10° cells/ml
Treatment
Drog  N\MICwe/mD | <3 45 26.25 <3.13 26.25
BRL25000 (I) 30 17 42 5
BRL25000
AMPC (11) 26 21 26 21
BRL25000 (III) 30 10 34 6
AMPC
AMPC (IV) 25 15 26 14
(D) (I N.S. (I : (IV) N.S. [ (D :(III) N.S. (II) : (IV) N.S.
WiLcoxon test
(I) : (IV) N.S. (1) 1 (1IV) P<0.01
(Chronic RTI and acute RTI with chronic RTD)
Inoculum size 10° cells/ml 10° cells/ml
Treatment NG
Dru MIC(ug/ml) <3.13 26.25 <3.13 26.25
BRL25000 (I) 30 17 42 5
BRL25000
AMPC (I1) 26 21 26 21
BRL25000 (III) 29 9 32 6
AMPC
AMPC (1V) 24 14 25 13
(I) : (III) N.S. (II) : (IV) N.S. | (I) : (III) N.S. (ID) : (IV) N.S.
WiLcoxon test )
(I) : (IV) N.S. (I) : (IV) P<0.01
Table 17 Background of patients Table 18 Duration of treatment
—Cases infected by S-lactamase-producing organisms— (Total cases)
(Total cases) 5 - |
uration
#lactamase Non- Drug 4 ~ 7days | 8 ~13days | 14days | Total
Produced Unknown | Total
Drug produced
BRL 25000 20 21 107 148
BRL25000 20 26 102 148 AMPC 21 9 97 127
AMPC 15 25 87 | 127 :
S Statistical NS
tatistical . analysis T
analysis N.S. 275
(Chronic RTI and acute RT! with chronic RTD)
(Chronic RTI and acute RTI with chronic RTD) - T
Duration ~ 7days | 8 ~13days | 14days | Total
Flactamase Non- Drug 4~ Tdays a¥s :
Drug Produced | ' 0 ed Unknown | Total !
P BRL 25000 19 20 104 143
BRL25000 20 2 97 143 AMPC 16 8 88 | 112
AMPC 14 24 74 112 .
Statistical
Statistical NS 255 analysis N.S.
analysis e
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ABERERACOWTE, BEORDIEAD LRI T
(Table 17), 7c¥, BRERETHThhr—HDOH B-
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lactamase EABO A it B-lactamase FEABRAG

ELTHES & &L
3. BEERMBUR

Fmtz—a¥rsh 14 BEOHEEYTT LIERIX
Table 18 @ & % h £IEF 275 Gk 204 PIT & D,
H LI P 3Es R Ik S hic RIS 41 fl, 8~13 A TH

7

CHEMOTHERAPY

Beniei S RICERINS 30 BUREEEL TR, TRARM:
ARERRD bhish -1

7 m b 2= AHEE 255 IOV TOBERESER,
TRABERCERDOR ) LEDbhithot,
BN 14 HREET Shithoczhbd 71 fogsk

Hbht (Table 19),

Table 19 Reason for discontinuation of treatment

(Total cases)

4. BERZEH

chiEE % Table 19 1Z/R U723, BRL B ¥fkot
>, —J7 AMPC FHITER) O 7o Orhlfipig
., ZEFACOVTOF THEE (P<0.05) #3»

Tebra— A THAREIEL, 55V HACL&EY

Reason Poor | Side .
Drug Cured | tfect | effect Other | Total L 7= HI0 G ABL Table 20iICRLIcE R THY,
BRL 25000 27 4 8 41 Fig.1 Clinical effectiveness
AMPC 11 10 8 30
Statistical P<0.05 n ? 3 T 100(%)
analysis ' BRII.iSéJOO 6]
Total cases AMPC P<0.05
127
(Chronic RTI and acute RTI with chronic RTD) o
BRIIaZ:;JOOO
._Reason Poor | Side Chronic RTI and P<0.05
Drug Cored | efect | effect | O | T e R anec
BRL 25000 26 4 7 2 39 PRI RIEIIXR
BRLSINIEEERIRER
AMPC 10 7 6 24 Acute RTI without S N.S
chronic RTD AM P C R -
Statistical N.S 63 15 2 —
analysis e Bl Excellent ERGood
P2ZF air [——1Poor
Table 20 Combination drugs
(Total cases)
Combination Yes
Drugs No
) .| Anti-inflammatory i- i- Total
Drug Corticosteroids | ANt md:lzma ory | Anti t:l::;cu)ous Antldrc:gncer Others
BR1.25000 56 0 29 0 2 61 148
AMPC 40 2 34 3 0 48 127
Statistical
. N.S 275
analysis
(Chronic RTI and acute RTI with chronic RTD)
Combination Yes
Drugs N
Drug o Corticosteroids Anti-inflammatory | Anti-tuberculous | Anti-cancer Others Total
i -drug drug drug
BRL25000 51 0 29 0 2 61 143
AMPC 33 2 29 2 0 46 112
I
Statistical
analysis N.S. L—isi_

Others . Antitussives, expectorants and bronchodilators
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Table 21 Clinical effectiveness judged by committee
E+G/T" E+G+F/T
No.of |Excel- 2 b 2 5
Diagnosis Drug . Good |Fair [Poor |Cymulative X test Cumulative Xotest™ | icoxon
patients | lent or or
t 0 9, t t
rate(%) Fisuer © rate (%) Fisuer * s
BRL25000 148 6 117 14 11 83.1 92.6
1 50 ’ < b
Tota AMPC | 127 3 |88 |13 |2 g [PSO0T| gg  [PR0.057) P0.05
i 1
C'"°“'°dRT BRL25000 | 143 6 |12 |14 |11 82.5 92.3
n
; R P<0.05° P<0.05* | P<0.05
acute AMPC 112 3 75 |13 | 21 69.6 81.3
with
chronic RTD
te RTI
A“",:h . | BRL25000 5 0 510 | o0 100.0 Nge | 1000 NS NS
withou \f <
AMPC 15 0 1 . o o U
chronic RTD 3 0 2 8.7 86.7
a) E: Excellent, G: Good, F: Fair, T: Total
Table 22 Clinical effectiveness classified by severity
(Total cases)
E+G/T® E+G+F/T?®
No. of Excel- 2, b Wircoxon
Severity Drug 0‘ ° Good | Fair | Poor | Cumulative X-test Cumulative
patients | lent or F isuer test
rate (%) . rate (%)
FISNER
Severe BRL 25000 4 0 4 0 0 100.0 N.S.© 100.0 NS N.S.
AMPC 2 0 1 0 50.0 100.0
Moderate | DR-25000 | 63 6 |49 5| 3 83 yge | B2 ) pcgor|P<o.os
AMPC 52 3 35 3 11 73.1 78.8
Mild BRL25000 81 0 64 9 8 79.0 N.S.® 90.1 NS NS,
AMPC 73 0 52 9 12 71.2 83.6
(Chronic RTI and acute RTI with chronic RTD)
E+G/T? E4+G+F/T®
. No. of Excel- xi-test? Wiccoxon
Severity Drug . Good | Fair | Poor | Cumulative Cumulative
patients | lent or Fisuer test
0 0
rate (%) Fiouen © rate (%)
Severe BRL25000 4 0 4 0 0 100.0 NS © 100.0 _ NS
AMPC 2 0 1 1 0 50.0 100.0
Moderate | DRL25000 | 61 6 |45 3 869 ) yge | B pcgon| P<o.os
AMPC 50 3 33 3 11 72.0 78.0
Mild BRL 25000 78 0 61 9 8 78.2 N.S.® 89.7 NS NS
AMPC 60 0 41 9 10 68.3 83.3

3) E:Excellent, G: Good, F: Fair, T: Total
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FRFIFEICEREZ RS bhish ot
5 NIERSYIEEKLE

NEREWT X h MBI NcEEKRL R 12 Table 21, Fig.
lLERTERYTHB, Thobb, LM 275 Al
Th% &, BRL #5148 GishE%h 6 I, K% 117 6,
RFEL 14 B, EH 11 B (EHEEDLHER-EY
R 83.1%), AMPC #5 127 fIrhZ% 36, K% 88
B, RER 13 f, &P 23 Bl BRI 711.7%) ©

BBTHY, THRFBMCHEREE (P<0.05) REne
hice

7' b2 - VBETER 255 St DWThB y, BR
85 143 OIREH 60l HH 112 B, kg,
/2 11 B GER L BRR BFe 7 BHK 82.5%), AM
PC &5 112 GIFEH 30, B3 75 B, 2084 13
B, &3 21 Bl (BLHEK 69.6%) Rk, [GE.3:3
B FRZE (P<0.05) »B»bht,

Table 23 Clinical effectiveness classified by degree of ESR

Total cases

Effective-
ESR | Drug | Excel- ective Statistical
Good | Fair | Poor [Total | ness rate
(mm/hr.) lent analysis
(%)
<10 BRL 0 28 | 6 1 | 35 80.0 NS,
AMPC 1 14| o0 6 | 21 71.4
230 BRL 3 40 1 5 49 87.8 NS
2 AMPC 1 22 5 5 | 33 69.7 e
430 BRL | 2 | 16| 1 | 2 | 21 85.7 s
AN,
AMPC 0 16 | 1 3 | 20 80.0
59
BRL .
260 1 18 | 4 23 82.6 NS,
AMPC 1 22 | 3 7 | 33 69.7
:
Un- BRL 0 15 | 2 3 | 20 75.0 NS
known |AMPC 0 14 | 4 2 | 20 70.0 s
Chronic RTI and actue RTI with chronic RTD
ESR Drug Excel- Etfective- Statistical
Good | Fair | Poor |Total | ness rate
(mm/hr.) lent analysis
(%)
BRL 27 .
<10 0 6 1 | 34 79.4 \S.
AMPC 0] o0 5 | 16 68.8
20
s BRL 3 38 | 1 5 | 47 87.2 NS
IN.
. AMPC 1 9] 5 30 66.7
39
40
: BRL 2 16 | 1 2 | 21 85.7 NS
s |AMPC| 0 14 |1 3 |18 77.8 o
BRL .
=60 1 17 | 4 22 81.8 S,
AMPC 1 19 | 3 6 | 29 69.0
Un- BRL 0 14 19 73.7 NS
known |AMPC 13 19 68.4 o
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g7 e b2 — VA LR SRR A RRE
o0 IoREIL, BRL #5563 3 N THZ), AMPC
w15 IspA% 13 61, %2 6IT, WEHBEICH
FLRBD LIS 2 7o

EMCOWT, EEEC LB THRKSRY
LB Table 22 R &k b, EER XURIE
DB kT, MEARMOARZEIRD bhish -
rat B%fE T3 BRL #5 63 flhEZ 66, B
O f, LREHSE, EFHIM GER L FHEHE
E9% 87.3%), AMPC #5 52 BIhEZ 3B, FL
35 fl, B3 F, EED 11 Bl (BH=X 73.1%) &
BEARETHEEZ (P<0.05) MA@EDLNI, PRHE
Pzt %)= BRL B 95.2%, AMPC %¥ 78.8
% LEEZE (PL0.01) A@DHhl,

(Total cases)

7 e b a—- VEEEGC KT Y EEFDHE L ARk
2, FEFEICR\WT BRL #5 61 fihZERh 6 5, H%
47 B, =HHS G, Exh 3G ERhEED * i
7o EZER 86.9%), AMPC #5 50 GIhE# 36, H
%h 33 fl, =2hE%h3H, MEH 11 6l (BEE 72.0%)
L, WEFAFBCERZELGRD ORI

BEOEZRFTEEDOR L DRD L HEEC X
DB CHEKRSELX KT % & Table 23 icmd X5
T, LEMCOWTY, T e a2 - ABEERAIROWT
4, FRib{EH, <19mm, 20~39mm, 40~59mm, =
60 mm D& Bz ¥\ T, BRL oF%p» AMPC 0F
ik d EEIS BB B b Rich, WTh L AmEFIFERC
BFREZRIZDLhich T,

BAEO B LRI T 5 BRZHA 3.13 ug/ml LI

Table24 Clinical effectiveness classified by susceptibility of causative organism

E+G/T® E+G+F/T?
MIC No. of Excel- 2. b) WiLcoxon
' Drug . Good | Fair | Poor | Cumulative X-test Cumulative
(ug/ml) patients | lent or Fisuer test
rate (%) Fronea® rate (%)
= BRL25000 30 3 21 | 5 1 80.0 9.7
E|<3.13 P<0.05° : P<0.05 | P<0.01
E s AMPC 25 0 13 6 6 52.0 76.0
f B 25.95| BRL25000 | 17 o | 10] 3| 4 58.8 N 76.5 NS, NS
21277 awpc 15 0 9 | 2 4 60.0 73.3
"§ e BRL25000 42 3 28 | 7 4 73.8 NS.Y 90.5 ns. |p<oss
213 AMPC 26 0 14| 6 6 53.8 76.9
s
 |55.95| BRL25000 5 0 3] 1 1 60.0 NS 80.0 NS, NS
e AMPC 14 0 8 | 2 4 57.1 71.4
T BRL25000 47 3 31| 8| 5 72.3 g, Y 89.4 N.S. | P<0.05
AMPC 40 0 22 | 8 | 10 55.0 o 75.0 T ’
(Chronic RTI and acute RTI with chronic RTD)
E+G/T® E+G+F/T®
MIC No. of | Excel- : Witcoxos
Drug o0 e Good | Fair | Poor | Cymulative X-test” Cumulative e
(ug/ml) patients lent or Fisuen test
rate (%) F o rate (%)
ISHER
= B .
Elsas RL25000 30 3 21 | 5 1 80.0 |50 o5 96.7 p<0.0s | P<0.01
P AMPC 24 0 12| 6 6 50.0 75.0
E 26.5| BRL25000 17 o | 10| 3| 4 58.8 N 76.5 s, NS,
g~ AMPC 14 0 8 | 2 4 57.1 71.4
E§3.13 BRL 25000 42 3 28 | 7 4 73.8 \S.® 90.5 NS | p<o.os
Z| AMPC 25 0 13| 6 6 52.0 76.0
o] —
o
2 | 26,95 BRL25000 5 0 3] 1 1 60.0 NS.© 80.0 NS, NS
= AMPC 13 0 7| 2 4 53.8 69.2
Total BRL25000 47 3 31 | 8 5 72.3 NS 89.4 NS, | P<oos
AMPC 38 0 20 | 8 | 10 52.6 73.7
3) E:Excellent, G: Good, F: Fair, T: Total
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L 6.25 ug/ml LI EC B L CTHEARSR ¥ K& T5H L
Table 24 TR Lzt 3 b, LEMZOVWTE, TR
2 — VBAEER I oW T Y, EEEE 10% cells/ml T
RE L MIC 3.18 ug/ml LI FDOBis\ T BRL ©
Ba gk %) £ 23 A & [P<O0.01 (WiLcoxon), P<0.05
(FisHER) ] N5 BENRD bhic,

BERE © B-lactamase EAED B EYRE L BIIEH
o\, B-lactamase ¥ EATANENCERL TE
KA R A2 B Li-B gt Table 25 WRliceEsh, &
ERACDOWTAHTY, 7a b 2—LBEERACOWTH
T, B-lactamase EEAEFHIC X % R FI T3 EAIFEME
CEBENBED LR ILVWDI K LT, B-lactamase JEEE
BT X5 REF BT, BRL DEKRHEIEE P
<0.05) ENDRENRD BT,

6. FRIKIEW - TR B JUBREARGOREE

et - ABEEFEREELT, KR, BW, %
R, VRt WRER, PRER KR BT E,
F7 27—+, BAKIER, PaO, PaCO, AMmMIRE, #Hik
i, CRP wo\T, WFAEDEREETRERNL, %
R B DENBECAEGCIBRIEC N TER Zh RIBME
DOEBERL 7= b O HEEY, GEMIE3IAE 7H
%, 14 BECTh ZhBB LR Y Fig 2~16 15
Lo

¥te, BERMEOMMI,2b 0T, ThbDER,

(Total cases)

PR, ERRBRENE O REIG3 B 7HE, 14 gy
R LHERY, HAEOBEYERAL T—FERLE
oA Fig 17 THDo ks, TOBE, L2FMHELE
U THREER ¥ 7o R IEERTER R LICERBRA LT i
ExER LI

BRAE TR L CHREEY B L84, TRRE
COWTHERRT (H) OBRESWC7TAERS I 14 |
#ic, BRL 580 HBECHE h 1o HEYRLE (P<
0.05), (Fig. 7)o %1z, YGERBIED MY b TF—EL
TIERBERY R LR BE A5 &, BRERD TR
BOBERCI\TC, BRL HEHIAERE © BhiRg
(P<0.05) #/RL, FRREEED 7 BEORERL KT
4, BRL #E58H AMPC B#EHI W EE R BhlK
# (P<0.01) BB Shi (Fig 17),

ERUSADTER FTR, BERK O HEEC ST
4, BRL 5D HH AMPC HE58 X hBWEYE
TADOHREVD, WL ERABMCEELZRED,
nich otcs

B VR EECOWT, EEOUE FEENEOE
HEMRUBIEMT 77 fhT & E¥ ofchl, BECLY
HED D b FEGIE BRL #5 8 37 fidh 33 4,
AMPC #5658 40 fldh 30 FIT, MEAFMCATE
133D bt d ok (Table 26),

7. MAEFHHR

Table25 Clinical effectiveness classified by B-lactamase producibility

) E+G/T E+G+F/T )
o . D No. of Excel- Good | Fair | P Wiccoxox
rganism ru 00 [ e v
g g patients lent air | Foor | Cymulative Firenen Cumulative Fronen test
rate (%) rate (%)
-lact
B-lactamase | pp; 95000 | 20 0 | 14| 3 70.0 85.0 ,
. producing N.S N.S. N.S.
) AMPC 15 0 9 2 60.0 73.3
organism
B-lactamase
. BRL25000 26 3 16 5 2 73.1 92.3
non-producing _ N.S. . N.S. P<0.05
. AMPC 25 0 136 | 6 52.0 76.0
organism
(Chronic RTI and acute RTI with chronic RTD)
E+G/T E+G+F/T
o . D No. of | Excel- G X o/ Ml Wscoros
rganism rug patients | lent ood | Fair | Poor | Cymulative Frenen Cumulative Frsnes test
rate (%) rate (%)
-lact
A-lactamase | g 25000 20 0 14 3 70.0 85.0 .
producing . N.S. N.S. N.S.
i AMPC 14 0 8 4 57.1 71.4
organism
I
B-lactamse ~
) BRL 25000 26 16 5 2 73.1 92.3
non-producing . N\.S. N.S. | P<0.05
. AMPC 24 12 6 6 50.0 75.0
organism R

E ! Excellent, C: Good.F : Fair, P: Poor, T : Total
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Fig.2 Degree of improvement—Body temperature—
(Chronic RTI and acute RTI with chronic RTD)

No. of patients

0 10 20 30 40 50 60

L 1 1 ! ) 1
Initial : =39°C
[BRL  (10) N.S
3rdday {amPC (5)
[BRL  (10)
Tthday |anpe (g) N.S.
[BRL  (7) N.S.
14th day AMPC  (3)
Initial © 36.9—38°C
CBRL  (27) N.S.
3rd day " A\fpc (18)
(BRL  (27) N.S.
7th day \anpe (17)
(BRL  (22) N.S.
Hth day {avpe (11)
Initial :37.9—-37C
[BRL  (51) N.S
3rdday | anipe (49)
/BRL  (50) N.S.
Tthday  a\pe o (49)
: N.S.
/BRL  (33)
th day | \\ipe (39)
Initial @ <37°C )
(BRL (53 NS
) .
$rd day {avpc (35
(BRL  (54)
7 \ N.S
thday | ampc (35)
{BRL (47) N.S.
Mthday | \\pc (29)
[ 3erade |

[ .
EE==] 2grade |improvement compared with

777 1grade | the initial findings
) Unchange compared with the initial findings
Emml grade aggravation compared with the initial findings

(Figures in the graph indicate percentage)
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Fig. 11 Degree of improvement—Cyanosis—
(Chronic RTI and acute RTI with chronic RTD)

No. of patients
0 10 20 30 40 50 69 70 8|0 99 1(.)0 1}0 120 130

Initial : 4+

/{BRL (6) 16.7fEA83.3 N.s.
3rd day LAMPC (6) 50.08850.0

(BRL  (7) 14.3A85.7
7 th day LAMPC (5) 60.00740.0 NS
14th day {AMPC (5) 20.0§A480.0 S
Initial @ —

BRL  (108) N.S.

3rd day {AMPC (85)

(BRL  (122) N.S.
Tthday © uMpc (95)

BRL  (97) = N.S.
lath day | jvpe (75)

0 7777) [mprovement compared with the initial findings
Unchange compared with the initial findings
ﬂmmmﬂmm Aggravation compared with the initial findings

(Figures in the graph indicate percentage)

Fig. 13 Degree of improvement—PaCO,—
(Chronic RTI and acute RTI with chronic RTD)

No. of patients

0 5 10
Initial :=49mmHg
./ BRL (1) mloo'o N.S.
3rdday " ampCc (0)
BRL (0)
N.S.
7 th day 'AMPC (2 |
) {BRL (1) N.S.
14th day AMPC  (2)
Initial : <48.9mmHg
' BRL (6) N.S.
$rd day ampc (2)
' BRL (8) =T NS,
Tth day - Ampc (4) —
‘BRL  (9) LS.
14th day AMPC (7)

7/ improvement compared with the initial findings
Unchange compared with the initial findings

(Figures in the graph indicate percentage)
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Fig. 12 Degree of improvement—PaQ,—
(Chronic RTI and acute RTI with chronic RTD)

No. of patients

0 5 10
] 1
Initial :<39.9mmHg
~/BRL  (0) N.S.
3rd day VAMPC (0)
~/BRL  (0)
Tthday \amMPC (1) 77274100.0 N.S.
iBRL  (0) N.S.
14th day {AMPC (1) R

Initial : 40—59.9mmHg

3rd d /BRL  (3) 66 7L N.S.
rd day T AMPC (1) 7A100.0
7th day | BRL (2) N.S.
& UAMPC (2) F50.0%50.07
_ YBRL  (4) R /AN VA FRE | N.S.
lith day | anipe (3) )
Initial :60—79.9mmHg
3ed day |BRL  (3) 100 .0 I0EE NS,
récay T AMPC (1) I
(BRL  (5) N.S.
Tthday | unMpe (2)
(BRL (5) N.S
)
Mth day | Juce (5)
Initial : =80mmHg 100.0
3rd day |BRL (1) (I N.S
rd day | ampc (0)
100.0
BRL (1) i .
7 N.S
th day {AMPC (1) 2
100.0
lith day {BRL (1) L N.S
AMPC (0)
[ 3erade

E==S] 2grade |improvement compared with

1 grade the initial findings

Unchange compared with the initial findings
mml grade aggravation compared with the initial findings

(Figures in the graph indicate percentage)
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Fig. 14 Degree of improvement—CRP—
(Chronic RTI and acute RTI with chronic RTD)

No. of patients

(‘) 10 20 30 40 50 60 70 80 90 100

Initial 16+
[BRL (7)
3rd day | ampc (6)

{BRL  (8)
Tth day | vFC (o)
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Initial :5+~4 + )
[BRL (8
3rdday {,npc (3)

{BRL
Tth day {ampc (12)

[BRL  (13)

lth day { snpe (9)

Initial : 3+~
[BRL  (30)
3rdday {ampc (23)

[BRL  (72)
7th day { yvpc (56)
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s oy {jifec (59 3100.0
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(BRL  (4) i3 100.0
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] improvement compared with
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W/////////A 1 grade Jthe initial findings

Unchange compared with the initial findings

ﬂﬂmﬂﬂﬂmﬂ 1grade '

2 grade J

aggravation compared with the initial findings

(Figures in the graph indicate percentage)

BEBIAET, BAEEBOMNCTE, 2 0BREE LM
BEMRENER S THBEEN R % HE T E 2 ER
2, EFEFCOWTH S &, BRL #f 86 fl, AMPC %
76 B, & 162 BITH »lco D 162 FIIC DOV THEHHE
R —E L THIESM S R4 MEFAR chBT
% &, BRL B¥ TIXiH%k 53 Bl (67.4%), MoHoiss:
(BRERBFIC I T—FDH A HELI$D) 24
(2.3%), BAE 17 01 (19.8%), BWZRDH D\ L LFHD
BABEIBREL, L BERENCCENERALELD
9%l (10.5%) THhhH, —7J, AMPC FETIIH4%k 44 4

(57.9%), WIS 3B (3.9%), A 23 Fl (303
%), WX 66 (7.9%) THH MEABMCEEER
oYY a WG/ RS

T e b= — LCEE LT ERIC O\ THESNSRE
BHLBLORISLAITS Y, LEADHE AR,
AEFIBEICEEZ RO bRier ot (Table 2o

HEBAATRARE L TS B X HBALTH
B H%) R R L 7o Bt Table 281I0RLI2EH Y,
SEFNZONT Y, 7 r b3 — AFEEMCOVT
FEAFHMCEEEZIRDbhieh o
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Fig. 15 Degree of improvement—ESR—
(Chronic RTI and acute RTI with chronic RTD)

No. of patients

10 0 10 20 30 40
Initial :Z 60mm/hr.
JBRL  (8) EEHQ 5 :
3rd day CAMPC  (10) — 0.0 N.S.
0.
. /BRL (16) .
7th day LAMPC  (24) N.S
12.5
(BRL  (15) E TP =1 26.7 v
l4th day N.S.
%Y (AMPC  (22) [ =10 =1 _113.6
9.1
Initial '59 40mm/hr. 8.3
3rd d (BRL  (12) 25.016.7 N.S
rd day ampC (3) 66. 'mssa :
~ [BRL  (17) 17&&]@:@23 5 [
Tth day | smMpc (13) 15.4 ez 5EA T .7 N.S.
93 19q o
S 223.5
iBRL  (17) 1.8 (P
lth day | svipc (9) 1.1 33.3 N.§
553
Initial :39—20mm 'hr.
/BRL  (15) N.S
Srdday | ympc (15)
_ |BRL  (36) N.S
Tthday | ampe (21)
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Lith day | ampe (22)
Initial : <19mm hr.
{ BRL (8) 12,5324 CQ
. N.S.
3rd day  svpc (7) 1443 S
~ |BRL  (22) e
7 th day LaMPC (1) N.S.
{BRL (24
14th day | AMpC (1D N.S.

—
improvement compared w

2 grade

W 1grade

2} Unchange compared with the initial

1grade
mmﬂﬂmm] g ]aggra\'ation compared wi

2 grade

lthe initial findings

ith
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( Figures in the graph indicate percentage)

ek, Fio BB LR Table 29 iRl iz &
SV THB,

K, 7r b a2— LESERAD 5 DEABIOWVT,
f-lactamase et DA A RES S hic 84 fl% B-lacta-
mase EEA: > HEIC B B L CIEA SRS R & LB L 7R
&z Table 30 L7 & 3 b, B-lactamase JREAE
OEWﬁ#@ HEE R BRE & Bdleh ol

\, P-lactamase EAEO BT I\Tix BRL #5 20
%*iﬁé& 12 B, @MAEE 20, ERR3A, KE 36

AMPC #5 14 fidR % 461, MoHHE LA HRK
2f, BETHE, AMPC BHERIEREMNSL, &
FE (P<0.05) AED LN,

8. FHREHIEERZER

SZIERIRIEM U FREC X b HIE S BRI 2
Table 31 TWRLICEB D TH Do

LFEFICOWT X 5 &, BRL #5 148 FlhER) 25
B, B%h 96 fl, ©REL) 18 Fl, E%H8 4, HIEAEE
10 (ERheEHE - Fh%Re2.3%), AMPC&ZE
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Fig. 16 Degree of improvement—WBC—
(Chronic RTI and acute RTI with chronic RTD)

No. of patients

0 10 20 30 40 50
1 1 ] 1 1
Initial : =20000
(BRL (1) 100.0 NS,
3rdday {,upc (1) 100.0
fBRL (1) 100.0 NS,
7th day lAMPC (1) 100.0
/( BRL (1) 100.0 N.S.
14th day \AMPC (1) 100.0
Initial : 212000 )
(BrL (o s
$rd day | snpe (6)
fBRL  (12) NS,
7th day { ampc (14)
BRL  (10) N.S.
14th day {AMPC 11)
Initial : 28000
/BRL  (23) F30 BI2.5% 222 N.S.
3rd day | smpc (21) 4. 8 [
[BRL  (43) 2.3 BB e 7 LS.
7th day | ,\ipe (35 2. I BT
( BRL (41) 4 SIS sEp7772272222Z75 6722222223 N.S.
lth day | \yEe (34) 2.9 [E2e5 777720 6727722
Initial © <8000
3rd day | BRL  (23) s,
rd day | AmpC (16)
/BRL  (50) s,
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14th day {AMPC 27)

: 3grade
% 2 grade
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Unchange compared with the initial findings

(I

1 grade
2 grade

improvement compared with

the initial findings

}aggravation compared with the initial findings

(Figures in the graph indicate percentage)

127 BUshER) 21 Bl B%h 60 B, ®EHL 27 4,
&% 16 4, FIETEE3 B (BRHX 65.3%) &, HE
# [P<0.05 (WiLcoxon), P<0.01 (X2)] 2Z»dHh

o

7a b2 — VEEEFACOWTAH TS, BRL 5 143

BIshE% 23 4, A% 93 B, 0 AL 18 4l &P
86, HEREELG (B LHEDYH € HHR LT
%), AMPC #%5 112 fishs) 18 fI, H% 54 B

RRHR 24 Bl, WA 14 B, HEARE 2 6l FHE
65.5%) &, H®#E [P<0.05 (Wincoxon), P<0.01



CHEMOTHERAPY

yoL. 31 S—2 31
Fig.17 Improvement of symptoms and laboratory findings
(Chronic RTI and acute RTI with chronic RTD)
e——e BRI 25000 o----0 AMPC
. . 3 days later 7 days later l4days later
ymploms an Improrvement No. of Improvement | No. of Improvement | No. of
laboratory findings % cases (%) cases (%) cases
20 40 60 80 |BRL AMPC| 20 40 60 80 |BRL AMPC| 20 40 60 80 |BRL AMPC
Body temperature /O 88 73 88 71 ,p, 65 57
Cough 7 135 104 9 / 135 103 Jf Jos s
Volume of sputum| & 126 98 o Ter e o4 J100 74
Appearance of sputum > 135 102 b \ £[136 102 5% 1108 84
Smell of sputum & 10 11 # ) 12 12 é 9 8
Dyspnea Ry 3 49 d | w é. 56 39
Chest pain ' o 30 22 \} 29 22 pr| 22 20
Rales €L 83 72 « |99 s d |81 64
Dehydration = 6 7 2 8 ) 3 7
Cyanosis o - 7 6 g~ / 7 5 ﬁ 5 5
WBC P A s Y/ |60 s R
ESR q 36 29 d 74 60 4 70 55
CRP 0 32 ™ 98 7 & 91 68
* D P<0.05(X%-test) %! P<0.01(X-test)
Table 26 Change of X-ray findings
(Total cases)
Drug Improved | Unchanged | Aggravated | Unknown Total
BRL.25000 33 1 111 148
AMPC 30 5 87 127
Statistical NS
analysis
(Total cases) Table 27 Bacteriological effectiveness
No. of Partially WiLcoxon
Drug K Eradicated Replaced | Persisted| E/T® | x*test | E+P+R/T® | x*test
patients eradicated test
BRL25000 86 58 2 17 67.4 80.2
N.S. N.S. N.S.
AMPC 76 44 3 23 57.9 69.7
(Chronic RTI and acute RTI with chronic RTD)
No. of Partially . R Wiccoxox
Drug Eradicated K Replaced | Persisted| E/T® | x*-test | E+P+R/T%| x*test
patients eradicated test
BRL25000 84 56 2 17 66.7 79.8
N.S. N.S. N.S.
AMPC 67 40 2 20 59.7 70.1

a) E: Eradicated, P : Partially eradicated, R : Replaced, T : Total
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Table 28—1 Bacteriological effectiveness classified by causative bacteria
Total cases
Causative bacteria Drug ; Qe
Eradicated Par?nal]y Decreased | Replaced | Persisted | Total Statistical
eradicated analysis
2 1
S. aureus ABNIIQI}C 5 2 g N.S.
S. pneumoniae A]?\}IRFE‘C i 1 2 N.S.
s BRL 1 T
. pyogenes AMPC —
B. cattarrhalis ABI\’IFPLC ! 1 -
. BRL 3 3 12
H. influenzae AMPC 33 2 1 10 gg N.S.
Haemophilus spp. A?\?F’;C 1 1 —
. | BRL 1 1 2
E. coli | AMPC 1 1 N.S.
K. pneumeniae ABI\?FI"C 3 2 i Z N.S.
K BRL
. oxyloca AMPC 1 1 1 3 B
K. ozaenae A?\/?PLC % % g N.S.
E. cloacac A?\?FI’-‘C 2 1 1 :1; N.S.
E. aerogenes A]?VIIRPLC 1 1 -
Enterobacter spp. Al?\/lRFI’JC 1 1 % N.S.
s BRL
. marcescens AMPC 1 1 9 —
S . BRL _
erratia spp. AMPC 1 1
P.mirabilis AB'\/IRFI;C 1 1 -
P.vulgaris AEIXVIRI}C 1 1 -
P. fluorescens A?\;RFEJC 1 1 -
H. influenzae + S. aureus Al?\’]l:{l:]'_‘c i 1 1 é N.S.
H. influenzae + S. pneumoniae ABIVE{I}'C :l)' :1‘1 N.S.
H. influenzae + E. coli o ! ! -
H. influenzae + K. pneumoniac A?VlRI}C 1 1 -
H. influenzae + K. ozaenae A?VIRFI;C 1 1 -
S. aureus + K. pneumoniae ABNFI}C 1 i N.S.
S. aureus + S. pneumoniae A]?VIIRPLC 1 1 -
S. aureus+ S. pyogenes A]?VIRPLC 1 1 -
E. coli + K. pneumoniae A?\?l}c 1 ! -
E. cloacae + P. inconstans Al?\/lI}PI‘JC 1 1 -
H. influenzae + S. aureus BRL 1 1 _
+ S. preumoniae AMPC
BRL 58 2 0 9 17 86
Total N.S.
AMPC 44 3 2 6 21 76
o
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Table 28—2 Bacteriological effectiveness classified by causative bacteria
? Chronic RTI and acute RTI with chrenic RTD
Causative bacteria Drug . —
Fradicated ParFlall) Decreased | Replaced | Persisted | Total | Statlstl'cal
eradicated | analysis
BRI | 2 1 3 ‘ .
S. aureus AnpC | 3 f 1 e N\.S.
. BRI. 5 i 5 |
S. pneumoriiac AMPC 4 ! ' ‘ _
BRI 1 T 11 ~
S. pyogenes AMPC : |
B.cattarrhalis | \F"\%l’(, 1 1 . —
BRI, 31 3 ! 12 46 t
H. influenzac L AMPC 23 2 L0 % | NS
Haemophilus spp. | A‘B\h’,( ! | ‘ : 1 —
. : BRI % 1 i 1 2
E. coli | A_\rw:1 ) _
. " BRI. 4 | |2 1 7.
K. s . | | N.S.
pneumoniuc CAMPC 2 % | ! i 2 4
, BRI | 1 |
K. oxyloca LANMPC 1 : | 1 i . 3 .
BRI | l 1 I v o
K. ozacnace I \Iil‘“ | % | ! ! % g | N\.S
E. cloacae -\iill\ll’\ 2 ; 1 ! 1 :13 N.S.
i BRI 1 1 | 1 _
E. acrogenes L AMPC | I !
! N ] | | s
Enterobdcter spp. ! \B\irl,( 1 | | 1 { N\.S.
"""" BRI, | | -
S.marcescens | anipe | 1 | 1 | 2
T ) ! 1
Serratia spp. ‘ ;{?[I,C 1 | ! | 1| —
P.mirabilis ‘ A}fi‘.{rl,( | i | 1 ‘ 1 —
— I | |
P.vulgaris ! -\]ii]{ll’(, } 1 ! ' 1 —
P.fluorescens ! Rﬁl(/ | 1 1 —
T | I | .
H.influenzac + S. aureus \' \B\]]%FI,C 1 1 | 1 | % N.S.
H.influenzac ~ S. prcumoniac k -\B\E{FI’(, :1; | :13 N\.S.
H.influenzae — E. coli AB\IEF[C 1 ‘ : ! -
1' ‘ 1|
H. influenzac + K. pneumoniac | R?I-I’C ! ‘ 1 | —
T
H.influenzac < K. ozaenac Al?\ﬂl(, ; 1 1 —

. . . BRI. 1 ! 1 -«
S.aureus + K. pneumoniac { | I N.S.
prewmo _AMPC 1 1
S.aureus + S. pneumoniac \ Al?\ﬁ;l,‘c 1 | 1 -
S. aureus+ S. pyogenes ABMRPLC 1 1 -

1 1
E.coli + K. pneumoniae ABI\IIQFI,JC -
E.cloacae + P. inconstans A?\?FI"C 1 1 -
H. influenzae + S. aureus BRL 1 1 .
S. pneumoniac AMPC
BRL 56 2 0 9 17 84
Total N.S.
AMPC 40 2 2 5 18 67
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Table 29 Appearing organisms after treatment
(Total cases)
BRL 25000 AMPC
Before treatment After treatment Before treatment After treatment
S. aurcus (P)  — K. pneumoniae
S. aureus (E)— K. pneumoniae S. aureus (P) H i
S. pneumoniae (E)=E. cloacae S. pneumoniae E) - influenzae
H. influenzae (E)= P. aeruginosa S. aureus (E) P .
H. influenzae (E) =K. oxytoca H. influenzac E) - aeruginosa
H. influenzae (E)=E. cloacae K. oxyloca (P)  —H. influenzae
E. coli (E)=P. fluorescens K. oxyloca (E)  —E. coli
K. pneumoniae (E)=P. aeruginosa E. cloacac E) E .
K. pneumoniae (E)=P. aeruginosa P. inconstans E) - coli
E. cloacae (E)—=A. anilratus S. marcescens (E)  —P. aeruginosa
? — K. oxyloca P. mirabilis (E)"'I/K' pneumoniae
? —E. aerogenes |_M. morganii
H. influenzae (E)  —K. pneumoniae
Enterobacter spp. | (P) —Klebsiella spp.
? —P. geruginosa
E ! Eradicated, P : Persisted
Table 30 Bacteriological effect classified by SB-lactamase producibility
(Chronic RTI and acute RTI with chronic RTD)
. No. of Eradi- | Partially . . a z_ . 2_ Witcoxox
Organism  |Drug patients | cated eradicated Replaced |Persisted | E/T X “-test |E+P+R/T| x -test test
£ -lactamase |BRL
95000 20 12 2 3 3 60.0 85.0 '
producing N.S. N.S. P<0.05
. AMPC 14 4 1 2 7 28.6 50.0
organism
A -lactamase |BRL
95000 26 17 0 4 5 65.4 80.8 ] '
non-producing N\.S. N.S. N.S.
organism AMPC 24 16 0 1 7 66.7 70.8
E :Eradicated, P : Partially eradicated, R : Replaced, T : Total
Table 31 Clinical effectiveness judged by doctors in charge
E4+G/TY E+G+F/T®
Di ) b No. of |Excel- Good | Fair |P g"‘, ; o Wiecoxo
mosis - so00d | Fair |Poor |deci- -
1arnOSIS e patients| lent I ded Cumulative x ::_St Cumulative Fisuen test
rate (%) | - ¢, | rate (%)
I‘ ISHER I
. 2 4.6
Total BRL 25000 | 148 25 96 18 8 1 82.3 . 9 p<0.05 | P<0.05
cases AMPC 127 21 60 27 16 3 65.3 87.1
Chronic RTI
and BRL 25000 | 143 23 93 18 8 1 81.7 94.4
acute RTI P<0.01 N.S. | P<0.05
with AMPC 112 18 54 24 14 2 65.5 87.3
chronic RTD I
Acute RTI | BRL 25000 5 2 3 0 0| 0 | 100.0 NS 100.0 NS NS
ithout N.S. - e
e R | AMPC 15 36| 3| 2] 1| 643 85.7
I

a) E I Excellent, G :Good, F :Fair, T :Total less undecided
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Table 32 Side effects
Drug BRL 25000 ANPC Statistical
analysis
No. of patients 167 157
No. of patients without side effect 152 134
Treatment E Treatment Treatment Treatment
continued discontinued continued discontinued
No. of patients with side effect ‘ N.S.
7 42 |8 @8 | 11 7.0 | 12 (7.6
Diarrhea 3¢ (1.8 2¢¢ (1.2) 3™ 1.9 2™ (1.3) N.S.
Vomiting 377 11.8) 17 0.6 N.S.
N
E Nausea 4% 2 4 2% 1.3 3°7 (1.9 N.S.
Z | Anorexia 1 06 3°% L& | 3" 19 | 2° (1.3 N.S.
= | Abdominal pain 2% 120 | 3% 18 | 4" 2.5 | 3% 1.9 N.S.
7 | Flatulence L1 06 106 | 2% 1.3 N.S.
£ | Heartburn 1 0.6 106 | 17 0.6 N.S.
E| 2| Oralsmen 1" (0.6 -
§ R ! A, S A
‘})" Sub total 7 4.2 ‘r 6 3.6 10 6.4) 8 (5.1 N.S
Rush 2° 1.2) 4" (2.5) N.S
Fever 1° (0.6 1 0.6) N.S
" Back pain ‘ 1° 0.6 —
. |
£ | Headache : f 2% 1.3 -
C |
Tongue paralysis ; 1" 0.6) -
Tinnitus ' 27T 1.3 —
.............................. Rt
Sub total 2 1.2) 2 1.3) 6 (3.8 N.S
(Superscripts® ¢ identify patients rresenting with more than one side effect)
Table 33 Abnormal laboratory findings
Drug BRL 25000 AMPC
I Tr > Treatme L
Treatment | Treatment No. of Treatment .“ ment | gyatistical
No. of g | S _ ontinued | N )
ftem investigated contimue : continued ln\'estvual(-(l comtinues continued anal_\'als
T - cases
cases 23 0 17 2
El i ’ c 7 { 7
ansmo&;z{, GOT 159 10%(6.3%) 0 144 8° (5.67) | 1 (0.7%) | N.S.
Elevation of ALP 156 2 (1.3%) 0 142 1 (0.7%) 0 N.S.
Elevation of BUN 155 2°(1.3%) 0 141 1 (0.7%) 0 N.S.
Elevation of Creatinine 153 1°00.7%) 0 140 1400.7%) 0 N.S.
¢ Decrease of WBC 161 2 (1.2%) 0 146 0 0 N.S.
Eosinophilia 150 8°(5.3%) 0 138 8°(5.8%) | 1 (0.7%) | N.S.

- (Superscripts® ¢ identify patients presenting with more than one abnormal laboratory finding)
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Table34 Clinical usefulness judged by doctors in charge
u/Te U=S/Ta T
No. of Slightly Un- 2 b 2, LW,
Diagnosis Drug 0 ° Useful 1Bty Useless ) Cumulative X’ -test Cumulative Xitest® | Witcoxon
patients useful decided or or test
rate (%) . o | rate(%)
Fisuer Fisuea ©
Total BRL 25000 149 111 24 12 2 75.5 » 91.8 .
0 P<0.05 N.S.»
cases AMPC 129 | 77 31| 17 61.6 86.4 P<0.05
Chronic RTI
and BRI1.25000 144 107 23 13 1 74.8 90.9
acute RTI P <0.05" N.S.* |P<0.05
with AMPC 114 69 28 14 3 62.2 87.4
chronic RTD
Acute RTL | ppy 95000 5 4 1 0 80.0 | g | 100.0 R
without | aapC 15 8 3 3 s7.1 | me | O NS
chronic RTD | ™ ° ’ ’
a) U Useful, S: Slightly useful, T : Total less undecided
Table 35 Clinical usefulness judged by committee
| | U/Te U+S/T®
No. of Slightly |
Diagnosis Drug . ’ Useful ey Useless! Cumulative X-test® Cumulative X-test? | Wiscorox
patients useful or or test
rate (%) . | rate(%)
Fisuen Fiswer ©
Total BRL25000 | 149 116 21 12 77.9 91.9
P<0.05" P<0.01”| P<0.01
cases AMPC 123 84 20 25 65.1 80.6 0
Chronic RTI !
and BRL.25000 144 112 20 12 77.8 91.7
acute RTI P<0.05"” P<0.05"( P<0.01
with AMPC 114 73 18 23 64.0 79.8
chronic RTD
A RTI
cute BRL25000 5 4 0 80.0 e 100.0 .
without AMPC 15 1 9 9 N.S. N.S.@ N.S.
chronic RTD 3 8.7

a U Useful, S: Slightly useful. T : Total

(X2 ] MEsdBNT.

LRI SRR Y T2, BRL #5 5 G 2 4,
%30, AMPC %4 15 G4 361, H%h 6 f,
ey 30l A 2, FIEAEE L HIL, W IEAIRER]
I EEL DI o T,

9. RIEA - BRI fER 5

ARG RIER 324 B, fa] 2D BAREHIEIE
Ao iR b t- iEfli, Table 32 [Z/RLicE kD
BRL ¥4 167 st 15 # (9.0%), AMPC #45 157
Fi 23 fl (14.6%) TaHbh, WMERFMCEREZEIR
DO Ieh ol BIFRD Iodic i3 % ik S hIcEES
(x BRL £ T 80 (4.8%), AMPC ¥ Tix 12 fii
(7.6%) T, FIEFIMMCEEZTRD bRIgH -7,
FEAR E LTHBIL 7 E R Table 32 \RLick kb

K LD T, BRL #58 T2 13 fl (7.8
%), AMPC #x5.BCix 18 Il (11.5%) ThH, 0
KT, Sedie ¥ D7 v AF — R BRL f5# 24
(1.2%), AMPC #5850 (3.2%) & WThifl
FEHIBRICAEEERRDONRT, TOMOEROERT
DERITIES »Fohs, T X T AMPC ®E5# I REL
o

EERREMRE O RN B ARERACLVETR
HeBhs, LD REDE D b hicEMIX BRL &5
162 @i 23 @, AMPC #4 149 fils 19 fITH2o
D 5 b plik BRL Hr5REicicd, AMPC #
EREC 2 IR bhice & hbOEKREEREOHE
SR o\ T TR A B a B led o To B
FAERY & UCR S BH% G oy S-GOT, S-GPT
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pERTHY, BRL FHZ 10 §I (6.3%), AMPC THz
96l (6.3%) WCRDHN, W\ T IHEERHSH BRL
mic 86 (5.3%), AMPC PRz 90 (6.5%) b
Fo FOMOERKITNESLF 1L Table 33 IR L7 & 2
nTeHBHH, S-GOT, S-GPT o L7, FEMHHES s X
vrofioE B JIo BB O TR EFTERIC R B %
rEH I o1,

h¥s, BIMER & B R M A fE SR 3 A R —REFIC EHI L <
Apbhicd O BRL #5521 4], AMPC #5.5¢
CARIEE LD T, BIfERAD 5\ 3B R AR i D
B L 7z fEGI X BRL £ 5.3 37 fl (5 LA L8
@), AMPC #5.3 38 @l (5 HIFFEPIE 13 f) T
Py

Tk, WMERLEL LAIER - BiAMR 24
FgEepCEEL, TEEIER L HEIhICLD

BELIth -7
10. HAt
£EBEHLME & DIEFIC DT, HREDE L 8l(ER =

gL THE LB Atk: Table 34 1IC/RLic e s,
24EF| 278 Gz O\VT A5 &, BRL 149 b F kS
D111 fl, RRERES D 24 G, BHEEKRL 12 7,
HERRE 2], AMPC &5 129 firh B AtEH v 77 B,
»2HEBEH D 31 G, FRAMERL 17 fl, HEAHE 4
@, 7= ba—LESRER 258 HITix BRL {25 144
R RAES D 107 fI, CFRAESY 23 0l HAH
frel 13 I, HEREEL G, AMPC 5 114 fidhH
REHH 69 fl, LFAMD D 28 0, BAMEALL 14
B, HIEAREE 3Gl & RIEFD D\ LT v b 2 — LHEGE
fvFhic s\ T BRL o F A2 R, TERITER
REBENBD LRI,

MERSHERKSE LRIER - BfERTOREL
h Table 3 \/R U7 B CHE L e B A T 21T
Table 35 iR Lick B0, LEF, “=rza—LBE
R, WIFhoRizis\wT3 BRL 0B HHL AMPC
DERKL D BH, WEMBERICHEE (P<0.03) 23
DB,

III. #ERLVICER

AMPC 11 S. pneumoniae > H. influenzae 1253
BERIHESD, MEEL D OBIREO R X, KRt
EDHEBERC L b, KBERYPSE & QCTRHEEEERYSE
DRFCEL THE—BIREL LTELSAVWLRT VS,
LinLiehis, SEBRHIED BELRAEDO—2>TH5
K. pneumoniae 1o 3t U CHEE N R RARL 8700 = L%,
RERPIECHF 5 AMPC OFMIERE T I 2T 5
YDEEL B, X5 EE AMPC it H. influenzae
DUHBEN KHERYIED R PR S TV 22, F 7,
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H.influenzae \Z X % M%7 28253 % Ampicillin
(ABPCOYWEHECEL T, ZolPNC T E+ % H. influenzae
L4t B-lactamase FEATIC X h ABPC 2iGH b £
h, H. influenzae »° ABPC 2 )&% 7L ~ 3 ABPC
PRI B T LAY Mabpocks HY2 X DRI
T\W5,

CVA (% Streptomyces clavuligerus Dpg’t5 75 B-
lactam A EHTHWET, FHEKOHEI 7D
G5\ A, MO ES T 5 B-lactamase O 5 7, Riciyoxp
type O M, V, V RO I o325 E <,
B-lactam RIEMELHHET 5 = L2k H L-lacta-
mase FEAFITH L CH LM PERBE & 5k L. RS
AMPC LD @tRBREVRFEE THAH Z LV EHLATL
z4 5)0

BRL 13 AMPC & CVA ®» 2:1 ORAFTHH
H.influenzae 7c ¥ ANMPC [IUH&
R/ L THLHE AR RL, K. pneumoniac, B. fragilis
72 & AMPC it ok U7 & BN 2 HEE I D
DRTHESD, 51 29 [Bl B AR{Lpiffilos fe & T
SRR ATD 2 EER 2 3T, AMPC 4@
TEGIET 390 URTx 3 5 BRI &%) 125 4, A
171 fl CB%hK 75.9%) &R KA RERY,

&, EEKERYYECKT S BRL 0B &4
Mx AMPC Lh#z+ 5z Lk h, AMPC & CVA

DECH R L BRI ETE ST 2 B9 T, ©E 38 Pzt
ALz hlEdkc kT, ZIEHERBENC X O AT
R L,

ARBER I LT BIER O e hm O EE Ao
T, AMPC 3 {2HSOERSIEC X325 — Y e £ 54
1A 1g &L, BRL X 1H 4% (AMPC 1g+CVA
0.5g) LT, F—&» AMPC iz CVA ZJff gt/
[BSAE/E 372 s B Al B

¥, ARBEABCTEWT, d%
AOME BEEIRO L HF lﬁmﬂtﬁf J2i e
L, BEEES S LR AR YR A g & LA b
RO G LIFA—MEHETT R, HHEiED B-lacta-
mase FEADHFMOPER &, ARIEH T O IH O K
Hoa sk L CTEREL oo

KRB L T, BRL $ 5\ iz AMPC b
EhPEIIA 3B HATHHY, PEAZTHT
ERBEEOR B AT T, FHFHID BN @A L
W EHTEL 7 58 BlR BATA R BERSFL, 275 flicD
LT EFI OB IO A ER L 720 7ok, D 27
PO, 15D ZOERE Y L 7o P RIAE L 7o S IE TR
BREYGEDS 20 PR A LTco TR b, FEHEHHEE
U 8972 /82 i3 DIEFITH D25, W B2

S. aureus, E. coli,

TD G, SRR

f\“. b

w
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BRYHERYFAEL, —HANT BRL H %\ AMPC
DHRENREIDBLEBTHBEDT, ThbikEFDT
B2 ERmTH EE LT, Zhb 20 GRS LA 255
BlHARRD T v b =2 — AVBEEMALE LT, BBy
Tl ke lic, ¥ &, BESKERL SEZHE
i, FiRME BHSRMEE L SIS A B L cltsed 5 \ 2B
TR 12 FIFEELES, Thbii7 e b a—aA
BLE LI GHErPR 3 RYUE D SHHE & RBEMCE RS
3, D EHET LT, BTN o

ElfFAOBRC Hic - T2, BHEHOZABTH, H#E
ER, OREEMA B CEEOEMREERE,
=Y VT UAF-BEL ECEVEADHERTREL E L
SR ORI Ui 324 Bl BRI E L Lico

R D AT B ERER 275 Pl D\WTd, T r b=z
— VEBEIER 255 e oWT, BEOEFRETTIE,
FrikfEn BRL BRCIE(RERH, —T5, AMPC BTH
ERENN S, MEFBM T FEED BDH LR
Sh, MOEE TIETNTEOLMHCEEDR Y XD S
highotco

INEREHEERSDREY A2 &, £EMZOVWTORE
%37t BRL B 83.1%, AMPC $£71.7%, 7% b 2—
LNBEERDOBLZ=IT BRL 2 82.5%, AMPC 2f69.6
% &, WThi BRL oF%hEN AMPC X h#Eh, @
KAPRCERENZD b,

BEZRRPECEEETCEBIIT S &, BEiES JURE
TIXHEADOBERZDBIEEZEIIRD bhvisd » ohs,
BT SWTIXLER, 7o b 2 — A BEEAD T
RiTk\WTd BRL 2% AMPC X h AE Iz ERcEEEKS
BERTRTIENED LRI,

RHD B ERAN T 5 REZ MM 313 ug/ml LU
& 6.25 pg/ml LI ED 2BRCEIL TERKRMELX KL
ks R, 6.25 ug/ml Ll EDFEMT I WTIE BRL #5
FEORRE M LIERT 58.8%, 7 v bt 2— VEKEH
T4 58.8%, AMPC #5RDHF4hE (2 £ERT 60.0
%, 7rra—AVEEERNT 57.1% &, TEFRBRLL
EfE% R LAY, 3.13 ug/ml L FOIERIC 3132 BRL
BEBOBFRHR L LFEHT 80.0%, 7 v+ 2— e
EFITY 80.0% LmFPrmT oz L T, AMPC #
ERDEHE L 2REHIT 52.0%, 78 b2 — LEEE
BT 50.0% &Ei&EfEXRL, MEFATRIBEENED
6}hfio

Z D X 51 BRL TIREHERYUEC A L TERE
FONEN BB SR tc DK LT, AMPC T (3 MBI
YSETH B b LT AN S 2 BB b hi
2%, TRIEEE S BABIINZZEPNT B-lactamase
EATHATEEL, Thickh, AMPC »RELIhic

JULY 1983

CECEBRTAD TRV LEL bhE, ChbfEs
DEEFICDOWT, B AMPC BEDHEY o
WIS D THEEE RS\ 2S, AMPC BMRBY SR 0 Mgk
AMPC REED TEETH S D LT AMPC
CVA 2R HELIBA, Wk AMPC s
e D EER & DN LYDEMKE, SEBLhLE
RS &E I WBAED DD R DL EL bhB,
f2%H © B-lactamase EADHEEY WE L Br5p
(% 86 GITHDH, £D5b P-lactamase EEDOT DL
NFDIL 35 BITH 7o B-lactamase BAIC k5K
FHEPRZ BT h, FEEAEC L5 BYFECHVTY,
& 4,12 BRL 0F#HEA AMPC X b BRZRENES
e, WEABMCETRZRTED Al ok,

BEOEREBFTHEEDORY OBRDLALKIETE
BLTHRDEL B LBE, KikfE <19 mm, 20~
39mm, 40~59 mm, =260 mm D& L { BRL 0FH
Mot BB o7, BBOEMARI DL bz L EE
LT WFhoBEsWT 3 FEZ L ADLhahy

THEHEERDBRTENTH, 2EMCOWTORE
Zhse:x BRL #E5B 82.3%, AMPC #5% 653%,
7' b2 — VEAERCK 3 5 A= 1% BRL H5HF
81.7%, AMPC #E% 65.5% &, \»3Thi BRL O
HxhtEn AMPC 0B %M: X H BECEND BEVED
hize

BENZOBRAEONELEC L THEFNHELE
L7870 163 HITH - %A, BRL i X2BE
RIZLIEFT67.4%, 7= b = — VEEEGT66.7%,
AMPC 51T X BBRBERIILEST 57.9%, 7ri=
— AHEEERIT 59.7% & BRL BEAIRRBEWERRL
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COMPARISON OF BRL25000 (CLAVULANIC ACID-AMOXICILLIN)
AND AMOXICILLIN IN THE TREATMENT OF
CHRONIC RESPIRATORY TRACT INFECTIONS
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The clinical efficacy and safety of BRL25000 (BRL) was objectively compared with that of
amoxicillin in patients with chronic respiratory tract infections and those with exacerbated acute
infections in a double blind study. Patients over 16 years old with apparent clinical signs and
symptoms were administered BRL or AMPC orally q.i.d. for 14 days at a daily dose of 4 tablets
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(BRL: one tablet contains 250 mg of AMPC and 125 mg of clavulanic acid; AMPC: one tablet
contains 250 mg of AMPC). The parameters assessed were clinical efficacy, bacteriological response,
rate of improvement of clinical signs and symptoms, appearance of side effects, abnormal laboratory
findings and clinical usefulness.

Clinical efficacy was analysed statistically in 275 patients (147 administered BRL, 127 administered
AMPC) and 58 patients out of a total of 333 patients were excluded. Side effects were also analysed
in 324 patients (BRL : 167, AMPC :157) in whom judgement was possible.

The following results were obtained.

1. On the basis of committee judgement the overall clinical efficacy rate for the BRL and
AMPC treated groups was 83.1% and 71.7% respectively.

2. Analysis of the 255 cases with chronic respiratory tract infections or acute exacerbations thereof,
that is cases that corresponded faithfully to the protocol, showed that the clinical efficacy rate for
the BRL and AMPC groups was 82.5% and 69.6% respectively.

Statistical analysis of both sets of these results revealed that BRL was significantly more effective
than AMPC (BRL>AMPC, P<0.05). Furthermore analysis based on severity of illness showed that
the clinical response to BRL in moderate infections was significantly superior to that of AMPC.

3. The bacteriological elimination rate of causative organisms was 67.4% out of 86 patients treated
with BRL and 57.9% out of 77 treated with AMPC. No significant difference was observed between
the two drug groups.

4. With respect to the rate of improvement of clinical signs and symptoms the BRL group was
superior to the AMPC group in the improvement for dyspnea and sputum appearance seven days
after treatment (P<O0.05).

5. A number of subjective side effects and abnormal laboratory findings were observed in 37
patients out of 157 in the BRL group and 38 out of 157 in the AMPC group. In all instances
these findings were mild and there was no significant inter group difference in incidence.

6. Regarding usefulness as judged by the doctor in charge the respective rates for the BRL
group and AMPC group were 74.8% and 62.2% and these assessments were significantly different
(BRL>AMPC, P<0.05).

From the above results it was concluded that BRL is a more useful drug than AMPC for the
treatment of chronic respiratory tract infections and the significance of the f-lactamase inhibitor
clavulanic acid formulated with AMPC was demonstrated clinically.



