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Table 1 Criteria for efficacy evaluation

1) Evaluation should be made on day 3 and 7 (at the
end of the study) after initiation of treatment.

2) Parameters evaluated for acute and chronic suppu-
rative otitis media are as follows. The severity of
each parameter is rated on the rating scale shown
in parentheses.

[Acute]

Otalgia: =+ (2), + (1), — (0).

Feeling of ear obstruction: {ff = # (2), + (1), —
(0)

Redness of tympanic membrane and/or mucosa of
tympanic cavity: # (3), H (2), + (1), — (0)
Volume of otorrhea: Ht (3), # (2), + (1), — (0)
[Chronic]

Feeling of ear obstruction :
- (0)

Redness of tympanic membrane and/or mucosa of
tympanic cavity : # (3), H (2), + (1), — (0)
Volume of otorrhea: {## (3), ++ (2), + (1), — (0)
Property of otorrhea: # (3), H (2), + (1), — (0)

3) The rate of improvement on day 3 or 7 (at the end
of the study) is calculated according to the follo-
wing equations applying the differences between

t—=H@, + ),

scores on day 0 of treatment and on day 3 or 7 (at
the end of the study)after initiation of treatment.
[Acute]

Sum of difference scores for otalgia, feeling of ear
obstruction and redness of tympanic membrane

Number of positive parameters
+ Difference score for volume of otorrhea

[Chronic]

Sum of difference scores for feeling of ear obstruction,
redness of tympanic membrane and mucosa of tympanic

cavity, and property of otorrhea

4) The improvement rate on day 3 or 7 after initia-
tion of treatment is assessed as follows (Acute
and chronic otitis media are evaluated in the same

manner.).
Points l Improvement rate
4 or more ! Marked improvement
3 to less than 4 | Improvement

1 to less than 3 | Slight improvement

lzauJ

Less than 1 | No improvement

5) Final overall improvement is assessed on the basis
of assessments on day 3 and 7 as follows (Acute
and chronic otitis media are evaluated in the same
manner.).

| Improvement rate on day 3 after

initiation of treatment

! I I m N

I ) Excellent

mo Fair
v Poor

Improvement rate on
day 7 after initiation

of treatment
[
]
|
\
|
|

[Note]

i) If all symptoms evaluated have disappeared
on day 7 after initiation of treatment, the
result is rated excellent.

ii) It otorrhea has disappeared on day 7 after
initiation of treatment the result is rated good
regardless of the presence of other symptoms
to be evaluated.

Number of positive parameters
+ Difference score for volume of otorrhea

m & B & &%

1. MNRIEH OB

1) #BEEREF & EDAHR

B EAEFNL Table 3 iIRLick b, 3306 (AT
716201, PPA B£168%)) Thotco D5 HLIRAES
270 (AT B 941, PPA B18%), BiEEM214] (AT
BE10%7, PPA B1141) # R\ 72282 (AT ¥ 1436,
PPA B¥1396) IC DWW TR RHEXIT- A, BE3H
ADHRDFKIRTEDHREBE Lch »1h, KBELTHRT

EOMBICKBZ LA 9% (AT B24), PPAR
7H) OWTIRH - thEFTROBEE, SBRBEFED
HIBC DR Lico Lichio THRHE (EREHE
FRALHE) e S HIFERIR 2736 (AT #1414, PPA
B1320)) Thotoo HREIBRLEF DTS, EIF
FAchik Lic 76 (AT B 24, PPABSH) 2z
7-280% (AT 21434, PPA BE137f) oW TKRAL
oo

e, LRI OWTITLHREFI$3306] (AT #¥162
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Table 2 Criteria for bacteriological evaluation
Eliminated Replaced ‘ Partly eliminated ' Unchanged
A —(-)|A —B | oA — A
—B+C | | ->A+B
—-—»B+C+D'
A+B —()|a+B>c+D |A+B — A | A+B  —A+B
‘ —*A+C | — A+B+C
A+B+C ———>() tA+B+C —»A+B A+B+C —A+B+C
A+B+C+D— (—) ;A+B+C+D—-A+B |A+B+C+D
; —A+B+C! ——>A+B+C+D

Table 3 Patients studied

Table 4 Reason for exclusion

AT ‘I:"PA Total Statistical Reason ! AT { PPA Statistical
analysis i analysis
Total No. of cases 162 | 168 | 330 — Patients aged less than 15y.0. 1
No. of cases excluded 9 ! 18 27 Disease out of the object 2
No. of cases dropped 10 1 i 21| N.S. Bacteria negative before 5 6
out R treatment b -
No. of cases evaluated Administration of PPA
for clinical efficacy 141(2) 132(?)\273(9)‘ o Just bgfgg treatment ! 1 N s
No. of cases evaluated 143 137 ] 280| N.S. Unknown of the causative 1 I: 1 o
for utility o organisms o
No. of cases evaluated 159 | 162] 321| N.S. Single infection due to YLO 2 5
for safety or B. subtilis -
() : No. of cases evaluated partially for clinical Patients with cholesteatoma 1 1 |
effiicacy '
Patients recurred after 1 i
operation | ‘
#l, PPA B16861) o5 b FIZHRER L i A7 96
(AT #3461, PPA B 64 »EsLic321) (AT
1596, PPA #162(5) THEI L7 Teble 5 R for d
S t
2) B4t BiEERR - able eason for drop ou
RREBEMC AR LIVBRAZIE (AT 29 61, Reason AT | ppa tatistical
i
PPA BE1861) 36 X OB R\~ & Li-2141 (AT B1041, o v 4
scontinuation due to side
PPA B114)) 1= % £ DEf% Table 4, 5 TR L7, ef}ecctn l ! ’ 2
BAMERIOPERE, NEGI (117R) 1 61 (PPA ), X% e o
. No second visit 3 5
AEB (BHMHE%) 24 (PPAR), H5aTREkME ] .
f116) (AT #54), PPA #6461, AARBAMER Examination at a later date 2 2 ' N. S
PPA 8540 14 (PPA ), B5ATEETHAG 2461 (AT . .
H14), PPAZE14)), Yeast like organism ¥ 7ci¥ B. Violating of combined drug 2
subtilis B 7 ) (AT B 24, PPAES56)), $H Drug was not administered 2 "
according to the schedule =

{is- MBS 2 6 (AT &% 16, PPA B 161 ¥ X Ul
%ERG 14 (PPA B) Tho 1o
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Table 6 Background characteristics (1)
Item ’ Category AT PPA Statistical analysis
. Male I e () | ’
N.S.
Sex 1 Female 67 (2) 68 (2)
16 ~ 19 3 4 (1)
20 ~ 29 0@ | 1@
30 ~ 39 ’ 36 ' 32
40 ~ 49 25 (1) 28 (2) |
A ‘ N. S.
ge ‘ 50 ~ 59 31 2% (2) | S
l 60 ~ 69 ‘ 16 20 |
i 70 ~ 79 8 7 !
‘ 80 ~ 89 | 2 1 |
1 T l . —
. | In patients { 3 4
In-Out Patient i
poul Fatients Out patients L 138 (2) 128 (7) S
At R A o
Acute otitis media 29 | 36 (2)
. " Chronic otitis media
Diagnosis (acute exacerbation) 82 (1) 75 (4) N. S.
Chronic otitis media 30 (1) 21 (1)
e ‘ Y o
Mild ‘ 22 ‘ 16 (1)
Severity Moderate 104 (2) 104 (5) N.S.
Severe 15 12 (1)
R N o - , _
| Right 68 | 56 (4)
Site | Left 62 66 (3) N.S.
Bilateral 11 (2) 10
' No fo10 () 1 132 (D)
D 1l |
rug allergy Yes 1 () 0 N. S.
. No 139 (2) | 130 (7) R
Combined drugs . S.
ombined drugs Yes 2 9 N
o e S S —
Surgical treatment E:s 132 @ | liz E(li; N. S.
L No 128 (2) 120 (5)
Complicat N.S.
omplication Yes | 13 12 (2) S
Other antibiotics No | 124 (1) 123 (7) N.S
used before treatment Yes 17 (1) 9 o
. . Single 106 (1) 88 (7)
N. S.
Type of infection Mixed 35 (1) "
GPC 85 (1) 69 (6)
GNR 21 18 (1)
Anaerobes 0 1
GPC+GPC } 5 I 5
GPC+GNR | 15 | 19
i \ | N. S.
Pattern of Organisms GPC + Anaerobes | o I} 1
GPC+Other | 0 1 1
GNR+GNR on T
GNR + Anaerobes 3 (1) | 8 }
1 | 0 |

GNR+ Other

(

) : No. of cases evaluated partially for clinical efficacy
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Table 7 Background characteristics (2)
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Item l Category AT PPA | Statistical analysis
! H#t 4 11
+H 17 18 (1)
talgi
Otalgia + 33 (1) 28 (1) N. S.
- 87 (1) 75 (5)
! H 18 16 (1)
Feeling of ear ‘ # . 4 (1) L 43 (3) NS
obstruction + i 53 47 (2) ’
- 26 (1) 26 (1)
# L7 17 (2)
H ' 58 49 (4)
Hardness of hearing ; + 42 (2) 50 N. S.
| - 14 14 (1)
Unknown 0 2
_ +H 33 25
Redness of tympanic # 59 (1) 61 (5)
membrane and/or mucosa | N. S
of tympanic cavity + 39 (1) 33 (2)
| - 10 13
H 17 16
Swelline of ] H# 47 (1) 35 (2)
welling of mucosa o n 45 (1) 46 (5) N.S.
tympanic cavity
- 32 34
| Unknown 0 1
| Ht 13 9 .
Perforation of tympanic | +H 68 (1) 39 (3) Zo=3.480
membrane + 45 (1) 57 (2) 12=10.606 *
- 15 27 (2)
#H 38 (1) 28 (3)
Volume of otorrhea +H 75 (1) 81 (3) N. S.
+ 28 23 (1)
H 48 48 (2)
Property of otorrhea H 80 (2) 66 (4) N. S.
+ 13 | 18D

MEEAONFRIL, BIFARBE 0k Lic 34
(AT 16, PPAR 25, MBEREZL78A - 1o 8 4
(AT R 341, PPARESB), FTEDHIE B LB KEL L
fodfl (AT B2 6, PPAEE2M), MHABUEH, ik
HIBHRGI 2 61 (AT B) 3 X OTREHERR D 4 6] (AT
B24l, PPAE24)) Thoto

3) HRRT

() : No. of cases evaluated partially for clinical efficacy

M ER & L7c27361 3 X OF $RERA 9 Bl B Rt
% Table 6, 7 KRLTco 7, b, AR 53K, 2
W4k, EEE, BEHLL, EH7vi¥-HREORE,
BtREOEE, NBNLBOEE SOHEOHE, #5
EROLEREF OFE, RPTERE, KRR, B -
FIROBEICOWTEIT Lo £OKE, HEZAIORE
Bz T AT HCEEFNFECE ) -1 (P<0.01)
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WEL 7 5 ~BEMEEE 2198k (AT BfE1128k, PPA %f 107
¥R, 75 slathiE142kk (AT BE70KE, PPA BE72HR),

F OISR TE - oo BRI I ICHKIE, 75
AEMEETIL S. aureus 1338k, S. epidermidis 428k,

75 AT P. aeruginosa 48%k, P. mirabilis

208k, P.inconstans 19k Th - 1o IO O
DI D\ Tl FERNCA AL B e - oo

4) B ORI S
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G X O PPA B 5E e T b oy B S e ikkIC
1% PPA @ MIC HAli DRIt & bITH EALY
Y (WA N

KICHEHEE D &2 - T WARIC B 2 WiF o MIC 77
ffity. Table 9 \/RLZ &<, S aureus Tk AT O
MIC 73 0.78~1.56 pg/ml %73 ¥kt BT
N0 L, PPA @ MIC ¥ 25~50 #g/ml %53k
7% <, AT 7 PPA X » 4 HREENIIEIZ/RL
t2o S. epidermidis x5 AT © MIC 13 K& 5H
1.56 pg/ml LUK o Rif7e BZ % /R L7chy, PPA @
MIC (% 12.5~50 pg/ml % ;R TR 2L AL ThHo
tro P.aeruginosa \Z3$AEETIE AT o MIC (%,
KA 0.2~3.13 pg/ml I/ M Lich’, PPA @ MIC
(% 25 pg/ml DL BRI A 7R3k 2348 kP 1 ThE & |5
Do

P. mirabilis T3 AT ©» MIC (33 XT»30.39 #g/ml
LA R T - 7okt L, PPA o MIC (%0.78~3.13 ug/
ml &AL, D.inconstans TiX AT o MIC LAY
21 1.56 pg/ml LAFTE D, Wy PPA L H 3 ~14
BRI LT,

2. ShHCHIZERA

1) FREHE

EREC Y VHEI NI AT BE14141, PPA B£132f4]
DOEEFRZNFL Table 10 i /RL7c &80, AT BHETIX
141635803400, A Rh5H, CRHR27H, %350,
PPA FECIXZE35H, BR300, CLBL276, M)
4061C, ARt AT BEG56.0%, PPA BET49.2% &
AT BEOHNED - I FEEIRD bR T
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Table 8 Organism isolated from otorrhea
before treatment

Organism

S. aureus

S. epidermidis
Streptococcus sp.
S. faecalis

S. pyogenes

S. pneumoniac
S. salivarius

S. avium

S. sungius
Micrococcus sp.
M. luteus

M. roseus

C arynebactermm sp.

Cztrobacter sp.
C. freundii

K. pneumoniac
E. cloacae

S. marcescens
P. mirabilis

P. inconstans

P. vulgaris

P. morganii

P. rettgeri

P. staurtii
Pseudomonas sp.
P. aeruginosa
D. maltophilia
P. cepacia

P. putida

P. stutzeri

H. influenzae
M. osloensis

A. calcoaceticus
A. xylosoxydans
A. radiobacter

P. assacharolyticus
P. prevotii
P. magnas

Peptostreptococcus sp.

P.intermedius

P. anerobius

P. granalosum

B. melaninogenicus

Aspergillus

C andz da
Total

( ) No of cases evaluated partially for chmcal efficacy

\
.
} 184(4) \ 183(7)

|

| 7

|
|
i

AT

&

21(1){
1

2
8
2

-

L 24

[ S S ORI Y

(1)}
!

o)
1(1)

1

APR.1984

PPA

6204)|

!

19(1) |

2
1

5(1)

[ T I I

W

Lol S W)

Statlstlcal

N.

S.
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Fig. 3 Sensitivity distribution of clinical isolates

% 10%¢ells/ml

—

[=3

S
1

40

Cumulative percentage

201

\ ' —
"C‘l’,‘f/“‘" T'::;:‘;"' ;1 0.10.210.390.78[1.563.13(6.25|12.5( 25 | 50 [100 | 7 |Unhnown | Fotal | St2Ustcal

100 analysis

- 5|719|(28|45|37|6 |4 |17|6 |76
AT e 28 |68 (09|27 |83 |00 774 |79.7]89.3] 927 |%6] 100 11 188
AT NS,

406 (16(34(53(26(9 (4 [12/12/7[2]1
PPA {O) 22 | 54 | 140|323 1608|747 |:79.6 | 8.7 |88.2 | 946 |98.4(99.5 | 100 4 190
1 4 (14(5 6 (29(24(44(15/35
AT 4 0.6 28 (110.7 (13 6:(16.9 [-33 3 | 46.9:|.71.8)1.80.2) [ (100 1 188
PPA NS
PPA . &) 118169 [22(28{40(20({32| , | g9

0.5 102 |18.8 (237 135550572088 100

Table 9 Sensitivity distribution of clinical isolates

M I C (pg/ml)

Organism Drug ! | — Total
<0.11 0.1 | 0.2 *0.39‘0.78’1.5613.1316.25’12.5 25 ’ 50 i 100 ‘>100
| ‘ ‘ SR s D
AT | ‘ 4| 65| 48 1 2 ; 11 131
S. aureus -] e — S R I
PPA ! i 2 24 72 22 11 131
| i
AT 2 26 7 3! 2 ‘ 40
S. epidermidis i -
2 PPA | 1| 19] 13] 6| 1 l 40
AT 3 12| 19 5| 4 1 3 1 ; ! 48
P. aeruginosa U — - ] [ B
PPA ; 6 | 25 11| 2| 3| 1| 48
! N
AT | 4 | 7|6 | 2 T | 19
P. mirabilis S N U (NSO N, S, i | |— Ao
PPA 2112 5 | ' i | 19
S —] - S — - [ U [ R — | — e —
AT | 4| 3| 4| 3| 2| 2|1 l ‘ 19
P.inconstans l -
PPA | 1 | 2| 7|15 |1 } 3 | 19

Inoculum size 108 cells/ml

Wy BENRRT OB LTA2% L, BEoRMR a1
BHCATEA PPA BEX b ¥ 3 AHA(P<0.1)%RL 2) TALHE
o, FofoEB CRARMCEEERIRD DRI AR EERECREVFE AL THEL R % Table 11
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Table 10 Clinical effectiveness evaluated by physicians
Drug [Excellent| Good ‘ Fair Poor i Total 1(1%32 Statistical analysis
3 6 | 27 | 3 |
All cases AT 24019 1(31.9%)(19.1%)|(24.8%) 141 = 56.0 NS
o 35 30 27 40 | o
PPA | (26.5%) (22.7%)|(20.5%)|(30.39), 132 | 92
_— e : ST A N
AT | 1 } 0 1 7 29 72.4
Acute otitis media | N.S.
PPA 17 12 2 5 3 | 80.6
- o , | | R — B
8 :n';g:]m otitis AT | 18 | 28 BRE Y 82 | 56.1 | “Excell.”+"“Good”
o ‘ ‘ ‘ 2=
£ | (acute exacerbation) | PPA l 16 15 21 3 15 413 U282 P
i , | - R R ,
‘ Chronic otitis i AT | 5 7 7 11 30 40.0 NS
| media PPA 2 | 3 J 1 12 2 28 o
| AT | 32 8 | 23 35 | 128 | 54.7
5 No \ N.S.
5 | PPA i 31 28 24 37 | 120 49.2
= SR USGNN S — SRS DU S Wy —
5 \ !
g AT 2 7 4 o 18| 6.2
S | Yes i | ‘ ! N. S
© PPA | 4 2 l 3 3 12 50.0 I
i B R 1 .
AT | 6 9 3 4 22 | 68.2 !
Mild ! N.S.
PPA | 6 5 0 5 16 68.8
_ S B IO I I _ — i
2 AT ' 26 33 20 25 | 104 | 56.7
5 i Moderate | } \ I | N. S.
2 | PPA | 26 24 23 31 | 104 ‘ 48.1 [
(720 — — S [ S W DESSE S— — S
AT | 2 3 | 4 6 15 = 33.3 |
Severe ! : i ’ | N.S.
PPA | 3 | 1 i 4 4 12 | 33.3
! AT | 29 | 44 26 34 133 | 54.9 i
= No | | N. S.
g PPA ‘ 28 27 25 39 119 46.2 ;
8 § o B e ] EE | !
31 | AT 5 | 1 1 1 | 8 75.0 |
5 ! Yes | ! | | N. S.
@ | PPA ‘ 7 3 2 1 ¢ 13 76.9 |
i B e j :
| { AT | 26 27 16 | 16 85 62.4
| GPC ‘ | ! N.S.
| | PPA 19 16 14 20 69 | 50.7 |
gl AT 3 6 4 8 | 2| 429
£ [ GNR 1 , ! | N.S.
S5 | PPA ‘ 5 2 6 5 | 18 38.9
£ - | - e \ —_—
5 AT 0 0 0 ol o0 —
° Anaerobes ; | | —
& ‘ PPA ' 0 1 0 o | 1 | 100.0
el S I AR S
|
AT | 5 12 7 1 | 35 48.6
Mixed : ‘ N.S.
PPA ‘ 11 11 7 15 44 50.0
x Excellent+Good , 109

Evaluated patients
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Table 11 Clinical effectiveness evaluated by committee members
Drug |Excellent| Good Fair Poor | Total I({%t;?‘ Statistical analysis
B -4 |2 m 25 - o
N AT | (30.5%) |(20.6%)\(31.2%)|17.7%)| M1 | 511 NS
! case
42 21 35 34 Ce
PPA | (31.8%) |(15.9%)((26.5%)|(25.8%)| 132 | 47.7
) ) AT 14 6 5 4 29 69.0
Acute otitis media N. S.
| PPA 20 10 1 5 36 83.3
é | Chronic ) AT 2 18 2 12 82 53.7 | Zo=1.926, P<0.10
E | otitis media “Excell.” +“Good"”
-5 | (acute exacerbation) | PPA 19 9 28 19 75 37.3 | y2=3,573, P<0.10
. Chronic otitis AT 3 5 13 9 30 26.7 N. S
- media PPA 3 2 6 10 21 23.8 T
p AT 40 26 39 23 128 51.6
S | No N. S.
s | PPA 38 20 31 31 120 48.3
o
F AT 3 3 5 2 13 | 46.2
S Yes N. S.
© PPA 4 1 4 3 12 41.7
AT 8 4 4 6 22 54.5
Mild N.S.
PPA 10 0 0 6 16 62.5
2 AT 34 24 31 15 104 55.8
5 Moderate N. S.
7 PPA 29 21 29 25 104 48.1
[} ;
AT 1 1 9 4 15 13.3
Severe N. S.
PPA 3 0 6 3 12 25.0
B AT 38 28 43 24 133 49.6
= No N. S.
_E| PPA 34 18 33 34 119 43.7
Ss
Tk AT 5 1 1 1 8 | 75.0
5 Yes N. S.
o PPA 8 3 2 0 13 84.6
AT 32 19 25 9 85 60.0
GPC Zo=1.884, P<0.10
‘ PPA 21 11 20 17 69 46.4
ele AT 3 5 7 6 21 | 38.1
2| & GNR N. S.
ii’u")‘ PPA 5 3 6 4 18 4.4
= |
5| | AT -
v Anaerobes -
E‘." | PPA 1 1 100.0
S
? AT 8 5 12 10 35 | 37.1
| Mixed N. S
| PPA 16 6 9 13 44 50.0

+ Excellent+Good x

Evaluated patients

100
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IR LT AT IECIR1416 s #R0436), A78h2901, <
ARG, MWR250), PPA FE-CiL13200 | %8120,
HR210), LRI,  MIMFTH D, ARKIL
AT IT51.1%, PPA INCA7.7% & AT BDJiHEMmn
S1eht, MRS AT D B e Tee WRIET
X BRIIMENT L, BrEoSENEEGIT AT BEbiE
SHHM(P<C0.101dh b, F1, 75 ABMERO RN
Yzt L, AT BHL 60.0% 048 %471, PPA It
D46. 451 L ¥ 2 B (P<0.1) idh o feny, £D
LT B TR A BT b g - 1o

Vo MIEERR R

MR A e LIB P IEBIc D\ C il 3EFIBER ©
KB Lc#k% Table 12 iiRL7

2O OWTAD L, AT HEORBMLRIL 1274+
698 54.3% T H, PPA BEDFHiL 1214 614150. 4
%ThD, AT BOFHRLHRTEH - oM H
BERIBDOLNILY - T FRATFICL 2BHIMHHTTII,
BHEORWNER CIsiTD AT HoBMIER4.7%,
PPA BED T2 41.2%Thh, AT I PPARICIH
~NEXBEAE R LI (P<0.10)0 EPHRBANC LB &,
75 LGB Js1T D IaE®RIE, AT BEnl

65.3%, PPA I¥52.5%, 75 AIAMEMMRIEITIT
AT #38.9%, PPA B43.8%, ¥*I-RSRBRLGIOBRYE

{ERIZFNFN38.2%, 48.8%Ch b, WRMECHEX
13ZBD B NI 5 o

ek, BEABRHILED BENCHRR LR L,
Table 13 iZRLIz L&D, WTFhoBRHECZOWTE
WM AEREZIBD ORI - T

4) HREHE
FREOHIEIIEIRHE L EIFRZZR L T 5 BRic
FREHHIE LI, T DHEIILEERR) R E &
YERIDRBITH G % Fik UIcTEG % in 2 728061 (AT B
143%, PPA F¥136f7) Z M L1co T DR #ME% Table
IR T AT BETIR436)FhIER I R316, 149
l, PPA BECIZENEN30F, 39FITHD, WHERL
AT B¥755.9%, PPA BET50.7% & AT BEDH &M
ST BRI EEERBD LR o1 Eho, HR
BT CRIILICHE, WThoEBR\WTHHEEERIC
BEEZIRDOLNILH 510

5) H - MR RNEE

HiE, HEAER, #0E SEI CIESREORK,
BENEOER, BROFI, hHEIWHE, TwHtt
ROBEE IOV TG LIS % Table 15 IR T,
Ho 3 HBoH®EET AT PPABKKL, %
TBEEXYRLI (P<0.10) LA EEZE

Table 12 Bacteriological effect

Unchanged; Unknown |

Statistical
analysis

. Replaced(%)

(%)

Eliminated = Eliminated+

Total

Partly
|eliminated

Eliminated | Replaced

Drug

CHEMOTHERAPY

All cases

1.797, P<0.10
|

Zo=

9

3

0

5
58.
44.1
48

54.7
41.2

29
36
82
75
30

35
11

APR.1984

19
30
41
28

AT
PPA
AT
PPA
AT

(acute exacerbation) 5

| Acute otitis media ‘
Chronic otitis media |

Chronic otitis media

oo

< -

49
32

PPA

AT
PPA
AT
PPA
AT
PPA
AT
PPA

GPC
GNR
Mixed

! Anaerobes

s[suig

sisouder(

uorjoajut jo adA T

8.2
8

35
44

QOO |m ™

21

\
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Table 13 Bacteriological responce
Organism Drug Eradicated (%) Persisted Unknown Statistical analysis
. —— — e =4
s AT 30 ( 50.8) 29 8 N S
- aurens PPA 30 ( 53.6) 26 6 i
o RS __(1.,. .) | . ——
AT 16 ( 84.2 3 : 2
. di g
S.epidermidis PPA 12 ( 66.7) 6 1 N.§
. AT 1 ( 50.0) 1 0
S. faecalis PPA 1 ( 50.0) ) 0 N. S.
AT 4 ( 50.0) 4 0
S. pyogenes PPA 1 (100.0) 0 0 N. S.
. AT 2 (100.0) 0 0
5. pneumoniae PPA 3 ( 75.0) 1 1 N.S.
o e AT 7 ( 63.6) 4 0 NS
er gram positiv PPA 11 ( 91.7) 1 0 e
K. pneumoniae AT 2 (40.0) 3 0 N.S
P PPA 4 ( 80.0) 1 0 - S
. . AT 7 ( 87.5) 1 0
P. mirabilis PPA 6 ( 54.5) : 0 N. S.
AT 6 ( 50.0) 6 2
I'rot
Indole(+ )] ‘roteus PPA 3 ( 21.4) 1 1 N. S
AT 2 (20.0) 8 0 B
Pseudomonas sp. PPA 1 ( 50.0) 9 1 N.S
AT 10 ( 47.6) 11 3
P. }
aerugmosa PPA 9 ( 39.1) 14 1 L
. AT 7 ( 87.5) 1 0
Other gram negative PPA 10 ( 90.9) 1 1 N.S
AT 2 ( 50.0) 1 0
A
naerobes PPA 4 ( 66.7) 6 0 N. S
AT 1 (100.0) 0 0
Oth —
ers PPA 1 (100.0) 0 0
AT 97 ( 57.4) 72 15
Total PPA 96 ( 56.1) 75 12 RS
Bbbhish - too 7 ek
6) SfHEE RRHERBIL T, 32140 (AT F15941, PPA Bf162

FAKIT X YR 3D b NI-RTERHIER R O LB E
EiX Table 16 oD THY, 3HEHCKITHE
HdE L fEL Ao ERL AT HT14.7%, PPA
HT14.4%, 7TEBDZTHIL AT $39.7%, PPA B
37.9% L HBMICEBZIRD O hgh > 1o

B) oW THES hico
KB Table 17 iR T LD THY, BIfERHORE

LBk AT # 7 54.4%, PPA #1348.0%C,

b

Brhhik 2 REE  Shcflix AT 82 4)1.3%, PPA
RE7614.3% L PPABCETER Thotohl, FERS
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Table 14 Utility
Markedly ' Defini. N
isfa-| Undeter- is. R Ratio* f bt
Drug | satisfacto. Satisfa n eter- \Unsatis. tely | Total Un Statut'xcal
ctory |mined |factory |[Unsuti- knoum (%) analysis
A L | factory] |
. 31 49 30 30 3
AT (21.7) [(34.3) | (21.0) | (21.0) | (2.1) | 143 55.9
All cases N. S
PPA 30 39 29 34 41 136 | 1 | 50.7
(22.1) |(28.7) | (21.3) | (25.0) | (2.9) :
Acute otitis AT 9 12 1 6 1 29 2.4 | s
media PPA 16 13 2 5 0 36 80.6 :
2 | Chronic otitis | 5q 19 28 20 15 1 83 56.6
8 | media
B | (acute PPA 14 21 20 20 3 | 78 4.9 NS
a exacerbation) - 7 .
Chronic otitis AT 3 9 9 1 31 38.7 N.S
media PPA 5 9 1 22 1 22.7 no
g AT 29 43 2 28 3 | 129 55.8
Pl NO N S.
§ PPA 27 36 25 30 4 | 122 1 51.6
By AT 2 6 4 0| 14 7.1 | o
es . .
8 PPA 3 3 4 0 14 42.9
AT 6 8 6 0 22 63.6
Mild .S.
! PPA 5 6 1 0 17 a7 | NS
2 AT 23 38 21 23 1 106 57.5
‘% | Moderat N.S.
g erate PPA 23 31 24 26 3 107 | 1 | 50.5
& o - ,‘
S AT 2 3 5 2 15 33| g
ever PPA 2 2 3 1 12 33.3 e
AT 27 47 27 29 3 | 135 54.8
- NO N. S.
=& PPA 24 35 27 33 4 | 123 1 48.0
L E - —
o +~
23 AT 4 2 1 1 0 8 5.0 | g
@5 Yes PPA 6 4 2 1 0 13 76.9 e
AT 23 31 17 14 1 86 62.8
GPC N.S.
PPA 17 21 13 19 1 7 1 53.5
- A_
S| 5 5 6 1 1 42.9
£ | ®| GNR AT 4 2 N.S.
&\ a PPA 4 4 6 4 1 19 42.1
= —
b A b AT 0 0 0 0 0 0 - _
& NAacrobes | ppa 0 1 0 0 0 1 100
& _ _
AT 4 13 8 10 1 36 47.2
. N.S.
Mixed PPA 9 13 9 11 2 | 44 50.0
Ma.rkedly + satisfactory
* satisfactory x 100

Evaluated patients
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Table 15 Degree of improvement of symptoms

Symptoms Drug |Disappear | improve |Unchange |Aggravate| Total | Statistical analysis
AT 32 11 13 1 57
Day 3 N. S.
PPA 29 16 15 2 62
ml . - D ) ) ) T - o
Otalgia AT | g 3 3 0 55 |Zo=1.786, P<0.10,
Day 7 46
PPA (76.7) 6 6 2 60 | Po=0.090
AT 19 34 116
Day 3 63 0 N. S.
Feeling of ear PPA 21 B 27 64 1 113-
obstruction AT 55 18 42 0 115
Day 7 N.S
PPA 56 15 34 2 118
AT 10 5 94 0 129
Day 3 2 N. S
Hardness of PPA 13 14 95 0 122
hearing B - o
AT 25 2 80 0 127
Day 7 2 N. S.
PPA 27 13 76 0 116
AT 20 49 64 0 133
Rednes§ of Day 3 N. S.
tympanic memb- PPA 13 48 62 3 126
rane and/or
mucosa of AT 53 41 37 0 131
. . 7
tympanic cavity | D% PPA 50 33 32 4 119 N.S.
AT 20 33 58 0 111
. Day 3 N. S.
Swelling of PPA 20 24 59 2 105
mucosa of — ] — — — —- - e
t i it AT 50 26 33 1 110
ympanic cavity Day 7 N.S.
PPA 44 16 35 4 99
AT 6 5 117 2 130
. Day 3 N. S.
Perforation of PPA 11 3 96 4 114
tympanic - — -
memb: 17 8 101 1 127
embrane Day 7 AT N.S.
PPA 19 3 82 2 106
AT 26 64 51 2 143
Day 3 N. S.
Volume of PPA 26 50 58 5 139
otorrhea B
AT 67 42 29 3 141
Day 7 N. S.
PPA 59 36 33 4 132
AT 26 51 65 1 143
Day 3 N. S.
Property of - PPA B ‘i 742 i 68 3 ) 139
otorrhea AT 67 35 39 0 141
Day 7 N. S.
PPA 59 31 40 2 132
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Table 16 Global improvement rating
|
‘ Drug ’ Excellent ‘ Good ‘ Fair l Poor | Total l Statlstical analym
| AT 4 f‘ 17 73 ‘ 49 | 143 14.7 ’
Day 3 | | | N. S.
PPA 8 | 12 62 | 57 | 139 4.4
| I e S
AT ‘ 23 . 33 60 | 25 | 141 39.7
Day 7 \ [ | N. S.
PPA ‘ 23 27 48 z 34 | 132 : 37.9 |
Table 17 Overall safety rdtmg
| Cases wi Cases with side effect |
Drug Caies without . - - Total Statistical analysis
side effect contlnued ‘ dnscontmued g
1 152 5 ‘ 2 f 7 ) B
AT L% B1% 3% 159
| - e ] | N.S
149 6 ; 7 i |
PPA (92.0%) 6.7% | (3% 162
WCHBELED LRI - 10 Table 18 Side effects
‘El B & Ko . e — S
] fiﬁfﬁ@m;’ﬂi Table 18 « 7]“? P < )\&Kﬁ'ﬂ il‘—!j Slmptoms } AT I PPA
LBRERT, WTFRLBEDOHA L L, HEhIEE it e -
JRFR RIS Lo Nausea 2 1
8 HIKRE pomitine o,
BEPR BB D RRic Uit Table 19 1R o & cart burn |
. . Stomach discomfort 1 1
$ FREVBGRLEA S L Lt b D ATRE Anorexia ‘ 1 1
TR 2 %5 D125 LI L B, /MRS Abdomen feeling enlarged | 1
162,000 725> 97,0002 L7 1 fl, GPT A341A:5 55 Stomach pain : 4
LA 1 0E 36lic, PPA BECIL EIMEREL A Abdominal pain ! Lo
3,600 525 2,900 984> Lt 1 B & | i ER % H34,5009> B Epigastric pain ‘ 1 !
3,700 L, IFRERAB6%H 0 61% i Ltz 1 6] Constipation | 1
Dt 2 I 3 I h b, ERMICEEEIRD LR Headache | 1
b o too Palpitation | 1
. % -3 Eruption 1
Pyridonecarboxylic acid % O FrE&BEOHER AT- Respin.itory distress 1 1
22661 B8 LT3, T CIC E ORBEIIE 0 4 B D dvic Coughing S % ! S
SRTETWDY, I THHREBHEOET Y 7 2BH Total 11 15
HoR 6T 7 5 ABEEICH LT b BN » Rl
THOLEBEORBER THHRNERINDLATH  HCHRETEMSEBLY, T0) bERE+H R

Z)o

T DBERIGAICOWT S HEHEIR CREIP TR T
5795, HARMHER CII2ESBROBMY B TR—
e b a—- M HEREREY TV, TORED LT
CBE LI ZATHDe Tichd, LiEHhES,
Rk, [tEmbks, SMERMREKX, aWEAFTRREE
HHARMKBRPESPCERL, £, &2

13560CiY, &tc78.1%, 184456.7%, BttoStEH
HE58.9% DR Th - 120 £ 2 TSME, bhbhitftiR
M BRI H T 5 AR ORI R Y X bic—BEBIIC
M35 B CRERERCER S hTW A EREDE
RATEH PPA #» BRI L+ 5 —EERILERRY
EiLICRETH Do

FORMITTIRER LI L 5D THHH, Thiik
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DiE T ZCETOERL ML TR,

¥, SEORBHBEL Y THY > THERY AT
i3 1 600 mg 4> 3, PPA Gi% 1 H2,000 mg 4 4 Ht4
yLi=A% Bl Tl open study OFEXHEA1 H 300 mg
BEBEX DD 600mg HEPHCETHI TP hb
§00mg 43 LIkD, HETIR —MRHEAILTHEH
AR X UHERRY THAGORZ I h T3l
2,000 mg 4 4 B 5 &M Lico T bAKAIPPA
D1BPORR/TL DX 5 MRy LB L M2 LR
B Lz LicbdTh o

ARBRONR L LIALIRMERE S, S B, ¥
BOAMMELE L LD OB D ThH- 72 Bl
EORADOHELOREL B LTREDERN Y5 < 1Bk
THZ LML, SEDLEAON 1/4TBET,
WD AMBEIEN BN L% b,

— R LR B 48 DH B EEBREIC 5\ T X VR
¥ EFBH0RIBLAAREDIDTHD, FHHEIE
VOISR & HIREDIEATH D, TOEHEY
ELTHD LABEICR\TIE, BREED LW R
P CRRBIC S D, —HBME BB RIESE
Bl k DIERVBERBICH D DONENZ LHED
RERBRLLTHTORE 50 BEDSHHEIZC
D2 EDOHEIAIET S D Th-T, FEWHLE O
PRI ICLIVWNRTHD L IEX bR, SEIOERK
5 b Bt DR BEIERIA S b o 1o LI, FDLS
KR OEL TEYICHBR CH - v 2 Do

T, AHBRBIT AR DO WTIRYE-TAS
L, BR2EATIIEREHET AT $#56.0%, PPA
B49.2%, ERSHET AT B51.1%, PPA 847.7%
DFEHREYRL, WThd BRI AT HOHrH
WEERB T\ B8, BEEXALR 57 LAL,
RO X 5 i S ERARDE s - 1B O RMEEETES
EEWTEREHET AT B56.1%, PPA #41.3%,
ZRLYIE THIES3.7%, HBIT.3%DEHRERL,
MEENBR T HRES.7%, BEN.25OREERTH
b, WFhick\\wTd AT BrEh AR (P<0.10)
BARbRT, & ORERITETRA L 5 HeBa TR
CEWEREEEODD L2 X Do ok, TDX5 Mk
AT OR§iH PPA D1/3F 0 5B CELNIC i3,
EF oI - KRB ERCKBR LIcbD L ELT
Lo BREAKRHERNCATRDEN 175 1B
HEEBBRHAIDEBLHECIL, HHRTATH 60.0
%, PPA $46.4% T h, Wilcoxon JESLFIREC IS\
T AT #2i@h 5" (P<0.10) 3 AHNR TS, &
DRERIZARRBRI 35T H5RHED MIC OBRE1H D5
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Table 19 L. boratory test
Drug | Nurmal [ Abnormal| Total

Items
RBC AT 5 0 5
PPA 48 0o | 48
WBC AT 46 0 46
. PPA | 44 2 46
Differential AT 4 1 5
count PPA 31 1 32
AT 6 0 6
Hb PPA 47 0 47
AT 6 0 6
Ht
PPA 47 0 47
AT 4 1 5
Platelet
atele PPA 33 0 34
AT 2 0 2
GOT PPA 46 0 46
GPT AT 1 1 2
PPA 46 0 46
AT 1 0 1
Al-p PPA 45 0 4
1
BUN AT 1 0
PPA 45 0 45
AT 1 0 1
Cr.
PPA 45 0 45
CRP AT 11 0 11
PPA 14 0 14
. . AT 19 0 19
Urine protein
PPA 27 0 27
Uri AT ¢ 1 0 1
rine sugar PPA 30 0 30

Mhibid X 5 PPAY 75 sEE O 2% ST
L350, AT 5175 sAlBHEEY DI KRD
EREYENEF LI b ELTYROZ L
LW B, &5 LHEN omoRsacinx TEAMR
BEHEIR A D RIF AT bAVIREEL TS L
E2TIWTHA 50

M ONTHD L, BIfFRORBRIL AT #4.4
%, PPA B8.0%Thh, BEEIXARLNILh > THH
fHC 3\ Tk AT B Eh 1o FAERBRIRAE
BRYE 4398icy 35 AT @ open trial #fT-fct &



DEIERRBRL5.9%THD, SEIOBRMLEH LA
I RO H T & I R EMBLIISE L
Rohieh oo BRBRAMBRNMCOWTLMBD X5
IRk S LA BIRKT S - 1o
D EDREXEET S E AT MUl PER K L,
PPA D1/3§0HERTHSH D WX EoFHH:
AR RTER AR NIRRT H S LERT X
%o
X m

1) Kouno, K.; M. INOUE, & S. MITSUIIASHI : In vitro
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2)

3)

)

5)

and in vivo antibacterial activity of AT-2266. An-
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The efficacy, safety and utility of AT-2266 (AT) 600 mg/day(in 3 divided doses) were compared with those of
pipemidic acid (PPA) 200 mg/day (in 4 divided doses) by the double-blind method in the treatment of 330 patients
with acute suppurative otitis media, chronic suppurative otitis media or acute exacerbation of chronic suppurative
otitis media.

In the evaluation of clinical efficacy by the doctor in charge, the efficacy rate in acute exacerbation of chronic
suppurative otitis media was 56.1% (46/82) for the AT group and 41.3% (31/75) for the PPA group. The AT
group showed the higher rate than PPA group(P<0.1).

In evaluation on the basis of the criteria by the committee, the efficacy rate in acute exacerbation of chronic sup-
purative otitis media was 53.7% (44/82) for the AT group and 37.3% (28/75) for the PPA group. The higher efficacy
rate of AT group than PPA group was shown(P<{0.1). As regards clinical response by causative organism, out of
cases in which gram-positive organisms were detected, the result was judged to be effective in 60.0% of the AT
group and 46.4% of the PPA group. AT group showed the higher rate than PPA group(P<0.1).

As for bacteriological response, the elimination rate was 54.3% in the AT group and 50.4% in the PPA group.
There was no significant difference between the two groups. However, in acute exacerbation of chronic suppurative
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otitis media, the elimination rate was 54.7% for the AT group and 41.2% for the PPA group, and thus, the AT
group showed the higher rate than PPA group(P<0.1).

As to safety, side effects occurred in 7 (4.4%) of 159 cases in the AT group and 13 (8.0%) of 162 cases in the
PPA group. There was no significant difference between the two groups.

In utility evaluation, the acceptability rate covering “satisfactory” and “‘very satisfactory’” was55.9% for the AT
group and 50.7% for the PPA group. There was no significant difference between the two groups.

These results indicate that AT-2266 is a highly useful drug for the treatment of suppurative otitis media and is
expected to be as effective as or more effective than PPA at approximately 1/3 of the PPA dose level.



