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* Table 1 Collaborating clinics

Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School
The Second Department of Internal Medicine, Hokkaido University School of Medicine

Respiratory Division, Sapporo National Hospital

The Third Department of Internal Medicine, Hirosaki University School of Medicine
Department of Medicine, The Research Institute for Chest Diseases and Cancer, Tohoku University
Department of Respiratory Diseases, Iwaki Kyoritsu General Hospital

Division of Pneumology; Takeda General Hospital

Second Department of Internal Medicine, Niigata University School of Medicine

Department of Internal Medicine, Suibarago Hospital
Department of Internal Medicine, Shinrakuen Hospital

Department of Internal Medicine, Kasumigaura National Hospital

Jikei University School of Medicine

The Second Department of Internal Medicine, Jikei University School of Medicine
Department of Internal Medicine, Juntendo University School of Medicine
First Department of Internal Medicine, Kyorin University School of Medicine

Department of Internal Medicine, Tokyo Kyosai Hospital

Department of Internal Medicine, Tokyo Koseinenkin Hospital

Department of Chest Clinics, Toranomon Hospital

Department of Internal Medicine, National Medical Center Hospital
Department of Internal Medicine, Kawasaki Municipal Hospital

Department of Internal Medicine, Yokohama Teishin Hospital

First Department of Internal Medicine, Yokohama City University School of Medicine
Department of Internal Medicine, Kanagawa Prefectural Nursing and Hygienic School Hospital
Department of Internal Medicine, Yokohama Seamen's Insurance Hospital

Department of Chest, Kanagawa Prefectural Nagahama Hospital

Second Department of Internal Medicine, Nagoya University School of Medicine

The First Department of Internal Medicine, Nagoya City University School of Medicine

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

First Department of Internal Medicine, Chest Disease Research Institute, Kyoto University

The First Department of Internal Medicine, Kansai Medical University

Department of Internal Medicine, Tane General Hospital
Department of Internal Medicine, Izumi City Hospital

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, and School of Health Sciences, Kyushu University
The Second Department of Internal Medicine, Nagasaki University School of Medicine
Department of Internal Medicine, Institute for Tropical Medicine, Nagasaki University

Second Department of Medicine, Medical College of Oita

The First Department of Internal Medicine, Kumamoto University School of Medicine
First Department of Medicine, University of the Ryukyus School of Medicine
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Table 2 Standard criteria of scores for symptoms signs, and laboratory findings

Symptoms, signs and
laboratory findings

3

4

Body temperature ('C)
Cough

Volume of sputum (ml)
Property of sputum
Dyspnea

Chest pain

Rales

Cyanosis

Dehydration

Pa0: (mmHg)

PaCO: (mmHg)

WBC

ESR (mm/hr.)

CRP

<49
=7.900
=19

37~38°
+
+
(<10ml/day)

+++++ 2

79.9~60
249
8.000~11,900
20~39
t~+

38~39'
++

++
(50~10ml/day)
PM

++

++

59.9~40

12.000~19,900
40~59
2+~3+

=39°

+ 4+ +
(&=50ml/day)
P

<40

=20,000
=60
=4+
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judged by committee members

Side effects and abnormal | Clinical efficacy
laboratory findings Excellent | Good | Fair | Poor | Unevaluable
No o + + + - ?
Mild + + E S - ?
Yes Moderate 1 + - - -
Severe - - - - -
++ : Very useful, + : Useful, £ : Slightly useful, — : Uscless, ? : Unevaluable

Table 4 Case distribution according to the judgement of committee members

Drug AC-1370 CpPz Total
Total number of cases 142 139 281
Number of cases. excluded from 19 1 »
evaluation of efficacy
Numbel.' of cases. accepted for 123 128 251
evaluation of efficacy
Number of casgs accepted for 134 122 %6
evaluation of side effect
Number of cases accepted for
evaluation of abnormal 128 122 250
laboratory findings
Numbel.' of cases accepted for 125 128 253
evaluation of usefulness
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Table 5 Reasons for exclusion from cvaluation of efficacy
(Judged by committee members)
Drug
AC-1370 crz Total
Reasons
Diseases out of object 6 2 8
Unclear symptoms of respiratory 1 S 3
infections -
Improvement due to prior therapy 1 0 1
Impossible to evaluate the effi-
cacy due to serious underlying 3 2 5
diseases
Combined administration with
other antimicrobial agents or 3 4 7
steroids
Violation of dosage schedule 1 0 1
Death during the therapy due to
other cause (cardic insuffici- 1 0 1
ency)
Discontinued due to acceleration
. . 1 0 1
of underlying disease
Discontinued due to operation
. . 0 1 1
for underlying disease
Discontinued due to side effects 2 0 2
Total 19 11 30
Statistical test NS
Table 6 Classification of diagnosis
(Cases accepted by committee members)
Drug
o AC-1370 cpz Total
Diagnosis
"_é" .§ Bacterial pneumonia 72 51 123
B g Pulmonary suppuration 6 8 14
: § Mycoplasmal pneumonia (MP pneumonia) 5 12 17
'E % | Primary atypical pneumonia (PAP) 3 5 8
E &| Psittacosis 1 0 1
2 g
£ g Sub total 87 76 163
Chronic bronchitis 12 22 34
Bronchiectasis 12 13 25
= Diffuse panbronchiolitis 8 11 19
o~ Pulmonary emphysema with infection 2 1 3
= Pulmonary fibrosis with infection 1 2 3
_g Old pulmonary tuberculosis with infection 1 1 2
o Lung cancer with infection 0 2 2
Sub total 36 52 88
Total 123 128 251
Statistical test N.S.
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Table 7 Background factors of patients (Cases iccepted by committee members)
Diagnosis Total Bacterial pneumonia and| MP pneumonia. PAP Chron
ota pulmonary suppuration and psittacosis onic RTI
rug ac-1370|CPz| Statis- |AC-1370|CPz| Statis- |AC-1370[CPz| Statis- |AC-1370{CPz| Statis
No. &flw tical tical tical tical
Factors * 123 |128] (est 8 |59 et 9 | 17| test % | 52| o
Sex Male 70 9 | P <0.f)5 ‘49 415 NS, 7 10 NS, 14 391 P<0.01
Female 53 37 |(FISHER) 29 17 2 7 22 13 | (FISHER)
~19 3 2 1 2 1 0 1 0
20~29 6 9 6 5 0 4 0 0
30~39 16 17 11 8 3 6 2 3
Age 40~49 14 16 . 10 9 . 1 2 , 3 5
N.S. N.S. NS. {
(years)  [50~59 2 |2 T 0| 2 8 |u| M
60~69 23 27 13 10 1 1 9 16
70~79 30 29 17 1n 2 2 11 16
80~ 9 8 6 7 1 0 2 1
~39 16 18 6 8 0 0 10 10
40~49 42 32 26 10 3 3 13 19
Body 1oy 59 39 |38 27 |21 4 |7 8 |10
ei N.S. N.S. NS.
z‘:'fht 60~69 4 |28 12 |14 1|5 1| oo N
£ 70~ 8 | 8 5 | 4 1|1 2 | 3
Unknown 4 4 2 2 0 1 2 1
Severity |Severe 9 6 6 5 1 0 ’ 2 1
of Moderate 49 51 N.S. 33 21 NS 4 6 No. 12 24| NS
infection |Mild 65 71 39 33 4 11 22 27
i - 23
Ynderlying %618 pcon %1 p<o.n P8 pcono| ¥
> A group 32 14 25 6 1 0 6 8| NS
or com- |4 (x? test) (22 test: (x? test)
plications B group 45 51 30 23 4 3 11 25
Pre- —_
trreeatment 95 93 57 46 6 11 32 36 P<O.G
with anti- + 26 |34| NS 20 | 13| NS 2 5] NS 4 |16 (Flsm)i_
microbial \nknown| 2 | 1 1| o 1 |1 o |o
Table 8 Combined drugs, duration and total dose
(Cases accepted by committee members)
Total Bacterial pneumoma_ and| MP pl\f:mnon}a. PAP Chronic RTI
pulmonary suppuration and psittacosis
Items Statis- Statis- Statis- Statis-
AC-1370|CPZ| tical AC-1370|CPZ| tical AC-1370|CPZ| tical AC-1370|CPZ| tical
test test test test |
. . - 49 52 40 28 2 11 7 13
S"mb'“ed + 74 | 76| NS. 38 |31| NS 7 | 6 :éf{'gg) 29 |39| NS
rues Unknown 0 0 0 0 0 0 ( 0 0
Duration <3 0 0 0 0 0 0 0 0
of treat- | 3~<7| 14 |15 13 |12 1 1 0 2
. NS.
ment 7~<14| 36 |35 NS. 21 17 NS. 3 9 NS. 12 9
: >
(days) =214 73 78 4 5 7 24 41 I
<6 0 0 0 0 0 0 0 |0
Total
6~<14 14 15 13 12 1 1 0 2
d NS. v ' NS.
(3’5:115) 4~<28| 3% |35 S a || N 3 | o N 12 |9
228 73 78 44 30 5 7 24 41 L”J
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U, HRBEOMTRRIC, BEKZ R R
BEARROND 64 T A RMTHEELPIEL I 26

¥ixito

CLktioT, EERMROMITR L 251 fl (AC-1870

Table 9-1 Symptoms, signs and laboratory findings prior to the treatment
(Cases accepted by committee members)

% 123 O, CPZ t 128 §1) T b, RIfF/ADMHA &
\% 266 { (AC-1370 #% 134 #\, CPZ % 132 4|), EWIK
MEMBRHOMITRRIL 250 F (AC-1370 g% 128 4,
CPZ ¢ 122 ), MAMEMITH&AIL 253 H] (AC-1370
B 125 I, CPZ %% 128 fil) THwoteo

2. BEWRAT

1) MRERN 4 & KiER

FRBR TS, BHEIRE S X O (it oD op 13 28 08 iz
EHB|ELIID, PRASTHEINIBITEZ S
Thlzoted, EOARTIIARFNRMCHAR MY (2
feMotc (Table 6)o ¥7:, = &% HOEIM:IE4s & Bifk
BREESE, MP Bliges PAP . o AME, 3L UBMR
R AEYIERFIC K L 7o D B RC 31T 5 B ZD AR

Total Bacterial pneumonia. and| MP pn'eumon.ia. PAP Chronic RTI
pulmonary suppuration and psittacosis
Items Statis- Statis- Statis- Statis-
AC-1370|CPZ| tical  |AC-1370|CPZ| tical |AC-1370|CPZ| tical |AC-1370|CPZ| tical
test test test test
Body 37| 21 | M 11 14 1 3 15 17
tempera- | 37~ 4 | 54 25 | 247 P<0.10 4 7 15 | 23 )
ture 38~ u || N 35 | 15| (U test) 3 of NS 6 | u| ™
() 39~ 8 | 10 7 6 1 3 0 1
- 7 8 5 5 1 1 1 2
+ 64 | 59 40 | 31 2 6 22 | 22
Coug ++ s2 | s8] O 33 | 22| NS 6 | 10| NS 13 | 6| N
Unknown 0 3 0 1 0 0 0 2
g - 8 | 6 6 | 3 1| 3 1 0
% +(<10) 52 | 54 0 | 29 4 9 16
< [++00~<49)| 40 | 38| NS. 21 17| NS. 4 4| NS. 15 | 17{ NS.
. 5 +++(250) 17 | 25 7 5 0 1 10 19
Z | S | Unknown 6 5 4 5 0 ] 2 0
@ - 8 | 6 6 | 3 1| 3 1 | o
¥ M
§ 19 | 25 16 | 13 0 6| peo.05 3 6
gl M 49 | 58| NS. 28 | 22| Ns. 4 7 (U test) 17 | 29| NS.
A P 46 35 27 19 4 1 15 15
Unknown 1 4 1 2 0 0 0 2
- 75 | 68 57 | 38 6 | 12 12 18
5 | 21
Dyspnea + 35 | 43 17 | 17 s, 3 5 _ 1 NS,
++ 3 | ] N 4 af NS 0 o| NS 9 | 13
Unknown 0 0 0 0 0 0 0 0
- 8 | 98 47 | 38 6 | 13 32 | 47
Chestpain ~ + 3% | 28] Ns. 29 | 20] NsS. 3 | 4| Ns. 4 | 4| Ns.
Unknown 2 2 2 1 0 0 0 1
’ - 30 | 37 23 | 20 3 4 |10
Rale + 58 | 60 0 | 25| yg 3 110| Ng 15 | 25| yg
++ 35 31 NS. 15 14 - 3 0 - 17 |17
Unknown 0 0 0 0 0 0 0 0
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I TIRFIREMC AW 0 3, RERR IUER
ORERCHCTHOARLMY WD LAk
(Table o RICLATFOMBTETRICDI-> TR, £
ERY—IEL TS &L bic, AIMERGS L IHCIRE
. MP [itiges PAP .« v AfBEd X U RIEPP T 880
PIER L WAL TR =T

2) #, EM, &R LUNESHNFHON K

Table 7 2R+ X ATl TIE, LIERN X R
BRI 3\ C, WRMY (FISHER : P<0.05)
A Hh, AC-1870 Mic kD b5 MALESM -
too X1, BEMAMAO WKTIE, (REPRBER
ERO CPZ Bk THBMFAO M 5D H AR
(FISHER : P<0.05) & &M >0
3) %Pk, ADHE

CHEMOTHERAPY

MAY 1985

EWER, APBHEDHME LULOEMYL AR (4
BERLED R « FRCRETEEYRE L% 04
LREME BN, OT2, PERENE, MER,
), BH (0MoKBEE, AOHE) x¥T5L,
LSEMNN LML LE - WILRERCRE Y (1
ME : P<0.01) »EBsHh, AC-1370 BHC ARD 5y
HEIAN S B Lt (Table 7),

fes, BHARONE REMMS X CRE SR,
AR 2B Shicd o1 (Table 8),

4) WBRER, PR

WA IRy D iR, W BRE, BEER %
BEE, MK MEOW BKER #7/-+¢ af
B, HKitfll (155M0), CRP, PaO, ¥ & I¥ PaCO,
% Table 2 DA 2 7L XM THIML, ThFhOEAK

Table 92 (Continued)
Total Bacterial pneumonia and| MP pneumonia, PAP Chronic RT
ola pulmonary suppuration and psittacosis onic RTI
Items Statis- Statis- Statis- Statis-
AC-1370|CPZ| tical AC-1370|CPZ| tical AC-1370|CPZ] tical AC-1370{CPZ| tical
test test test test
- 105 113 68 50 6 16 31 47
?ehyd"" + 8 | 15| Ns. 0 | 9| Ns. 3 | 1| s 5 | 51 ns
fon Unknown| 0 | 0 0| o 0 oo
- 105 113 72 52 8 17 25 4
Cyanosis + 18 15 N.S. 6 7 N.S. 1 0 N.S. 11 8| NS
Unknown 0 0 0 0 0 0 0 (1}
~<8 38 49 20 16 3 10 15 23
WEBC 8 ~<12 49 43 29 20 5 5 15 18
(x10%) 12~<20 33 30 N.S. 26 19 NS. 1 1 NS. 6 10 NS
20~ 3 4 3 3 0 1 0 0
Unknown 0 2 0 1 0 0 0 1
~<20 11 16 6 7 0 1 5 8
20~<40 27 23 13 8 3 1 11 14
ESR 40~<60 20 22 N.S. 11 12 N.S. 0 3 NS. 9 71 NS
60~ 58 52 45 29 6 8 7 15
Unknown 7 15 3 3 0 4 4 8
- 4 3 2 2 0 0 2 1
+~+ 15 16 6 3 1 1 8 12
CRP 2+~3+ 31 37 N.S. 15 16 N.S. 1 5 NS 15 16| NS
4+~ 69 | 70 52 | 37 7 |11 10 |2
Unknown 4 2 3 1 0 0 1 1
80~ 6 7 4 1 0 1 2 5
PaOe 60~<80 | 23 | 20 12 7 2 4 9 |9
(mmHg) | ©~<60| 14 |14 Ns. 5 5| NS 1 o Ns. 8 | 9| NS
~<40 0 4 0 1 0 0 0 3
Unknown 80 83 57 45 6 12 17 26
PaCO: ~<49 41 39 20 14 3 5 18 2 .S
49~ 2 6| NS. 1 o] NS 0 0| NS 1| 6] N
(mmHg) Unkn 80 7 |2
nknown 83 57 | 45 6 | 12 17 I—
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= bhic (Table 9),

£, PERLTRAS NI RAR S MR O B v

CHEMOTHERAPY
/——‘——_'_'———— P ~ .

owTRHTH L, MP filise - PAP - 49 LR MR
HEROATRID &, BERITEDL (URTE : P<0.05) At

5 EHM
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MBOJWDO M, WiRFITEMCHRLRD B
bhigdrot: (Table 10),

PERET L D ERMOHE S hrcfEME, AC-1870

Table 10 Distribution of severity on chest X-ray findings prior to the treatment
(Cases accepted by committee members)

Total Bacterial pneumonia and MP pneumonia, PAP
pulmonary suppuration and psittacosis
Score Statis- Statis- Statis-
AC-1370| CPZ tical AC-1370| CPZ tical AC-1370( CPZ tical
test test test
0 0 0 0 0 1} 0
1 1 1 1 1 0 0
2 5 10 4 9 1 1
3 22 16 22 12 0 4
4 23 18 18 11 5 7
5 17 17 N.S 16 14 N.S. 1 3 N.S.
6 13 10 11 8 2 2
7 5 3 5 3 0 0
8 1 0 1 0 0 0
9 0 1 0 1 0 0
10 0 0 0 0 0 0

Table 11 Frequency of causative pathogens and their 8-lactamase production activity

(Cases accepted by committee members)

Causative
pathogens

Total

Bacterial pneumonia and
pulmonary suppuration

MP pneumonia, PAP
and psittacosis

Chronic RTI

AC-1370|CPZ

Statis-

Statis-

tical AC-1370|CPZ| tical

test

test

AC-1370

CpPzZ

Statis- Statis-
tical AC-1370|CPZ| tical
test test

S aureus
Streptococcus sp.
S. pneumoniae
S. pyogenes

B. catarrhalis

E. cloacae

E. agglomerans
Haemophilus sp.
H. influenzae

K. pneumoniae
K. aerogenes

K. ozenae

K. oxytoca

P. aeruginosa
GNF-GNR
Klebsiella sp.
Serratia sp.

| Peptococcus

Single infection

p—
NN - OO e W

O O O O W~ O -~ O

O~ owwWwoOoOmMN S o

—
o

— e e

Polymicrobial
infection

O O OO N HO MM OO MMOOO & W

NS.

O OO M OO0 WWOoOOo O O oo N

w

O 0O 000000000 ODOOOOCOOCOOC

O O O OO0 OO0 O0O0OO0 O =ONNO O

NO -0 0000

NS.

—
—
O == O O - O OO OO =INOOW

O oo OoONO O OO

Blactamase|  +
production -
whivity  (Unknown

14
102

14
106

NS.

o W

47

17

24 42
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Fig.2 Susceptibility of the causative pathogens to AC-1370 and CPZ (Cases accepted

by committee members)

106 cells/ml

(8)

100,
,
8o}
a
9 B
5 ocof \,/'
g S5
e - ‘ (A):(C) Zcalw 0.7486 P=0,4541
4 4of [ /4  (B):(D) zcal=0.5386 p=0.5902
L] ,’ (A)+(C): (B)+ (D)
3 [ Zcal = 3.7302 P=0.0002
5 20+ '//
!,
/
0
b Drug Irotalo ,cp.05 | 0.1]0.2]0.39 0.78 |1.56[3.13[6.25]12.5| 25 [ 50 [100 109
o |AC-I0e—:A) | 24 2] s| 2 a2l 2] 1 3] 2] 2 1
PO 370 e eee:n)] 24 10 1] a| 2131 2] 1 2] 1
cpz PCL0M—=:0)|24 3] 21 2] 3] 71 | 1l 3]l 1]1]1
CPZ —--:D)] 24 6 4] 3] 311 6 | 1

P47 B, CPZ B S6ITH Y, BAMOMEIZOVT
TRFIBEIC BRI B2 T bh 7ed o7 (Table
11),

CHLDORBRENSEAD S, B-F 72— HEED
Himry et LB 43 M (AC-1370 B 21 #,
CPZ B 22 §f) L7k, ¥EEL Bt bico i
BH—EL TR LI, -7 72 < —XELEDHET,
BEABMCERLRBYREDGhichot,

BEAEOHE IR 103 fid, AC-1370 3 L Ut CPZ
x5 REZEDORENTEIL DI 48 ¥k (AC-1370
P24 ¥k CPZ B 24 B) LB THo, CPZ B
iz MIC fED /XS L, TEFDO MIC {HDO LA
CREELREY (UKRE : P<0.01) 2 @D Hhi: (Fig
2)o

3. BERHE (NEASHTE)

1) 2fEf

Table 12 27”3 X 51T BERZD R0 RIEG L,
AC-1370 R 123 §, CPZ 2 128 fiCh » 1o BRI
i3 AC-1370 B-Ci2E%) 34l (2.4%), &%) 83 ] (67.5
%), RIS G (12.2%), &EH22 § (17.9%) ¢
Hby, CPZE T, B34 (23%), B 83 4l
(64.8%), ©LHR 19 6 (14.8%), &% 23 ) (18.0
%) T, H¥H®IL AC-1370 B 69.9%, CPZ 2% 67.2
% ThHh, AERFFHCERDOEZERRShish 570

BEETCEAILTAS &, BIER 136 f) (AC-1370

P 65 §. CPZ B 71 $4) T3, AC-1370 o H#H%i

73.8%, CPZ BTt 76.1% Thotzo ¥i-hSEH

100 #4 (AC-1370 B 49 f4, CPZ B 51 #f) Cit AC-

1370 $§ 75.5%, CPZ Bt 60.8% DAEBHRTH Y, BE
¢ 15 40 (AC-1370 T 9@, CPZ B 68l Ki\Tit,

AC-1370 Pt 11.1%, CPZ B 16.7% OEYGELFL,

WHFhoBIzs T LHREANERCEEDEZREIDLL

ot

THLIEEARKE - ABHEEL, BIUEY OB4E0
A, B 3, WHEHENOES HEEOHESIT
BEMMCTRFILCER TR AEARRCEED
ERTEDHhlch o7 (Table 12),

2) MEEYERGL - BH{LBREER

AT X L MEREY Abeic 137 f (AC-1N
B 78 M. CPZ B 59 M) oW COERPER AC
1370 |C2 2% 1M (1.8%), HH 57 @ ([7B.1%)
LA IM (3.8%), &3 17 @ (21.8%) THA%
74.4% TH Y, CPZ BT E% 2 Al B3.4%), #%
38 G (64.4%), A% 57 (8.5%) #H U R
(23.7%) THHE 67.8% TH b, AENRHHED
ERXTDH LRI o,

SRR EERECEIIL TS b, BiEsIVEER
TRHVFR G HEOER Abh fprotott, HEER
54§ (AC-1370 f 33 4, CPZ B 21 §i) Tit AC-
1370 B¢ 81.8%, CPZ B 57.1% OHHETH, AC
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Table 12 Clinical efficacy (Cases accepted and evaluated by committee members)
— Total cases —
Efficacy Efficacy rate (%)
. i Drug No. of Statistical
s - .
Diagnos: cases | Excellent | Good | Fair | Pour | Excellent b|xc(c‘ller;t atistical Lest
1001
AC-1370 | 123 3 83 | 15 | m 2.4 69.9 NS
Total cases CPz | 128 3 83 | 19 | 23 2.3 67.2 S
AC-1370 9 1 0 0| 8 11.1 1.1
Severe CPZ 6 0 1| ol s 0 16.7 NS.
Severity of AC-1370 | 49 1 36 S 7 2.0 75.5 .
ifection Moderate | = -p; 51 2 29 | 6| 14 3.9 60.8 NS.
] AC-1370 | 65 1 7w 7 1.5 73.8 .
Mild (024 7 1 53 13| 4 1.4 76.1 N.S.
_ AC-1370 | 46 2 34 8| 2 4.3 78.3 NS
cpz 63 1 5 9| 8 1.6 73.0 >
Underlying R AC-1370 | 32 0 17 | 4| 1 0 53.1 NS
diseases or gTOUP | (cpz 14 1 6 | 4| 3 7.1 50.0 >
complications | +
B AC-1370| 45 1 32 3| 9 2.2 73.3 NS
BrouP | cpz 51 1 2| 6| 12 2.0 64.7 >
B AC-1370| 95 2 68 | 10| 15 2.1 73.7 NS
Pretreatment CPz 93 3 59 | 14 | 17 3.2 66.7 >
with anti- . AC-1370 | 26 1 13 51 7 3.8 53.8 NS
microbial CPZ 34 0 23 5 6 0 67.6 -
agents Unk AC-130| 2 0 2 o o 0 100 3
nknown CPzZ 1 0 1| 0] o 0 100
B AC-1370 | 49 2 32 3| 12 4.1 69.4 NS
CPz 52 2 31 9 | 10 3.8 63.5 >
Combined R AC-1370 | 74 1 51 | 12| 10 1.4 70.3 NS
drugs cpz 76 1 52 | 10| 13 1.3 69.7 >
. —
AC-1370 | ]
Unknown CPz /_/___..—-——-‘
AC-1370 o
<3 g I B
. AC-1370 | 14 0 1 0| 13 0 7.1
Duation of | 3~<7 CcPZ 15 0 2 | 1| 12 0 13.3 NS.
.treatment -
(days) N AC-1370 | 36 2 4| 5] 5 5.6 72.2 NS,
T~<u4 CpPz 35 2 25 5 3 5.7 77.1 -
L~ AC1370| 73 1 58 | 10 4 1.4 80.8 NS
CPz 78 1 56 | 13| 8 1.3 73.1 -

1370 #2'8h 5 @ (URSE, FISHER : P<0.10) %7%
L%,

ik, EWERE - AHEORMIITIIERERE - A5
EMLUR 53 | (AC-1370 2¢ 23 §, CPZ B 30 4)
TAC-1370 2 95.7%, CPZ B 73.3% D EHET
#M, AC-1370 BtcBh 2 4 (UK, FISHER : P<
010) ®RL, 2OMOFEE T VW Ih b FRAR
MRARDZIED iz >3- (Table 13),

3) MP fiiss - PAP « & v AREE

MP Bt 17 41, PAP8 @), + 4K 16I3 26 £
(AC-1370 B 9@, CPZ B 17 fl) DAZyH %, Table
14 wiRT X 51 AC-1370 B 66.7%, CPZ Bt 82.4%
T, CPZ HOHFH B\ ERRL R LIcH, MEFFEC
EREDERBDbhich oic,

BEAIME LT 13 ) (AC-1370 B 241, CPZ & 11
) ¢, AC-1370 # 0%, CPZ#81.8% DB H R T
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Table 13 Clinical efficacy (Cases accepted and evaluated by committee members)
— Bacterial pneumonia and pulmonary suppuration —
Efficacy Efficacy rate (%)
Di . Drug No. of S
1agnosis 18ti
n cases | Excellent | Good | Fair | Poor | Excellent | Excellent | Statistical tes
+ Good
Bacterial pneumonia and AC-1370 78 1 57 3 17 1.3 74.4 NS
pulmonary suppuration CpPz 9 2 38 5 14 3.4 67.8 -~
S AC-1370 6 0 0 o] 6 0 0
evere cpz 5 0 0| of s 0 0
Severity of Moderate | ACT1370 | 33 0 27 2| 4 0 81.8 wAc>cyz~
infection oderate CPz 21 1 nml| 1] s 4.8 57.1 o
Mild AC-1370 | 39 1 30 1 7 2.6 79.5.
! Ccpz 33 1 27| 4| 1 3.0 84.8 NS.
_ AC-1370 | 23 1 21 0 1 4.3 95.7 (UAC>CPz+ ‘
cpz | 30 1 2 | 3| 5| 33 | pg VPR
g"de”y'"‘ A AC-1370 | 25 0 13| 21 10 0 52.0 NS
1seases or Broup | cpz 6 1 o | 2| 3 16.7 16.7 A
complications -
B AC-1370| 30 0 23 1 6 0 76.7 NS
groub | cpz 23 0 17 | ol 6 0 73.9 '
B AC-1370 | 57 0 46 ol n 0 80.7 NS
Pretreatment cpPz 46 2 28 4| 12 4.3 65.2 >
with anti- . AC-1370| 20 1 10 3| 6 5.0 55.0 NS
*microbial cpPz 13 0 10 1 2 0 76.9 >
agents Unknown | AC1370 1 0 1 of o 0 100
Cpz 0 0 0 0| o - -
B AC-1370 | 40 1 28 1] 10 2.5 72.5 NS
CPZ 28 2 13 4| 9 7.1 53.6 -
Combined . AC-1370 | 38 0 29 2| 7 0 76.3 NS
drugs ' CPZ 31 0 25 1 5 0 80.6
Unknown AC-1370 _,__-——-//
CPz —
- / )
<3 AC-1370 __’___J/—-—/
CpPzZ I
AC-1370 | 13 0 1 0| 12 0 7.7
i 3~<7 NS.
Duration of CPZ 12 0 2 | ol 10 0 16.7
treatment
(days) 1-<iq |AC1O[ 21 1 17 2| 1 4.8 85.7 NS,
CPz 17 1 1 2| 3 5.9 70.6 )
" AC-1370 | 44 0 39 1] 4 0 88.6 NS.
cpz 30 1 25 3 1 3.3 86.7

»bh, CPZ BANAEE (UKRE : P<O0.05, FISHER : P<
0.10) @I T\ 7chs, ZDOMOEATIX, WFhi®
EARMCAEROZIZD bhicd o1 (Table 14),
1) IBHEPRBERIED
1BIEPRO SRR GERE 88 f (AC-1370 2% 36 41, CPZ
52 B) woWTaHB &, Table15 kiR X 5ic AC-
1370 BETIXEH 261 (5.6%), HH 20 # (55.6%),
XHEY 12 41 (33.3%), &R 2H (5.6%) THHK

it 61.1% T, CPZ BTixEM 1M (1.9%), %%
31 M (59.6%), ®oHW 11 A (21.2%), %49
(17.3%) CHHEIL61.5% ThHolo HEMRHOH
BHEC IEROERED SR, OCEHETET
WFROE B DWT b ARAR A RO EREDD
hird o7 (Table 15),

4. BERHE EHREAD

NERLREM 251 D5 b, TRER X SHRAE
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Table 14 Clinical efficacy (Cases accepted and evaluated by committee members)

— MP pneumonia, PAP and psittacosis —

497

Efficacy Efficacy rate (%)
Diagnosi Drg | Mo Statistical
0SIS al
aen cases | Excellent | Good | Fair | Poor | Excellent Excellent istical test
+ Good
MP pneumonia, PAP AC-1370 9 0 6 0 3 0 66.7 NS
and peittacosis cpz 17 0 14 3 0 0 82.4 >
S AC-1370 1 0 0 0 1 0 0
vere cPz 0 0 o| o] o - -
Severity of AC-1370 4 0 2 0 2 0 50.0
infection Moderate CpZ 6 0 4 2 0 0 66.7 NS.
_ AC-1370 4 0 4 0 0 0 100
Mild CPZ 11 0 10| 1| o 0 9.9 NS.
B AC-1370 4 0 4 0 0 0 100 NS
cPz 14 0 1 3 0 0 78.6 >
Underlying AC-1370 | 1 0 o of 1 0 0
diseases or Agrow | cpg 0 0 o of of - -
complications | +
B group | AC1370 4 0 2 0 2 0 50.0 NS
CPzZ 3 0 3 0 0 0 100 >
_ AC-1370 6 0 4 0 2 0 66.7 NS
Pretreatment CPZ 1 0 9 2 0 0 81.8
with anti- . AC-1370 2 0 1 0 1 0 50.0 NS
microbial CPZ 5 0 4 1 0 0 80.0 e
agents Usknown | AC-1370 1 0 1 0| o 0 100
mno cpPz 1 0 1| of o 0 100
B AC-1370 2 0 o | of 2 0 0 oAU e
) CPZ 1 0 9 2 0 0 81.8 | SPZ>ACHFISHER:
Combined . AC-1370 7 0 6 0 1 0 85.7 NS
drugs cPz 6 0 5 1 0 0 83.3 >
AC-1370 |
o Unknown CPzZ /L’___,_..__———-/
- —
AC-1370 b —
AC-1370 1 0 0 0 1 0 0
i ~ NS.
Duration of | 3~<7 cPz 1 0 o| 1] o 0 0
treatment
(days) _ AC-1370 3 0 1 ol 2 0 33.3 N
T~<u4 cpz 9 0 8 1 0 0 88.9 S.
AC-1370 5 0 5 0 0 0 100
~ NS.
u CPZ 7 0 6 1 0 0 85.7 S
E—‘

OhEhi: 243 §y (AC-1370 B 120 §, CPZ B 123
J R2WTHB &, Table 16 iRt X 5, AC-1370
ROES 27 §i (22.5%), K% 63 B (52.5%),
SRS 14 (1.7%), w3 16 B (13.3%) T, B
K 75.0%, CPZ BcixEs 17 fl (13.8%), %
S0 G2.8%), vou% 20 1 (16.3%), &% 21 fi
U7.1%) o, Fsh%iz 66.7% & AC-1370 Br'Eh %
Br (Ul : P<0.10) %RL70

ChERKBRNCEIT2 L, MEMEmL - fHLIRiE
I XV MP Jfik - PAP « o ARBETIE, WTFhd
AEARECEEDZITED bhieh oo, BEPR
BRRYIERE 87 f| (AC-1370 B¢ 36 fl, CPZ # 51 )
oW T D FK %Kiz, AC-1370 3% 83.3%, CPZ ¥
60.8% THhH, AC-1370 EXE®E (UKRE : P<0.10,
FISHER : P<0.05) i@ h T\ 7%= (Table 16),

5 ER, TR, REXRO#EB
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Table 15 Clinical efficacy (Cases accepted and evaluated by committee members)
— Chronic RTI —

Efficacy Efficacy rate (%)
Diagnosis Drug No. of Excell Statisti
A cases | Excellent | Good | Fair | Poor | Excellent xcellent ical test
+ Good
. AC-1370 | 36 2 20 [ 12| 2 5.6 61.1
Chronic RTI CPZ 52 1 31 | 11| 9 1.9 61.5 NS.
AC-1370 2 1 0| 1 50.0 50.0
Severe crz 1 0 1 0 0 0 100 NS.
Severity of AC-1370 12 1 7 3 1 8.3 66.7
infection Moderate | -,y 2 1 4| 3| 6 4.2 62.5 NS.
, AC-1370 | 22 0 13| 9| o 0 59.1
Mild CPZ 27 0 6 | 8| 3 0 59.3 NS.
_ AC-1370 | 19 1 9 | 8| 1 5.3 52.6 N
CPZ 19 0 13| 3| 3 0 68.4 S.
E"de”y'"g A AC-1370 6 0 4| 2] o 0 66.7 N
iseases or grow | cpz 8 0 6| 2| o 0 75.0 S,
complications | 4
B AC-1370 | 11 1 7| 2| 1 9.1 72.7 xS
group | cpz 25 1 2] 6| 6 4.0 52.0 A
_ AC-1370 | 32 2 18 [ 10| 2 6.3 62.5 X
Pretreatment CPzZ 36 1 2| 8| s 2.8 63.9 :
with anti- N AC-1370 4 0 2 | 2/ o 0 50.0 s
microbial CPZ 16 0 9 | 3| 4 0 56.3 B
agents AC-1370 |
I
Unknown CPZ /_’__,____._/
~ AC-1370 7 1 4 | 2| o] 143 71.4 NS,
cpPz 13 0 9 | 3| 1 0 69.2 -
Combined . AC-1370 | 29 1 6 | 10| 2 3.4 58.6 XS
drugs CPz 39 1 2 | 8| 8 2.6 59.0 >
AC-1370 [—
Unknown _______r—/
AC-1370 -
<3 L —
CPz [
AC-1370| 0 0 o| of o - -
; ~<
Duration of §~<7 CPZ 2 0 o of 2 0 0
treatment
(days) s-c14 |ACILIO| 12 1 6 | 3| 2 8.3 58.3 NS,
cPz 9 1 6 | 2| o 1.1 77.8
Lam AC-1370 | 24 1 “ | 9| o 4.2 62.5 NS
CPZ 41 0 25 9 7 0 61.0 ’

BIER, FR RERS RRMBMICE~, 30 BAERCOWTOL, 3 A#kRT CPZ Bod
%, TH#, 14 BROSMMAIIC SO X Sic#B LY %EA AC-1370 Bic~@h5 3 (FISHER: P<
DR LI, Tk, BITICHIc b LML EL T 0.10) #mRL7 (Fig.3),

ERD LS D F L IREFTENERMED $ DB\ T 2) MEER% - ECBER

BEFL 1o, 7 BROHROFEELHS &, AC-1370 Fix (P
HUT, MEABMCEORD bhicHAROVWTHN  BIRE~HEE (URE : P<0.01, FISHER : PO
Bo BRTHY, 14 BHIC LT b AC-1370 HOJHRS

e % (URE : P<0.05, FISHER : P<0.10) KERTY
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Table 16 - Clinical efficacy evaluated by doctors in charge for cases accepted by committee members

\

No. of Efficacy Efficacy rate(%)
0. 0
! Diagnosis Drug : Statistical test
} aen cases | Excellent | Good | Fair | Poor | Excellent Excellent
+ Good
Bacterial pneumonia and|AC-1370( 77 20 36 10|11 26.0 72.7 ‘ NS
pulmonary suppuration CPZ 59 13 27 5] 14 22.0 67.8 -
MP pneumonia, PAP AC-1370 7 2 2 2 1 28.6 57.1 NS
and psittacosis Ccpz 13 0 11 0 2 0 84.6 e
AC-1370f 84 2 38 (12 ] 12 26.2 71.4 NS
Scb total cpz | = | 13 |3 |s|w.| 181 | 708 >
ic RTI AC-1370| 36 5 25 2 4 13.9 83.3 |AC>CPZ*(U test : P<0.10)
Chranic CpPz 51 4 27 15 5 7.8 60.8 |AC>CPZ*(FISHER : P<0.05)
AC-1370] 120 27 63 [ 14 | 16 22.5 75.0 . )
Total cPz | 123 17 |65 |20 |2 | 13.8 | ey |ACTCPZIU test:P<0.10)
%o 1z, 3 HEOBREROHFERIZ, AC-1370 H2d 7o

CPZ B h@h5 ) (FISHER : P<0.10) #73= L =
B, BRkEROKERS, CPZ H LD EE (Fis-
HER : P<0.10) #xL7: (Fig.4),

3) MP i - PAP « 4 o ASRHE

TAKDMMRYORF KL, CPZ Bit AC-1370
L YEE (UKRTE, FISHER : P<0.05) iofh T\ i,
Tk, M AR BT A TN WRE, wRER, RiE
OHFETH, CPZ Bt AC-1370 Hr v Eh S HA
(FISHER ¥7-i2 UG : P<0.10) *7rL 7= (Fig.5),

H BETPRERMER

3EBRRIV 7 AR 4iEo HEX 12, CPZ FA
AC-1370 Fz . ~Eh 2 5 (FISHER ¥ -1 UKRE :
P<0.10) % ;RL#A%, 3 H&D BRI HTIX, AC-
B0 HoRERIE h 5 HH (UKRTE, FISHER : P<
0.10) %R L7 (Fig.6),

5 WSvREOHH

MRAGKRWT, B vRBORAL L I Wil
BMi% - MCRER S X0 MP Jifi% - PAP - ¥ A%
Browt, BB vRBOHRFOBEYHERARMTL
&&ﬁl,f:o

ROEERG 2 - BHLIBGERECIX 7 BEDOBR V&I
WT, AC-1370 ®odkERS CPZ it ~EBh 5 EHA
(URSE, FISHER:P<0.10) %R L 7o MP ffisz -
PAP« & v nfmltD Kot v &Rz, 3 A CPZ
i @®haEl (UKTE : P<0.10) %RL, 7THHET
A% (FISHER : P<0.05) iw@h Ty 7 (Fig- Do
V8 REBIIRKSE L BN R
CBAENOMKSRY Table 17 LR Lo 75 585
EWCix S. preumoniae, S. aureus 1'% HWIH, H
RO®izicvt, vwFhi CPZ BHHEVEDRYRL

77 ARHEECIL, . H. influenzae L P. aeruginosa O
SMIREH L, H.influenzae i+ 5 BRI, AC-

' 1370 7t 82.4%, CPZ 2t 88.9% T, MEFRMCEE

DEZBDH LRI 21, L L, P.aeruginosa Tt
T2 Rz AC-1370 B 33.3%, CPZ ¥ 10.0% T,
AC-1370 #nt CPZ BE b ~Eh 2\ (UKRE : P<
0.10) #RL1o BT, 77 slMEELAETE AC-
1370 B 68.8%, CPZ #£51.7% & AC-1370 HH A
AL, AC-1370 BH CPZ Bichk~EhBEA
(UK : P<0.10) @D bht, ¥, BABRTD
AC-1370 Bfi3 57.1%, CPZ 813 33.3% DELHETH
stchl, BREOEZRBED R0, ULk BRED
FESE L 7. AC-1370 B¢ 47 GloB#hEix 68.1%, CPZ
L 56 BlTix 57.1% THbh, AC-1370 o EHHE
M CPZ B LE-H, FEOECRELLM o
(Table 17),

RAENOMEFHHRICOWTAHS L, S. prneumo-
niae “Ci% AC-1370 £ 75.0%, CPZ £ 90.0% & CPZ
BN BV &Y KL, S.aureus Tt AC-1370 ¥
50.0%, CPZ 2% 40.0% & AC-1370 B &\ &Ry
FLH, WIEhd FED 23X Bdbhlkholk, ¥
12, 75 ABHELSHETIE CPZ BNBEWNAEYRL
fohs, BEOZRDDLRILN T,

77 ARBETIE, SBEE O B - & Hinflu-
enzae T, HEFIFEL S 100% DOHEEEXRLI, P
aeruginosa O 4y W X hoi: 18 f| T %, AC-1370
33.3%, CPZ Z£ 11.1% L AC-1370 B 0 14 & R »
CPZ #¥ ERl»Tish, i, 77058 ELHETD
AC-1370 B¢ 74.2%, CPZ 2 57.1% & AC-1370 FaA'
BUWCHARRRLLY, AEOEIRDLRAED ST,
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Fig.3 Improvement profile of symptoms, signs and laboratory findings (Total cases
accepted by committee members)
ime
Improvement rate (%) Statistical
D
ttems | DA¥ed 10 20 30 4050 60 70 80 test
Body 3 N.S.
tempera~- 7 ¥ \ N.S.
ture (°C)[ 1, 4 N.S.
3 Ol N.S.
cough [ 7 SN '
14 o N.S.
3 i N.S.
v:: T N.S.
g5" 14 S S~ NS
: A <.
& pro- 3 S N.S.
pertyl 7 N N.S.
14 * N.S.
3 °"~\ N.S.
Dyspnea 7 "\N\\ N.S.
14 e N.S.
3 ho S N.S.
Chest
pa?.: 7 \*’&: - N.S.
14 = N.S.
3 !--~2’~\§:‘b N.S.
Rale 7 RN N.S.
14 » N.S.
3 O~ CPZ>KC* (FiSR P<0.10)
Dehydra- P —
tion 7 N.S.
14 L N.S.
3 l o~ N.S.
Cyanosis 7 | n.\\\\\ N.S.
14 _ K N.S.
3 NS N.S.
wBe U \""Q, N.S.
14 | ¥~o N.S.
3 POy l N.S.
far
ESR 7 T==rRo | N.S.
14 o N.S.
3 Otk N.S.
-...
CRP 7 ""X N.S.
14 x N.S.
3 Ol x N.S
—r) .S,
Pao, 7 PE"_ N.S.
14 ] - N.S.
3 L~
Paco, - L L < .
14 =T~ T

o—o AC-1370
x—==x CPZ

DEH&RL 70.5%, CPZ B 55 AT 60.0% Th
b, AC-1370 BOEMNLRA CPZ gy LEon
BOETIXESTeh o7 (Table 18),

7. EIfeA, BKREERE

¥, BARRMTY AC-1370 B 57.1%, CPZ ¢
33.3% & AC-1370 BN BV -HARY R LN, HED
ZRTED bR 21,

PE, MEEHHEOHTE SR AC-1370 # 44 4
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‘Fig.4 Improvement profile of aymptoms, signs and laboratory findings (Bacterial
pneumonia and pulmonary suppuration cases accepted by committee members)

T | Time Improve
Items |[(Days e ment (%) Statistical
latey| O 10 20 30 40 50 60 70 80 90 teat
Body 3 NN | N.§.
| tempera- 7 *Taa AC>CP2** (FISHER, P<0.01) %
ture (°C)[ 14 Sk AC>LPZ* (Fiser, P<0.10)®
3 e N.S.
Cough 7 “"‘%\ ‘ N.S.
14 [ox N.S.
Qo
] Vol- 3 '\\ N.S.
ume 7 K N.S.
—
,5, 14 x o N.S.
2 ol TN Oy +
& | pro- ; ___-'__\\_\_x IA:»sc#z (FisHER P<0.10)
perty o N .S.
14 ~ [y
3 Mo e L L. N.S.
Dyspnea 7 =~ ~x\,:o~ N.S.
14 ~IS N.S.
ke e ] O
Chest 3 “‘N\,‘N N.S.
pain ! TN N.S.
14 b T~y N.S.
3 s S| N.S.
Rale 7 ""‘\ N.S.
14 Svo N.S.
3 o y CPZ>AC* (FisHER, P<0.10)
Dehydra- 7 \7 \\\., N.S
tion o .S.
14 N.S.
i 3 e N.S.
: fCyanosis 7 N N.S.
14 o T=¥N.S.
3 O s N.S.
WBC 7 \?;\0 N.S.
14 r N.S.
3 h'\x‘,\s_. N.S.
ESR 7 S N.S.
14 F~=T~o N.S.
3 Ot L Xl N.S.
CRP 7 “‘{\ N.S.
14 N x N.S.
Omeecned Ko o e .
3 '\\ —n—~_‘____-.- s N
P20, 7 T ~-fN.
o—t|
14 N.
3 P T
Paco, 7 ‘
14 !

o—o¢ AC~1370 (1) AC>CPZ** (U test, P<0.01)
X—~X CPZ (2) ac>cpz* (u test, P<0.05)

MRASHEC L5 AMEA BIfEA 1%, Table19  20),

KRtk 5k AC-1370 B 13 §i (9.7%), CPZ Bt 6 4l BIfEFD NI, AC-1370 HTRRBB AW, R5 - &
WS%) kBB bR, 205 b, BENdEShicE  ER2H, RS- RU2H, RS- WS- KK 2DA
Mz, AC-1370 B o4, CPZ BE3MITH o7 (Table 14|, BEFEOLWER1M, ™16, FTH2AT
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Fig.3 Improvement profile of symptoms, signs and Isbosatoty findings (MP pneumonis,

(: PAP and paittacosis -cases acoepted by committes member®) 5. ., -

ona

Ite Time Improvement rate (%) Statistical
™ 0w=)d o 10 20 30 40 50 60 70 80 90 |test
Body 3 B ~~dal] pMeSe
tempera- 7 ‘ ﬁ.ﬁ’ u.8, -
ture (°C)| 14 O YN.s.
3 ' e Y S N.S.
Cough 7 ' 7 It S N.S.
T4 =~ CPIOAC* (FisR P<0.10,
Vol 3 X t——d o N.S,
o1~ ate oo
Vel - \\ ---.‘..______.‘_ N.S. )
8 14 — ~~1 P PSR POW)
r§' Pro- 3 "-&:ﬁﬁ LI E
7 ‘"-7’ N.S.
perty o
14 % (PI>ACT (U test, P<O10)
3 K~ N.S.
Dyspnea 7 ‘*’k\% N.S.
14 S
o N.S.
Chest 7 ,1“ Pt NS -
pain ~—d L -S. ;
14 L Oy — ]
3 o—~—J==-l_ | || [m.s.
Rale 7 - N.S.
o1 ! ”1 i
14 ‘ N.S. .
O~ , N.S.
Dehydra- 3 1\;\\4
tion X i
14 i
3 ! [
Cyanosis 7 i J
14
3 X oar® N.S.
WBC 7 °‘< T CPI>AC F.s<r P00
14 p x~ N.S. .
3 T — I N.S.
ESR 7 P e St N.S.
14 ] B CPI>AC FokR PO
3 *tmade N.S.
CRP 7 X N.S.
14 N.S.
3 -t
Pao, 7 - — N.S. '
14 P T~ =-% N.s.
3
PaCO2 7
14
o—0 AC-1370 (1) CPz>AC* (U test, P<0.0S)
X===X CPZ (2) cpz>ac’ (U test, P<0.10)

BY, CPLETRIRE - R¥ 10|, R¥M10, AKE CPZ BT 35 (i (28.7%) KRELLA, EELION

T- BRI, THLA EHSCOEE - EML1A <, EOERLORRRMRE baWt7 /A7

BIVEMNPOLOMER - BRAFE1ATH -7, —¥D LR X CFBBROMS TH T (Table 2o
KR RME(ER % 12 AC-1370 3£ ¢ 34 8 (26.6%), B ErE, BERARREL D, tORAK
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Fig.6 Improvement profile of symptoms, signs and laboratory findings (Chronic RTI
cases accepted by committee members)

Time Improvement rate (%
Items (Daysr) (%) Statistical
latepl O 10 20 30 40 50 60 70 80 90 test
Body 3 kK CPZ>AC* (FisHER, P<0.10)
tempera- | 7 p A CPZ>AC* (FisHeR, P<0.10)
ture (°C)[T14 x1” N.S
3 b Wk N.S.
-~
Cough 7 \’\ N N.S.
14 | X N.S.
Om X
vol- |—3 N — s ‘
. 7 X< N.S.
g |ume \~& -+
3 14 x N.S.
O X~
5‘,' o 3 oy N N.S.
perty " 7 “ N.S.
14 x N.S.
o~ > N.S.
Dyspnea 7 \ﬁﬁ\ N.S.
14 X N.S.
K
Chest 3 [\ i(/ N.S.
X N.S
pain .
14 [~~~ | % N.S.
3 el AC>CPZ* (FigR P<0.10)?
Rale 7 "ﬂstl N.S.
14 . N.S.
3 4
Dehydra- 5 @
tion
14 §
‘ 3 >:‘D\.\ N.S.
Cyanosis 7 x\\ Mo~ N.S.
14 T T~ n.s.
L0
3 1 ’//x N.S.
WBC 5 ol ¢ N.s.
14 ST N.S.
3 ——— \ N.S.
ESR 7 T T TS N.S.
14 ~x [T~ N.S.
3 P pe— N N N.S.
CRP 7 \Y‘-;K N.S.
14 x N.S.
3 P e N.S.
a0, 2 ?}'Zt N.S.
14 [~ ~=x N.S.
3 e
Paco, 7 x7 N.S.
(i 14 =1~
o——0AC-1370 (1) cpz>Act (U test, P<0.10)
Xm e =x CPZ (2) ac>cpzt (U test, P<0.10)
KRAEARM CEED 2D b ieh - T HHELTERE e 2k iz e 258 BITH5,
8 HAmE PERASK BT, PIERSHEAUHERYE (Table

- RRECOWTO BT SUERIBIL, BEbRAD RO B 3) KESWTHAKD H L HES DX, AC-1370
NREG 251 flic, BIfERIC X b 6.4 7 VR THRE  BHC 125 fish 81 4 64.8%, CPZ B¢ 128 fijsh 84 il
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Fig.7 Improvement rate of chest X-ray findings (Total cases accepted by committee
members except for chronic RTI cases)

Bacterial pneumonia and
) pulmonary suppuration

100

50 |-

Improvement rate

1 n 1 Il

MP pneumonia, PAP
and psittacosis

Total except for chronic R7r

Before Before Before
~3 days -7days -14 days
later later later

(1) AC> cpz* (FisHEr, U test: P<0.10)

later

O AC-1370
Xom == — -x CPZ

65.6% T, MEFHMICARDOEIEDLhish ot,

¥, EREOUTECLEDTHAKSIVCERALHE
ARi-EMZ, AC-1370 B 117 fid 84 4 71.8%,
CPZ B 117 b 81 § 69.2% T, MEXREICHED
EITH bhich - o (Table 22),

III. * -

3E4E, immunocompromised host DM 4 5 R FfE
OEHNELL, MERREORAES 77 ABEEE
RHEREOHMAED b, ThEHELTHEAR2 b
AMDYLK, T BN B-lactamase I X W BT L7 = A
FrEELBARIh 20D, AW £O—2 ThH2D
A5, in vitro WRITAHEIGEEX D invivo Tk 3%
Eoifh, MFENCX2RENOHE, <707 -
S, FRROAREO WML Y, LA BRDHHIEY H
WTHEANRDELEX DD MO €7 - AFIER
HKRERKBETH DM,

4E, FBELIFRORER BRI AT 5 KSR
&, REMtEY X ) BECTHET 5 lodic, CPZ #1HR
RETH_EEREC I EBRRYER L1z, MEE
DEEL, REFREBIECHEAIh, TOMFMLE
{, %7- AC-1370 LR 7 5 ABKEL b P.aeru-

Before Before Before
-3days -7 days ~14 days

(2) cpz>act
(3) cpz>Ac*

1 'y
Before Before Before
-3 days -7days -l4days

later later

(U test: P<0.10)
(Fio€R, : P<0.0S)

later later later

ginosa ¥ ¥l 77 ABUBMTHLTH @A HEHY
#+5 CPZ iil4ThHD LHAKLE,
BAERROBRERR, FREBPEORERLLIIE
SBEED R\ S.pneumoniae, S.aureus, K. pneumoniae,
H.influenzae s k1% P.aeruginosa Y3375 AC-1370
DHEHIX CPZ L hLLRFHY, w9 2238k
BV HRFRI 5 {lER T, AC-130 i
CPZ MBS\ L, LLAER: BHRLARLTWET
N, X-FEM 1g 1B ARMBERO NFRERS
%, AC-1370 D hd F FEMTIX HBHM, 1gone
shot MEBOHEND 2 v x4 —A—gic L5 RRT
IREOIVERS REATVWSZEY, —BERRART
ORFHBRRIEI 5 AC-1370 © 1 HE5EE 2¢
DELEL, 2ok CPZ ORBEAERSAILRR
Rickis CPZ o1 HE5RY 2g THBOLRL
Xy, XRB01AHEEIHENED 22 LAREL
foo ¥, BEHER, WThb AHEHEL L
NEREI K B BKSEMTHEAOFRATFRE
it SEMADDVCRARBRCRVT, B, 25
HEMOHE, EBER - AGEOHSE, BRERDA
Bic $5\CHED £ T bhi: bO#Hoke L
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Table 17 Clinical efficacy classified by causative pathogens

(Cases accepted by committee members)

Clinical efficacy

Efficacy rate

i thogens Drug Total Statistical 1
Cavsative pathoge Excellent | Good Fair Poor (%) atistical test
AC-1370| 3 0 2 0 1 66.7 NS
S. aureus cpz 5 1 3 1 0 80.0 >
AC-1370[ 1 0 1 0 0 100
Streplococcus 0. | cpz 0 0 0 0 0 -
] AC-1370| 4 0 3 0 1 75.0 NS
S pnewmoniae CPZ 10 1 8 1 0 9.0 >
AC-1370| 0 0 0 0 0 -
S. pyogenes CPz 2 0 1 1 0 50.0
AC-1370| o0 0 0 0 0 —
Peptococcus cPz 1 0 0 0 1 100
AC-1370| 8 0 6 0 2 75.0
Sub total cpz 18 2 12 3 1 77.8 NS.
i AC-1370[ 0 0 0 0 0 —
B. calarrhalis CPZ 2 0 2 0 0 100
. AC-1370| 1 0 1 0 0 100
- cloacae cPz 1 0 0 0 1 0
AC-1370| 1 0 1 0 0 100
E. agglomerans cPz 0 0 0 0 0 -
) AC-1370| 2 0 2 0 0 100
g | Hoemophilus sp. 1 cpg 0 0 0 0 0 -
] AC-1370| 17 0 14 3 0 82.4
S lma .
= H. influenzze cPz 9 0 8 1 0 88.9 NS.
g K . AC-1370| 0 0 0 0 0 —
pneumoniae CcPz 3 0 2 0 1 66.7
X AC-1370| 1 0 0 0 1 0
- derogenes cPZ 0 0 0 0 0 -
X ossonce AC-1370| 0 0 0 0 0 —
- zaend CcPz 1 0 1 0 0 0
Ac-1370| 1 1 0 0 0 100
K- ontoca CPz 0 0 0 0 0 -
P sore AC-1370| 9 0 3 4 2 33.3 AC>CPZ* (U test :
- dergmosa CcPz 10 0 1 2 7 10.0 P<0.10)
AC-1370| 0 0 0 0 0 —
GNF-
GNR CPZ 1 0 0 1 0 0
AC-1370| 0 0 0 0 0 —
Kl
lebsiella sp. o X o 0 . 0 .
. AC-1370| 0 0 0 0 0 —
S !
7ratia p CPZ 1 0 1 0 0 100
Seb total AC-1370| 32 1 21 7 3 68.8 AC>CPZ* (U test :
ota cpz | 2 0 15 5 9 51.7 | P<0.10)
AC-1370| 40 1 27 7 5 70.0
Total N.S.
7 CcPz 47 2 27 8 10 61.7
) 2 1 57.1
Pebvmicrabia inosi | AC1370| 7 0 4 NS,
lymicrobial infection CP7 9 0 3 3 3 3.3
‘ AC-1370| 47 1 31 9 6 68.1
A NS.
1 total cpz | 36 2 30 1 13 57.1

+1



506

CHEMOTHERAPY

MAY 1pgs

——e

‘lable 18 Bacteriological effect classified by causative pathogens
(Cases accepted by committee members)

Bacteriological effect x
. Partial Eradication Stlti.ltiu]
Dr Total . :
Causative pathogens w“ ota Eradicated | eradicated | Replaced | Unchanged| rate (%)  test
or decreased
s AC-1370| 2 1 0 0 1 50.0
. QUYeuUs CPZ 5 2 0 1 2 40.0 NS.
AC-1370] © 0 0 0 0 -
Streptococcus sp. CPZ 0 0 0 0 0 _
) AC-1370| 4 3 0 0 1 75.0
S. pmeumoniae ez | 10 9 0 0 1 %.0 NS.
s AC-1370| 0 0 0 0 0 — -
: progenes CPZ 2 2 0 0 0 100
AC-1370| 0 0 0 0 0 -
Peptococcus CPZ 1 1 0 0 0 100
AC-1370| 6 4 0 0 2 6.7 .
Sub total CPZ 18 14 0 1 3 77.8 NS.
. AC-1370 o 0 0 0 0 - _
B. catarrhalis CPZ ) 1 0 1 0 50.0
E AC-1370| 1 0 1 0 0 0
- cloacae CPZ 1 0 0 0 1 0
£ agl AC-1370| 1 1 0 0 0 100
- agglomerans CPZ 0 0 0 0 0 -
) AC-1370| 2 1 1 0 0 50.0
.E Haemophilus sp. CPZ 0 0 0 0 0 RS =
Bl AC-1370| 16 16 0 0 0 100
£ | H. influenzae CPZ 9 9 0 0 0 100
K]
5 ) AC-1370| o0 0 0 0 0 —
& | K- pneumoniae CPZ 3 3 0 0 0 100
K aoraencs AC-1370| 1 1 0 0 0 100
- Gerog CPZ 0 0 0 0 0 -
K ommenae AC-1370| 0 0 0 0 0 -
: cPz 1 0 0 1 0 0
AC-1370| 1 1 0 0 0 100
K. onytoca CPZ 0 0 0 0 0 -
j AC-1370| 9 3 1 0 5 3.3
) S,
P. aeruginosa CPz 9 1 0 0 8 1.1 N
AC-1370| 0 0 0 0 0 -
NF-GNR
GNF-G CPZ 1 0 1 0 0 0
. AC-1370| 0 0 0 0 0 -
Ki .
lebsiella sp cpPz 1 1 0 0 0 100
) AC-1370| 0 0 0 0 0 -
Serratia sp.
77603 SP CPZ 1 1 0 0 0 100
AC-1370| 31 o 3 0 5 74.2
Sub total NS.
ub tota cPzZ 28 16 1 2 9 57.1
Total AC-1370| 37 27 3 0 7 73.0 NS.
CPZ 46 30 1 3 12 65.2
... . |AC1370] 7 4 2 1 0 57.1 :
Polymicrobial infect: NS.
YMI ) miection CPZ 9 3 3 1 2 33.3
AC-1370| 44 31 5 1 70.5
All total NS.
CPZ 55 33 4 4 14 60.0
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Table 19 Side effects (Cases accepted by committee members)
Drug AC-1370 CPZ
No. of cases evaluated 134 132
5 ith
No. of cases wi 13 (9.7%) 6 (4.5%)
side effects
Statistical test N.S.
. Continue | Discontinue | Continue | Discontinue
Symptoms and signs
_ 4 9 3 3
Eruption 1 3
Eruption. Pruritus 1 1
Eruption.Fever 2 1
Eruption.Wheals. 1
Itching . Blisters
Desquamation of face 1
and head skin
Fever 1 1
Appetite decreased. 1
Malaise
Diarrhoea 2 1
Swelling. Tenderness 1
at the injection site
Swelling.Redness at 1
the injection site
Table 20 Incidence of cases discontinued due to side effects
(Cases accepted by committee members)
No. of cases No. of cases Rate of Statistical
evaluated discontinued | discontinuation test
AC-1370 134 9 6.7 (%) NS
CPz 132 3 2.3 (%) -

L BYRT 4 » 7ERAHR TR BDREAE
KPR RIFI V30 L S his,

FEED MBI 2 - IHLIBER T2 AC-1370 BEAS
Bha@ayRL, EKMS AFO BRHES RESh
ko ZORSUL, 7 HEORSE vREOHERY, AC-
B0 CPZ B VBh o HE AR L b L ELD
hice

BERBBRIMETIE, £k LOEABROEHERC
FOTARARMCAEBEDO 23/, ¥, ER - TR
DERECHWTHB LA EERBED LR, TEFO
R ERS L AT < Rt

T, 7 2 AREAO BIEHBLIZ B2 MP
li%t « PAP « + & A0 A 4%I2 CPZ B AC-1370
RLOBELRULS, HROZRA DRI ok,
RBROJFRCREFOEAKOWT CPZ HAE

hofEmE i xEBhic ey R,

BAEIBKHRTR, SEALLVIRBERRMIC
F\T AC-1370 H¥A BV BRELRL, B P aeru-
ginosa ¥ XU/ 7 AEHRBUMRESA T 35\~ T AC-
1370 BHH B L EA PRI,

hEFEDI% - LIBEC st 5 AC-1370 D @Ehic
BEIRZNE, X 5ic P.aeruginosa % &t 7 5 AAMEE S
Gl L TN IR RSB R &1k, KFD
in vitro GIETEMECEABIRBORSRY LHBTS 2 Lk
HETHD, REVFRANETS L VbR TSRS
HEDHEBHENBELI-LDOTH S5 LHEEIhD,
Lil, TORERBEHICIISE S SICHEMT REEHTT
BRBLETH D,

ek, ERER X3ERHEHE L, £EALLUE
PR B RYEREC 5\ T AC-1370 MBI 2 EHEAY
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Table 21 Abnormal laboratory findings
(Cases accepted by committee members)

MAY 1985
T

Drug AC-1370 CPZ
No. of cases evaluated 128 122 "
No. of cases with 34 Sta::ncal
abnormal findings (26.6%) (28.7%)
Statistical test N.S.
RBC 2/126 (1.6%)| 3/119 ( 2.5%) N.S.
Hb 1/126 (0.8%)| 3/119 ( 2.5%) N.S.
Ht 1/126 (0.8%)| 3/119 (2.5%) N.S.
Platelet 1/123 (0.8%)| 1/115 (0.9%) N.S.
WBC 3/128 (2.3%)] 3/120 (2.5%) N.S.
Eosino. /17 (6.0%) |13/113 (11.5%) N.S.
GOT 11/124 ( 8.9%) | 10/117 ( 8.5%) N.S.
GPT 15/124 (12.1%) | 15/117 (12.8%) N.S.
Al-P 10/120 (8.3%)| 4/116 ( 3.4%) N.S.
BUN 3/123 (2.4%)| 1/115 ( 0.9%) N.S.
S-Cr 1/120 (0.8%)| 1/112 ( 0.9%) NS.
Urinary protein 1/109 (0.9%)| 0/110 (0.0%)
Urinary sediment (RBC) | 1/105 (1.0%)| 11107 (0.9%) NS.
»GTP 1
LAP 1

Table 22 Usefulness (Cases accepted by committee members)

Usef Rate of use-
No. of fulness(%) Statis-
Judgement | Drug ca(;: v ligh Very | tical
us:::l Useful Su;gef:]]y Useless Vezl useful | test
use + useful
By commit-| AC-1370 | 125 2 79 20 24 1.6 | 64.8
tee NS
By doctors | AC'1370| 117 29 55 18 15 | 48| 7.8 NS
in charge CPZ 117 18 63 21 5 (154 e92 |

Rlico TR2EABIVEEBRROEDRY NERL
HEC IDERELBTS &, QR BRYEET 35\
TERVERBO LI, TOBERYAB DT o7 4
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EORRVBBOLATEY, MEDHEC I EFRYER

OB ENTREINT,

BifEA,

BEEMEFREICOVWTIE, EORAKCA
EABMICELL, EORRG 7 « s RHEH-B
CAhHHD D LEARTH -1
¥, HABCEL TSRS NES I OEHER
BIC I\ CAEFNREIC RO 22ED bhihols
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The clinical efficacy and safety of AC-1370 were compared with cefoperazone (CPZ) in respiratory
tract infections by double blind method. Each drug was administered at a daily dose of 2 g intravenous
drip infusion for 14 days.

The following results were obtained.

1. Treatment was done on 281 patients in total, 142 on AC-1370 and 139 on CPZ. Among these
cases, were 251 cases evaluated for efficacy by the committee members (123 cases for AC-1370 and 128
cases for CPZ), and number of cases excluded was 30 ; 19 and 11 cases for AC-1370 and CPZ, respecti-
vely.

2. The efficacy of AC-1370 and CPZ evaluated by the committee members was 69.9% (86 cases of
123 cases) and 67.2% (86 cases of 128 cases), respectively, and no significant difference was observed
between both drugs. While, by doctors in charge were 90 cases evaluated as effective in 120 cases
for AC-1370 (75.0%) and 82 cases in 123 cases for CPZ (66.7%), and AC-1370 tended to be better
than CPZ.

3. No significant difference was observed between efficacy of both drugs evaluated by the committee
members in cases diagnosed as bacterial pneumonia or pulmonary suppuration, but AC-1370 tended
to be superior to CPZ in cases of moderate severity in these infections.

4. As for the efficacy classified by causative pathogens, there was no significant difference between
both drugs in total cases, but AC-1370 tended to show better efficacy than CPZ in cases of single
infection caused by gram-negative bacteria(68.8% for AC-1370 and 51.7% for CPZ) or by P.aeruginosa
(33.3% and 10.0%). However, no significant difference was noted as for bacteriological effect.

5. No significant difference was observed between both drugs in the incidence of side effects or
abnormality in laboratory findings.

6. The usefulness of AC-1370 was judged as 64.8% (81 cases of 125 cases) by the committee members
and was 65.6% (84 cases of 128 cases) for CPZ, and those of AC-1370 and CPZ were 71.8% (84 cases
of 117 cases) and 69.2% (81 cases of 117 cases) in the judgement of doctors in charge, respectively.
There was no significant difference in the usefulness by each judgement.

The results indicate that AC-1370 is useful for respiratory tract infections.



