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Key words : Respiratory tract infection, Double-blind comparative study, Netilmicin, Sisomicin
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Fig. 1 Chemical structure of NTL and SISO
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Table 1 Items examined

Item Method of observation and recording

Body temperature a day is enough

Measured 4 times a day (Observed values). If fever subside, 2 to 3 times

Cough 4 (Sleeping disturbed), + or —
# (50ml/day or more), 4 (49 to 10ml/day), +(Less than 10ml/day),
Volume or —
Sputum To be shown in ml or number is allowable.

Property Purulent (P), Mucopurulent (PM) or Mucous (M)

Dyspnoea 4 (Required orthopnea), + or —

Chest pain + or —

Rales #, +, —(Judged by doctors in charge)
Dehydration + or —

Cyanosis + or —
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Table 2 Laboratory procedures

Item Pretreatment

3days later  7days later 14 days later

Chest X-ray

Blood gas
(Pa0;,PaCO;,pH)

RBC

Hb

Ht

Platelet

WBC

Differential WBC
ESR (1 hr)

CRP

Cold hemagglutination
Mycoplasma antibody
S-GOT

S-GPT

Al-P

BUN

S-Cr

Protein in urine

O

Urinary sediment
(WBC, RBC, Casts)

Blood culture

> O 0000000000000 00O0O b

A O O
a
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O 00000000 OOOOOOOO P
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Hearing test o

Q

O : Necessary

A Whenever possible

) : Carries out the examination by audiometer, if possible
» . When the abnormalities were observed
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Table 3 Efficacy assessment

Item 1 2 3 4
Body temperature (°C) <37 37=~<38" 38=~<39 39=
Cough — + +
Volum of sputum (ml) - +(<10) # Q0 ~<50) #(50=)
Property of sputum - M PM P
Dyspnoea = + H#
Chest pain - +
Rales — + +#
Dehydration - +
Cyanosis - +
Pa0O: (mmHg) 80= <80~60= <60~40= <40
PaCO; (mmHg) <49 49=
WBC <8000 8000= ~ <12000 12000 = ~ < 20000 20000=
ESR (mm/hr) <20 20~ <40 40=~60 60=
CRP - +~ #=
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Table 4 Case distribution

Judged by
committee
Total No. of cases
NTL 111 |
SISO 115
Total 226
| Judged by

doctors in charge

— Clinical response

L— Side effect

SISO 110
Total 217
__ Clinical response
Side effect
No. of cases excluded
NTL 4
SISO 5

No. of cases evaluated

NTL 96
SISO 93
Total 189

No. of cases excluded

NTL 15
SISO 22
Total 37

No. of cases evaluated

NTL 105
SISO 105
Total 210

No. of cases excluded

NTL 6
SISO 10
Total 16

No. of cases evaluated
NTL 107

" Total 9
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Table 5 Reasons for exclusion
Evaluation Committee Doctors in charge®
Reason Drug NTL SISO NTL SISO
Disease out of the object 3 5 2 2
No or insufficient signs of RTI 4 4
Deviation from administration schedule 2(2) 1 1
Insufficient data 1 4(2)
Concomitant drug 2(2) 4(4) 2
Complications 2D 2(2)
Died of underlying disease 1D 2(2) 1 1
Total 15(6) 22(10) 4 5
Statistical test N.S. N.S.
(): Cases excluded from the evaluation of side effects
) Cases excluded from the all analysis
(Background, Clinical response, Side effect, etc.)
Table 6 Diagnosis
Evaluation Committee Doctors in charge
Diagnosis ' Drug  NTL siso Stafistieal - ypp g5 - Statistical
Bacterial pneumonia 52 51 80 67
Pneumonia Mycoplasmal pneumonia & 1 5 3
primary atypical pneumonia b
Pulmonary abscess 2 5 12
Chronic bronchitis 16 16 8 12
Bronchiolitis 6 1 6 4
Bronchiectasis with infection 5 11 4 8
Pulmonary emphysema with infection 1 1 N.S. 1 1 N.S.
Chronic Pulmonary fibrosis with infection 1
RTI Bronchial asthma with infection 3 1 2 1
Pulmonary tuberculosis with infection 1 1 1
Pulmonary cancer with infection 1
Pulmonary cyst with infection 1 1
Complicated diseases of the adove 1 1
Total 96 93 107 110
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Mk, EREEE, Mo, RIS E, BOKIER, &
7/ —%, BRMy A, GMmMERE, #HKitiE CRP

8L OB VRTR ChEREHEDMAEGID %)
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R & /N E B2 EFNL Table 81z, THBEHE
iy Table Iz F R Lic, NEESHIER
TRVWTFROEBCIFRRRL XRD LRI
Mote, TOREEL Table 3R L EEETRER
LICHERTH 503, B RERRREE I D\ T,
BYEENZFR T WES &, FWRESIO 2
BRCOET B &, NTL B3 RRE#ENZEH T
TR WEERILN S K BT b, SISO #ECid ot
W [RGB BENFR IER ] 038 RET bhil,
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Table 7. Background factors of patients

Evaluation Committee Doctors in charge

Statistical Statistical
Ttem Drug NTL SISO tost NTL SISO test
No. of cases 96 93 107 110
Male 52 51 58 62
N.S. N.S.
Sex Female 44 42 49 48
<20 2 3 2 3
20~29 7 8 7 9
30~39 15 19 16 21
Age 40~49 12 7 N.S. 13 7 N.S.
50~59 18 24 21 25
60~69 18 8 21 13
70= 24 24 27 32
<40 13 9 14 10
40~49 30 28 33 37
Body weight 50~59 31 35 NS 36 40 NS
(kg) 60~69 18 15 " 20 16 -
0= 4 6 2 5
Unknown 2 2
No 39 36 40 38
Yes 57 57 67 72
Underlying diseases N —_—
& complications A 5 4 NS. 10 8 NS.
BY 51 52 56 63
A+B 1 1 1 1
P No 65 71 71 84
retreatment
with antibiotics Yes .2 NS. % 25 NS
Unknown 1 1 1 1
N
Concomitant drugs ° 29 24 N.S. 32 21 N.S.
Yes 67 69 75 83
Mild 53 42 23 22
Severity Moderate 41 44 N.S. 71 72 N.S.
Severe 2 7 13 16
=3 2 3 1
Duration of 4~7 11 10 12 15
treatment (days) 8 ~13 23 292 N.S. 28 2% N.S.
us 60 61 64 68
Cold Negative 76 79 82 87
0 e . *
hemagglutination Positive 12 3 N.S. 15 4 xZi
Unknown 8 11 10 19
M X Negative 80 84 86 95
ycoplasma I
antibody Positive 5 2 N.S. 6 2 N.S.
Unknowr 11 7 15 13

) : Malignant tumor, Collagen disease, Congestive heart failure, Central nervous disturbance,
Hematological disturbance

: Diseases other than A group

**. P<0.01

Thbb, GETIEEINIISCUTERLUIE TEH2BITH Y, BCLEDFEFIINTLED S
BlE,38CLUERRUKERD 2 B HET 5 &, Fliext L€ SISO BTG TH - 7. LTFRE
38CLLTFDREMIE NTL B 274z xt L SISO & CERSE 4+ LI A NTL 81461, SISO # 5 #1, +H
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Table 8 Initial signs and symptoms (Judged by committee)

All cases Pneumonia Pulmonary abscess Chronic RTI
S Ne) isti - O isti - QO istical = O Statistical
e 2§ Sumel 2 g Squel g g Sagel 2 g s
<37 23 20 14 8 9 12
Body temperature 37=~<38 43 39 NS. 25 28 NS. . 18 11 NS.
Q) 38<~<39 20 23 ' 16 11 2 410
39= 9 11 8 10 1 1
- 7 6 6 5 1 1
Cough + 44 38 N.S. 30 23 N.S. 1 — 14 14 N.S.
H# 44 47 26 28 1 18 18
- 5 7 4 5 1 2
Volume of + 39 21 26 16 2 B 13 3
sputum +# 37 46 NS 28 28 N-S. 9 18 NS.
# 15 19 5 8 10 11
5 7 4 5 1 2
Property of M 27 11 22 10 5 1
sputrixmy PM 30 45 NS. 21 30 NS. 2 9 13 NS
P 34 30 16 12 18 18
- 58 53 44 34 2 14 17
Dyspnoea + 24 27 N.S. 14 16 N.S. - 10 11 N.S.
++ 14 13 5 7 9 6
. - 64 57 40 28 1 24 28
Chest pain + 3 35 N.S. 23 98 N.S. 1 — 9 6 N.S.
- 23 24 22 16 1 1 7
Rales + 46 46 N.S. 28 29 N.S. 1 — 18 16 N.S
+ 27 23 13 12 14 11
. - 86 85 56 51 2 30 32
Dehydration + 0 8 N.S. 7 6 N.S. — 3 9 N.S.
. - 89 86 60 53 2 29 31
Cyanosis " 7 7 N.S. 3 4 N.S. — 4 3 N.S.
80= 10 6 5 5 5 1
P,0; (mmHg) igi:zﬁg 2 ‘7’ NS. i ; NS. - i g NS.
<40 2 1 1
P,CO; (mmHg) D - 20 Ns
<8 43 42 30 27 13 15
s 8=~<12 33 30 18 19 2 _ 15 9
WBC (x 103) 195~<20 12 17 N.S. 0 9 N.S. 2 8 N.S.
20= 6 1 3 3
<20 17 8 8 3 9 5
20=~<40 17 20 11 12 6 8
ESR (mm/hr) W0E~<60 12 24 N.S. s 16 N.S. — 4 38 N.S.
60= 41 32 28 23 2 13 7
- 6 10 2 3 4 7
CRP £~ 4 35 N.S. 28 23 N.S. - 16 12 N.S.
# = 36 42 25 29 1 11 12
0
1 1
2 8 4
z 5
X-ray findings
" Degree) 2 i3 NS
7 1 2
8 1 1
9
10




Table 9 Initial signs and symptoms (Judged by doctors in charge)

HHTE B15

All cases Pneumonia Pulmoary abscess Chronic RTI
Item = O Statistical = Q Statistical = < Statistical = < Statistical
; % test ; %) test z g test ; '(}]4 test
<37 26 31 17 13 2 7 7 11
Body temperature 37~ <38 49 42 o 34 31 NS, 3 NS, 12 11 o
Q) 38<~<39 21 25 20 14 5 6
39< 0 12 9 12
~ 7 6 6 5 1 1
Cough + 51 49 NS 41 30 N.S. 38 N.S. 7 11 NS
# 48 53 32 34 2 3 14 16
- 5 7 4 5 1 11
Volume of + 46 31 . 35 22 38 8 1
N.S. N.S. N.S. N.S.
sputum + 40 51 34 32 2 2 4 17
# 16 21 7 1 1 9 9
- 5 7 4 5 1 11
Property of M 2019 g 28 15 NS 2 2 NS 2 2 g
sputum PM 34 52 o 26 36 o 2 6 o 6 10 o
P 36 32 22 14 13 13 15
- 63 63 53 38 312 713
Dyspnoea + 28 31 N.S. 19 22 N.S. 2 N.S. 7 9 N.S.
# 16 16 8 10 8 6
Chest pain - 7o ye L g 38 g B2 o
+ 35 39 29 33 2 4 4 2
25 33 24 21 7 1 5
Rales + 53 50 NS, 39 34 NS. 3 5 U:* 11 11 NS
# 28 27 16 15 2 10 12
Dehydration I R T S R BN
+ 11 8 9 6 2 2
Cyanosis - 9 103 o 76 66 NS, 5 12 - 1825 o
+ 8 7 4 4 4 3
80= 0 7 6 6 11 3
=~<
P,0; (mmHg) 0=~<80 8 1l g 4 4 g D1 yg 3 6 g
H0=~<60 6 7 2 3 4 4
<40 2 1 1
<
P.CO; (mmHg) 9 g 1113 N.S. 22 — 8 9 Ns
49= 33 11 2 2
<8 9 52 37 35 2 6 10 11
=~<
WBC (% 10%) fevclz 36 3 vg B g 24 ns Y0 ns
12£~<20 14 19 12 11 2 2 6
20= 6 2 4 2 1 1
<20 20 11 13 3 1 2 6 6
=~< y
ESR (mm/hr) 0=~<40 200 22 gg 1612 g P ons YT Ns
40=~<60 14 25 11 19 3 6
60< 43 41 31 32 4 6 8 3
- 7 13 2 4 1 3 4 6
CRP +t~4% 49 42 NS, 37 28 N.S. 2 3 N.S. 10 11 NS
W< 41 47 32 35 2 4 7 8

*: P<0.05
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3. ERIR%HHE

EREFIER X O BB BIER K AR 0 ¥ ERE %
Table 12iZ/R L 7z,

IINEE B 2¥IEHI1189%I (N TL #9641, SISO #£93
B, EBREHZEHF217HI(NTL 10741, SISO &
1106 DERRZN R %, EX L FHE G ELD
R UTEDHREET) THDLE, NEESHE
Tt NTL #65%, SISO #£71%, EiREHIER
TREEED67XT, WTHOHELENTHH
HECHEREZERRD bR o T,

FEBFINCHS &, Mg TIIEESHEAT
NTL #79%, SISO #75%, EHREHEFTTHh
ZFh74, BROBEHETHH, WThdmEEc
HEZIDD LRI -7,

INEB SR\ TILIREE & W X h o iEF
%, SISO B 24l (F%h, EH& 16D OATH
D LB HSR IRy, EWRBEXLTH (NTL A S
%, SISO FF12BD & FLIBE LML Tk H, %
DERR T NTL B80% e xt LT SISO F42% T

Table 10 Distribution of causative organisms (Judged by committee)

Single

Mixed

. : . H Total
Causative organism infection infection
NTL SISO NTL SISO NTL SISO
No. of cases 33 37 14 13 47 50
. S. aureus 4 6 3 3 7 9
Gram positive S. pneumoniae 1 1 1 1 2
cocci
Subtotal 4 7 4 4 8 11
H. influenzae 6 5 2 2 8 7
P. aeruginosa 5 3 2 3 7 6
P. maltophilia 1 1 1 1 2 2
P. putida 2 1 1 2 2
Pseudomonas sp 2 2
. S. marcescens 1 3 1 4 1
Gram negative .
bacilli Serratia sp 1 1
acti K. pneumoniae 5 1 7 3 12 14
Klebsiella sp 2 3 1 2 4
E. coli 2 2 2 1 4 3
Proteus sp 1 1 1 1
Enterobacter sp 2 3 6 7 8 10
Citrobacter sp 1 1
Acinetobacter sp 3 1 2 4 2
Subtotal 29 30 27 24 56 54
Total 33 37 31 28 64 65
Statistical test N.S.
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Table 11 MIC distribution of causative organisms
(Judged by committee)

Inoculum size : 108 cells/ml

Treatment NTL SISO Statistical
Substrate (I)NTL  (1)SISO  (mNTL () SISO test
0.1 8 10 11 12
0.2 13 18 15 18
0.39 17 14 18 19
0.78 5 8 5 3
MI
(;D 156 7 5 5 (1) VS (1): NS.
HE 3.13 5 1 3 (1)VS(m: NS.
6.25 1 1 (II) VS (IV): N.S.
12.5 1 1 (Im) VS (Iv) : N.S.
25
50 1 : 2 1
100 2
100< 1 1 3 2
Total 61 60
Table 12 Clinical response
Disease Drug ’I;)Oftilagg‘ Excellent Good Fair Poor Unknown Efiza(%/i;) Stattéssttical
NTL 96 7 5 21 13 65
All cases N.S.
3 SISO 93 9 57 10 17 71
E ) NTL 63 7 43 7 6 79
Pneumonia N.S.
M SISO 57 6 3 1 75
] Pulmonary ab NTL 0
ess —
g ALY aseess  q1s0 2 1 1 50
kel
=1 2
= . NTL 33 12 14 7 36 U, x>, F:*
Ch RTI
rome SISO 34 3 9 7 5 65  NTL<SISO
Q B
& Ay NTL 107 21 51 18 11 6 67 NS,
E cases SISO 110 20 58 14 15 7 67
E Pneumonia NTL 80 18 4 10 > 6 [ N.S
5 SISO 70 16 35 5 12 2 73 o
Q
o
< NTL 5 4 1 80
Pul b S.
z ulmonary abscess SISO 19 ; ) 3 ) 3 2 N.S
o
Q
5 ) NTL 22 3 6 7 6 41
< Ch RTI N.S.
5 ome SISO 28 3 5 6 2 2 64

2 : Excellent+Good
*: P<0.05

Hote, Ll, HEaCR@HEcEEERR
Dbl h o,

B REBEREETE, NEESHES T
SISOBM»EE (U, % FHRE) TBh, A%
X NTL HFD36% it L SISO #ET1365% T H -
7o, Lal, EREHEFCRmARIcEEER

RD LI, ARz NTL ££41%, SISO B64%
ThoTe.

RINEBLSHIEG Y, HERE, EBEE- &
OHIE, B SHEROEE, ftREOEREL LI
BEBBIR L L » TR L&Y, SR
DTk Table 1312, fligic o\ Tk Table 141
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Table 13 Clinical response (Judged by committee : All cases)

. c) 1ot
Item Drug I\C]gée%f Excellent Good Fair  Poor Egga(co/i) Sta&ssttlcal
NTL 96 7 55 21 13 65
No. of N.S.
0. of cases SISO 0 o o I " .
. NTL 53 2 30 13 8 60
Mild N.S.
! SISO 42 31 7 4 74
X NTL 41 4 25 7 5 71
Severit Moderat N.S.
evernty oderate  gis0 w 7 24 310 70
NTL 2 1 1 50
S N.S.
evere SISO ; ) ) , -
NTL 39 5 26 5 3 79
N N.S.
© SISO 36 3 24 2 7 75
NTL 57 2 29 16 10 54
Y N.S.
e SISO 57 6 33 8 10 68
Underlying NTL
diseases & A» ° 3 ! ! 60 N.S.
complications SISO 4 1 75
w  NIL 5 2 %5 15 9 53 NS,
SISO 52 6 29 8 9 67
NTL 1 1 100
A+B _
* siso 1 1 100
No NTL 65 6 37 15 7 66 NS.
SISO 71 8 44 9 10 73
Pretreatment NTL 30 1 17 6 6 60
with antibiotics Yes SISO 21 1 13 1 6 67 N.S.
NTL 1 1 100
N.S.
Unknown SISO ) . 0
No NTL 29 3 14 10 2 59 NS.
Concomitant SISO 24 2 16 1 5 75
drugs NTL 1 11 67
Yes 67 4 41 1 NS.
SISO 69 7 41 9 12 70
NTL 2 1 1 50
<3 _
SISO
47 NTL 11 1 6 1 3 64 NS.
Duration of SISO 10 1 5 4 60
treatment (days) NTL 23 4 10 1 5 61
8 ~13 N.S.
SISO 22 1 15 3 3 73
" NTL 60 2 38 16 4 67 NS
SISO 61 7 37 7 10 72

2 : Malignant tumor, Collagen disease, Congestive heart failure, Central nervous disturbance,
Hematological disturbance

v . Diseases other than A group

o : Excellent +Good

FRERRLES, WTIh L EERICERER ERHZ bR,

dbhienotz, ek, PMEEECEWTMLIRE & 2H S hic
Table 151C7R L 718 v PP I 3R RRHUIE C 43, [ 26 FEGIE SISO BED 2 FID A TH » Tofedd, B
R ABHED D ] B XV TR GHAER L] SRR D 5 e hy, EREHEFNCOWTHSD

B\ T SISO BoBEHR1IEL, URETHE L, ThBLBARRCRECTHBERICAEREY R
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Table 14. Clinical response (Judged by committee : Pneumonia)

c) 1at1
Item Drug I.\:Igée(;f Excellent  Good Fair Poor gf?g"tco/}b Staalessttlcal
o NTL 63 7 43 7 6 79
. N.S.
No. of cases SISO 57 6 57 3 1 75
NTL 34 2 25 5 2 79
il N.S.
Mild SISO 2 22 1 1 92
NTL 28 4 18 2 4 79
. N.S.
Severity Moderate SISO 30 5 15 ) s 67
NTL 1 100
N.S.
Severe SISO 3 ) ) 2
No NTL 37 5 26 3 3 84 NS,
SISO 35 3 24 2 6 77
Yes NTL 26 2 17 4 3 73 NS.
SISO 22 3 13 1 5 73
Underlying NTL
diseases & A 5 3 ! ! 60 N.S.
complications SISO 3 2 1 67
g NTL 2 2 13 3 2 75 NS,
SISO 19 3 11 1 4 74
NTL 1 1 100
AB 5150 0 -
NTL 43 6 30 4 3 84
N N.S.
© SISO 45 6 30 3 6 80
Pretreatment NTL 19 1 12 3 3 68
with antibiotics Yes SISO 11 7 4 64 NS.
NTL 1 1 100
k N.S.
Unknown SISO 1 ) 0 S
TL
No N 17 3 10 3 1 76 NS.
Concomitant SISO 13 1 9 3 77
drugs NTL 46 4 33 4 5 80
Y N.S.
e SISO 44 5 28 3 8 75
NTL 1 0
=3 -
SISO 0
NTL
i 1 4 1 3 56 NS,
Duration of SISO 6 1 2 3 50
treatment (days) NTL 14 4
613 ] 8 1 1 86 NS,
SISO 16 1 11 1 3 75
NTL 39 2 31 5 1 85
= N.S.
1 SISO 35 4 24 2 5 80
® : Malignant tumor, Collagen disease, Congestive heart failure, Central nervous disturbance,
Hematological disturbance
Y : Diseases other than A group
@ . Excellent+ Good
DT IR, WEROHRE WAMICEREZRRD bhith -
4, fER, #E, BEREOWEE 7o, e, Bige D Badl v ARt RO EEE (Table 19)
#53, 7, UEBROKRER, #E HEKE CEWTHLmMBFRICERZZRD bRl -,
DHEEE Y, NEAZHEFDOEEGR X OER ¥, BYURIL » Ao\ TRBIEF N D B D 72

BRI ks L, Table 16~ 18I & & = L 7o 2%, », Eie, MLEBECSWT L ERGEOE T



AEANI584F 1 A20H 99

Table 15. Clinical response (Judged by committee : Chronic RTI)

No. of : Efficacy®’ Statistical
Item Drug cases Excellent  Good Fair Poor rate (%) test
No. of cases NTL 33 12 14 ! 36 U 2% Fo»
SISO 34 3 19 7 5 65 NTL<SISO
. NTL 19 5 8 6 26
Mild N.S.
SISO 18 9 6 3 50
. NTL 13 7 5 1 54
Severit Moderate N.S.
v SISO 12 2 8 1 1 83
NTL 1 1 0
Sever N.S.
vere SISO 4 1 2 1 75
NTL 2 2 0
N —
© SISO 0
Yes NTL 31 12 12 7 39 U: =+
SISO 34 3 19 7 5 65 NTL<SISO
Underlying NTL
diseases & A 0 _
complications SISO 1 1 100
NTL 31 12 12 7 39
B® N.S.
SISO 32 3 17 7 5 63
NTL 0
A+B _
SISO 1 1 100
No NTL 22 7 11 4 32 U: =
SISO 24 2 13 6 3 63 NTL <SISO
Pretreatment NTL 11 5 3 3 45
with antibiotics Yes SISO 10 1 6 1 2 70 N.S.
Unk NTL 0 B
nknown SISO 0
No NTL 12 4 7 1 33 NS.
Concomitant SISO 11 1 7 1 2 73
drugs NTL I
Yes 21 8 7 6 3 N.S.
SISO 23 2 12 6 3 61
NTL 1 1 100
=3 —
SISO 0
i1 NTL 2 2 100 _
Duration of SISO 3 3 100
treatment (days) NTL 9 2 3 4 29
8~13 N.S.
SISO 6 4 2 67
L= NTL 21 7. 11 3 33 NS
SISO 25 3 12 5 5 60

) . Malignant tumor, Collagen disease, Congestive heart failure, Central nervous disturbance,
Hematological disturbance

v . Diseases other than A group

o : Excellent+Good

* . P<0.05

NI X S GI 0T, HEEREHR e o 7, SISO B£5041) THh b, ORI Table 20127
5. FEFEAIZIR TERYVTHD, BEWBRREERD LK TR
INEB ST W THIEFR R EHE LT D NTL 8£64%, SISO #£82% TH v, 1BMHEIFR IR

VI PR %h B I 118961 FR97H (NTL F£4741, BufiEcix NTL 850%, SISO #38% TH -7, &
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Table 16. Improvement of signs and symptoms (Judged by committee : All cases)

3 days later 7 days later 14 days later
Item Drug No. of Improvement Statistical No. of Improvement Statistical No. of Improvement Statistical
cases rate (%) test cases rate (%) test cases rate (%) test
Body NTL 76 74 N.S. 71 i N.S. ol 8 N.S.
temperature SISO 78 69 73 81 54 81
NTL 89 40 84 68 61 75
Cough N.S. N.S. N.S.
oug SISO 85 39 79 66 60 80
Volume of NTL 92 41 87 64 62 81
N.S. N.S. N.S.
sputum SISO 87 36 82 67 63 78
Property of NTL 92 42 N.S 87 63 NS 62 81 NS
sputum SISO 87 37 - 82 71 - 63 78 -
NTL 38 47 36 72 23 83
D N.S. N.S. N.S.
YSPROEEg1s0 40 63 38 84 28 86
. NTL 33 45 32 81 24 92
Chest N.S. N.S. N.S.
LR g0 35 54 33 82 26 92
NTL
Rales s 41 N.S. 69 65 N.S. 50 86 NS.
SISO 70 44 67 61 53 68
. NTL 10 100 9 100 8 100
Dehydrat: N.S. N.S. S.
CvAarAtion gso g 88 7 86 6 83 NS
. NTL 8 63 7 43 5 60
Cyanosis N.S. N.S. N.S.
yanost SISO 7 57 6 83 5 80
NTL 49 59 57 68 37 76
WBC N.S. N.S. N.S.
SISO 42 48 51 57 42 69
NTL 20 30 65 52 50 66
ESR N.S. N.S. N.S.
SISO 20 30 69 59 55 67 5
NTL 19 32 72 75 52 81
CRP N.S. N.S. .S.
SISO 22 41 71 70 56 77 NS

7, EfEFI T NTL #57%, SISO B68% T
D, WThAIHEICEEERRED bhikh i,
B, SFEFISCTEEND D ILE,
REREINHT, BRSRR L OHEERRER
A L& %Y Table 2L R L7, BERERIIC A
B &, BEADE DD B HE L DBt
B\, BETRERERE T, BRRAE, MWEY
HIZR & b MBERICEBZIRD T, B,

BERPANTLIHEABZIRD bl o,

6. BIfFR, BRRMEMERE

Table 22 BIfEBRBUES (NEES, THE
HELBR—) R, WHE ST 3FDEIE
ARZD LRI, ZOREE NTL B CcHHR,
MK « RFEAE, KZ -« &RFERK, SISO BT
T PHERERE, HBD - HERK 2568
REfo7 3 7 EEGERTERICLZbhS 30
ThHY, Fi, FOREIBE I IPEE L

EF ot ek, ThbDERIFEEFECL D,
FRBHEERTHRITRLEE LR,

NNERSHER X OFHREHE TOEHBDITE
JBIZ DT ix Table 231 R Lic & 8 ) T, WEERS
CEEBEZIZDOhich -1,

ER R ER T 1o\ Tk Table 24133 &
B0, NEBSHEBERCR W CHFEEREL G N
NTLHcoHZ 5 flabh, FDEIEE (x4 F
BWE) Thote, TORNBXRERZ Liehsb &,
B EEG (CUTRIEEET) oREIR -
THIERERD 2 % L EHEBHNTH - 725, #
Lk (U EBET) 1212% LN L7z, LasL,
COEFAREERLTHE LT OBRETIS%
CIEEEEELR, F20Ti23% B THhote
bDOHR4% (F) >7% (F) >8% () L1
mife, UFEBCE 3BT 3% (B -8%
(#), B/ABITE2% @D -10% (#), %5461
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Table 17. Improvement of signs and symptoms (Judged by committee : Pneumonia)

3 days later 7 days later 14 days later
Item Drug No. of Improvement Statistical No. of Improvement Statistical No. of Improvement Statistical

cases rate (%) test cases rate (%) test cases rate (%) test
e 550 w0 @ NS g NSy g N
ot gs mwm NS G NS g g NS
A I R e T L T
b Sso % om NS G on N gy NS
Dyspnoea ;’é\é ;2 gi N.S. éf gg N.S. 1‘; 13(3) N.S.
Chest pain ;Zg 32 ZZ N.S. 52 :2 N.S. 12 12(5) N.S.
Rie  Goom m NS R p NSy NS
Dehydration ;’gg 2 122 N.S. g 1(8)(()) N.S. i 122 N.S.
Cyanosis ;\gg j 128 NS. g 12(7) NS. ; 1(5)3 NS.
VR e s NS m NS NS
S T T T . T T
S I U T T T T

TIX1% (B —15% (%) Lgmlie, HIE 2 DB S e,

DRI DOKRERBICIHEERICEBEEIRD
bht, ¥, FHREHECTIEEERBE LD,
MBEMCEEZRZD b o T,

ek, RIMEE, ~EFerey, ~=t 27y
MBS EIonTh, ARBRERE SRR ORE
T Ihicd, BRI ARELHLHEI N
TREBNITHE E S 1FID ADRILD > TcDT,
FOEMITERE LT,

AR S, FiSHE, SESZIRE % AR RE
BT B EE DG CEMEE 2 E/L (BUN, S-
Cro bH) L, &E5pdik EhiciERss SISO #*
w1 Fla bt h, REGFIFIRF, y-7/= 7Y
v B X 0SB O AF] (Cefotiam, Piperacil-
lin, Amoxicillin) BRI A TE D, BEEOE
{623 SISO 512 X % b DHENRHD D, /)
FEEBI V2 v b -7 -0 D EIfFA

FHREHEORIER > CCERERERE D
BFiER L OB SE L BB EEE IO WT
¥ Table 2517RT & 0, MAMICAEEREZIRD
bhilehs» 7z,

7. ER%

ek Rl X CRIER R E2BIEL T, FHRE
PHE L cE Ao &L Table 2610773 & %
e, TBHTER] TRl 28bE5dE, £
SEFI T NTL B¥67%, SISO Bf64% TH - 1=, &
BRI A B &g T NTL ##71%, SISO %
67%, Pi{LIERECI1X NTL #100%, SISO #£42%,
12 4 I % 2% R e fE © 1k NTL 3$45%, SISO ¥
64%THYH, WThImFRHCAEREEIRD LR
Teh o iz,

BELSUTICER
R, % < DALEERRGEFI O R E REGE 1R 3
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Table 18. Improvement of signs and symptoms (Judged by committee : Chronic RTI)

3 ;iays later 7 days later 14 days later
[tem Drug  No. of Improvement Statistical No. of Improvement Statistical No. of Improvement Statistical

cases rate (%) test cases rate (%) test cases rate (%) test

Body NTL 23 74 NS 22 68 NS 16 81 NS

temperature SISO 23 91 - 23 91 - 18 94 -
NTL 33 33 32 56 24 54

h N.S. N.S. N.S.
Coug SISO 32 38 31 58 24 7

Volume of NTL 32 31 NS 31 55 NS 23 65 NS

sputum SISO 32 25 - 32 63 o 26 65 -

Property of NTL 32 38 NS 31 58 NS 23 65 NS,
sputum SISO 32 41 - 32 69 - 26 73
NTL 19 37 18 50 13 69

D N.S. N.S. N.S.
YSPROSE T g1s0 17 47 17 7 13 77
. NTL 10 20 10 70 9 78

Chest N.S. N.S. N.S.
S 33 6 67 6 83

NTL ]

Rales ; 32 31 N.S. 31 o8 N.S. 23 70 N.S.
SISO 28 21 28 32 22 36
NTL 3 100 3 100 3 100

Dehydrati — — —
YAEION g1s0 g 100 2 100 2 100
. NTL 5 40 5 20 4 50

C N.S. N.S. N.S.
VAROSE L gis0 3 67 3 100 3 100
NTL 18 44 21 62 15 67

WBC N.S. N.S. N.S.
SISO 15 47 20 65 17 65
NTL 9 11 23 35 19 32

ESR N.S. N.S. N.S.
SISO 6 33 23 43 19 47
NTL 6 50 26 58 21 57

CRP N.S. N.S. N.S.
SISO 6 50 24 54 22 64

LM R X OREEOFMEL, HERRIC X Y
RERNTE IO, 7 3 EEERTIER B
W7 bR BRI Dibekacin 2R3 & L, R
EHE & i SISO? & KW-1062 (Micronomicin)®
DHEHR ZR BT E o\,

LM, bhibhid NTL 0BG S L 0% 4 M
DR & FBENCAT 5 = L& B, £ET73R
BRIt s\ T, SISO #XBE L+ 5 ~EE#KIL
BB A R LT,

xR BB AT J¢, BLABRE D 13y, REY
BERFLLTZ 7 aBEBEEORTRENE
<, 73 BEREARSRPUAEFI O 6 IS A B %
WEEZ DN BB RBRYIE L L, HREE
FRAIE LTI LD ABRRBEICRE LT,

KB & LT3, NTL fb3sE 238, »»
DTEBEREIC X ) RRESSRERE T 5 A %

BIOZESENEBCEM I T 5 SISO &

BIRU 7o, #5813 NTL w2 T, KB
BRLART X T b Il ), KEH¥, i
b O — R ERIRRBR R 7 & A B E L < 1 [|1100
mg & L, SISO &2\ Tid, BERGEIL 1 E
mg KAV RB EZAND, SEIORNEES
ERBLT1EDmEg & L, 1, HEEEITE
Wb TWwb1H2EEL, 814 (HAIE LT
12BFF & &) IR ESR 5 2 L & LT,
RIBRBR T, NTL %5\ 1% SISO 234 5 X
NICTEGIIEF22661TH - 7o bY, RERBIIART O
LEbBRBICEY LI WEFN, NEELH 2
Wikavite - I VBAShICER, NE
B2 ToBRREHE 118941 (NTL #9641,
SISO #9361 23, BIVEA OHE 22104 (NTL
B, SISORFL b &10561) 2%, Fi, FHREHE
TUX & 21761 (NTL #1074, SISO #1106
DG E LCRBA IR,
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Table 22 Side effects

Drug Sex Age Symptom Severity Administration
Male 27 Feeling of ear closed Mild Continued
NTL Male 72 Blood pressure dropped Moderate Discontinued
Syncopal attack
Female 48 Rash, Feeling of pruritus Moderate Discontinued
Female 61 Dizziness, Moderate .  Discontinued
Balance difficulty
SISO Female 59 Tinnitus, Dull headache  Mild Continued
Male 36 Malaise generalized Mild Appeared 1 day after

the end of treatment

Table 23 Cases with injection site pain

1. Judged by committee

Cases with injection site pain

No. of cases without

Drug No. of cases injection site pain Degree Statistical test
1 a) 11 b) ch)

NTL 105 83 5 15 2 NS

SISO 105 76 8 21 -

a): Pain was observed in less than a half of treatment period
b) : Pain was observed in more than a half of treatment period

¢): Administration was discontinued

2. Judged by doctors in charge

Severity .
Drug No. of cases - Statistical test
Mild Moderate Severe
NTL 107 2 2
N.S.
SISO 110 4 4
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Table 24 Abnormal laboratory findings

1. Judged by committee

NTL SISO
Abnormal laboratory finding " No. of No. of cases No. of No. of cases Statistical test
measured with abnormal measured with abnormal
cases changes cases changes
Decrease of WBC 104 103 1 N.S.
Eosinophilia 95 5 96 b o
Elevation of S-GOT 101 6 101 6 N.S.
Elevation of S-GPT 101 7 101 6 N.S.
Elevation of Al-P 101 2 100 1 NS.
Elevation of LDH 1 1 0 -
Elevation of BUN 101 6 100 3 N.S.
Elevation of S-Cr 97 1 95 N.S.
Appearance of protein in urine 97 2 94 1 N.S.
Increase of RBC in urine 93 92 2 N.S.
Appearance of casts in urine 93 1 89 1 N.S.
+: P<01
2. Judged by doctors in charge
NTL SISO
Abnormal laboratory finding No. of No. of cases No. of No. of cases Statistical test
measured  with abnormal measured with abnormal
cases changes cases changes
Decrease of WBC 106 107 1 N.S.
Eosinophilia 98 2 99 1 N.S.
Neutropenia 98 99 1 N.S.
Elevation of S-GOT 103 4 105 3 N.S.
Elevation of S-GPT 103 5 105 3 N.S.
Elevation of Al-P 103 1 103 N.S.
Elevation of LDH 1 1 0 —
Elevation of BUN 103 2 104 1 N.S.
Elevation of S-Cr 99 2 99 N.S.
Increase of RBC in urine 95 95 1 NS.
Increase of WBC in urine 96 1 95 N.S.
Appearance of casts in urine 95 1 92 1 N.S.
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Table 25 Overall safety (Judged by doctors in charge)

Overall safety rating

Drug Total No. Statistical
of cases 12 1P m® W%  Unknown test
NTL 107 89 11 7
N.S.
SISO 110 94 14 1 1

a) : Cases without adverse reactions
b): Cases with adverse reactions-therapy with test drug continued -

107

c): Cases with adverse reactions-therapy with test drug continued

(decreased dosage)

d): Cases with adverse reactions-therapy with test drug discontinued

Table 26 Utility (Judged by doctors in charge)

No. of Very Slightly Un- Utilit)‘f‘“’ Statistical
Item Drug cases  useful Useful useful Useless desirable Unknown (%) test

All NTL 107 21 51 17 14 1 3 67 NS

cases SISO 110 16 54 18 14 2 6 64 >

p X NTL 80 18 39 13 6 1 3 71 NS

Meumomad - g1s0 70 12 35 11 10 2 67 >

Disease Pulmonary NTL 5 5 100 NS
abscess SISO 12 1 4 2 1 1 3 42
NTL 22 7 4 8 45

i N.S.
Chronic RTI g1 98 3 15 5 3 1 1 64

a): Very useful+ Useful
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The clinical efficacy and safety of Netilmicin (NTL) and Sisomicin (SISO) were compared in this
randamized, double-blind study of 226 patients with respiratory tract infections.

Patients were assigned to treatment with either 100mg of NTL or 75mg of SISO by intramuscular
injection twice a day for 7 to 14 days.

The results obtained were as follows:

1) Patients subject to analysis: One hundred and eighty-nine patients were adopted for evalua-
tion of clinical efficacy by committee members. Of these patients, 96 were treated with NTL and 93
with SISO. The number of patients treated with NTL and SISO was, respectively, 63 and 57 in
pneumonia, 0 and 2 in pulmonary abscess, and 33 and 34 in chronic respiratory tract infections.

Two hundreds and seventeen patients were adopted for analysis of clinical efficacy by controllers
after judgement of clinical efficacy by doctors in charge. Of these patients, 107 were treated with NTL
and 110 with SISO. The number of patients treated with NTL and SISO was 80 and 70 in pneumonia,
5 and 12 in pulmonary abscess, and 22 and 28 in chronic respiratory tract infections, respectively.

2) Clinical efficacy: The clinical efficacy rate (excellent and good responses) in all cases judged
by committee members was 65% in NTL group and 71% in SISO group, respectively. For pneumonia
the efficacy rate was 79% in NTL group and 75% in SISO group, with no significant difference between
the two. For chronic respiratory tract infections the efficacy rate was 36% in NTL group and 65% in
SISO group, and difference was significant (p<0.05).

The clinical efficacy rate in all cases judged by doctors in charge was 67% in NTL group and 67%
in SISO group, respectively. For pneumonia the efficacy rate was 74% in NTL group and 73% in SISO
group. For pulmonaly abscess the efficacy rate was 80% in NTL group and 42% in SISO group. For
chronic respiratory tract infections the efficacy rate was 41% in NTL group and 64% in SISO group.
Overall, or judged by doctors in charge there was no statistical difference between NTL and SISO.

3) Degree of symptomatic improvement: There was no statistically significant difference in the
degree of improvement.

4) Bacteriological efficacy : There was no significant difference in the bacteriological efficacy.

5) Adverse reactions: The adverse reactions of NTL group and SISO group were similar in type
and frequency, except that the eosinophilia was observed significantly more frequently in patients
treated with NTL than in those with SISO (p<0.1), judged by committee members.

6) Utility: There was no significant difference in the utility judged by doctors in charge.




