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Fig. 1. Chemical structure of FK 037.
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Table 1. Number of patients studied
Total No. of Number of patients evaluated

Dose patients clinical efficacy safety usefulness

0.5g 10 10 10 10

1.0g 29 29 29 29

2.0g 16 13¢ 16 14*

Total 55 52 55 53

*excluding patients judged “unknown”
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T2 90%LL Lot 60 UL E (4781) TH o1 80M
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TRBEAEXAEN2TH Lo L bH L, ROTH
WX HRE 11 5, SRS F, UEAMAMAEX
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126 (23%) THYH, BRNSEMTRERDOLLXZ
BIR—ETHol, HIRMEDZ VS DIXI5H
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PHY, KHE2HTHY, | ERERFIOENE
0.5g T90.0%, 1.0g T93.1%, 2.0g T9R2.3%T
BHot, BMANOEEKR (Table5) TixMtEXN
WK 27 BIh 25 FINAMUL (2% 92.6%) T
bH, MEXLBRENANTRIOASEHLUL

Table 2. Backgroud of patients evaluated for clinical efficacy

Dose
Items Total
0.5g 1.0g 20g

Se male 7 20 10 37

* female 3 9 3 15

18~ <20 1 1

20~ <30 1 1 2

30~<40 0

40~ <50 0

Age (yrs) 50~ <60 1 1 2

60~ <70 4 5 3 12

70~ <80 2 19 7 28

80~ 91 4 2 1 7

31~-<40 1 5 1 7

40~ <50 5 12 7 24

Body weight 50~ <60 3 7 2 12

(kg) 60~ <70 4 2 6

70~ 74 1 1 2

unknown 1 1

chronic bronchitis 5 16 6 27

bronchiectasis 2 4 5 11

pulmonary emphysema 2 2 1 5

Diagnosis diffuse panbronchitis 3 3

g bronchial asthma 1 1 2

old pulmonary tuberculosis 1 1 2

bronchiectasis + pulmonary emphysema 1 1

infected lung cancer 1 1

Severity mild 3 6 3 12

moderate 7 23 10 40

. no 9 17 9 35

Previous ves 1 10 : 15
hemoth

chemotherapy unknown 2 2

Duration of 4~7 7 8 17

treatment 8~13 2 13 3 18

(days) 14, 15 6 9 2 17
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Table 3. Background of patients evaluated for clinical efficacy
—Initial symptoms and signs—
Dose
Items Total
0.5g 1.0g .0
<37 1 4 1 6
temBﬁ'ture 237~ <38 4 9 3 16
‘:e.c) 238~<39 5 13 8 2%
=40 3 1 4
- 1 1 2
Cough + 3 16 4 23
+ 6 12 9 27
- 2 2
Volume + 2 6 3 11
of + 5 10 5 20
sputum H# 2 9 4 15
H 1 2 1 4
- 2 2
Property M 9 2
f

. :tum PM 3 8 2 13
P P 5 19 1 35
- 3 7 4 14
Dyspnea + 6 17 6 29
1+ 1 5 9
Chest pain ; 10 23 112 4;
- 6 2 8
Rale + 7 13 7 27
4+ 3 10 4 17

- 7 21
Dehydration + 3 3 3 ::;
. - 7 24 11 42
Cyanosis " 3 5 9 10
< 8,000 3 5 6 14
= 8,000~ <12,000 4 13 3 20
(jvmii) 212,000~ <20,000 3 8 3 14
220,000 1 1 2
unknown 2 2
<20 1 3 2 6
=20~ <40 6 3 9
( ESl/lh) 240~ <60 2 6 8
mm 260 5 7 4 16
unknown 2 7 4 13
+~3+ 3 10 4 17
4+, 5+ 3 12 4 19
CRP 26+ 4 5 4 13
unknown 2 1 3
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Table 4, Clinical efficacy

Dose ch' of Excellent Good Fair Poor
patients

1 8 1
0.5¢ 10 (10.0) (90.0)

6 21 1 1
1.0g ® (20.7) (93.1)

7 5 1
.02 13 (53.8) (92.3)

14 34 2 2

Total 52 (26.9) (92.3)

( ): cumulative%

Table 5. Clinical efficacy classified by diagnosis

Diagnosis Dose No., of Excellent Good Fair Poor
patients
0.5g 5 1 3 1
Chronic 1.0g 16 3 (18.8) | 13 (100 )
bronchitis | 208 | S SO I L | USRS 1
total 27 6 (22.2) 19 ( 92.6) 1 1
0.5g 2 2
. . 1.0g 4 3 1
Bronchiectasis 2.0g 5 4 1
.................................................................... i U
total 11 4 (36.4) 6 (90.9) 1 0
0.5g 3 3
1.0g 9 3 5 1
Others 2.0¢ 2 1 1
total 14 4 (28.6) 9 (92.9) 0 1

( ): cumulative%

Table 6. Clinical efficacy classified by severity

No. of
Severity Dose o. ° Excellent Good Fair Poor
patients
0.5¢ 3 3
‘ 1.0g 6 2 4
Mild 20g 3 1 2
total 12 3(25.0) | 9 (100 ) 0 0
05g 7 1 5 1
Mod 1.0g 23 4 (17.4) | 17 (91.3) 1 1
oderate 2.0g 10 6 (60.0) | 3 (90.0)
total 40 11 (27.5) | 25 ( 90.0) 2 2

( ): cumulative%
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(90.9%), ®Dftt 14 ATIIARE2.9%TH- .
EREEAOBKRR (Table6) TIXBEED 128k
2PEMEE, DELE 40 FITI3 36 AEYULTE
1312 90.0% TH o Ix,

4. MEFENUR

RABOHBIRN 2 31 FI TOMBEENR
(Table 7) X% 26 B (W5%*:83.9%), ¥4 3H,
TE2HTH- . 1ERERFTOHEXRIZ0.5g
T100%, 1.0g T76.5%, 2.0g T88.9%TH -1,
RABFIOME % Table 8 2R L7cds, 33 # 27 #k

(45 %: 81.8%) bk, 3HkaMD, 3HMFRT
B0, 77 LMER 14BRTIZ 138 (92.9%) M
&, 77 LMEN 19BKTIZ 14 (73.7%) vSkL
oo MICRIOE % % (Table9) TIIMICH S
0.025~0.20 ug/ml D 10 ¥k T ix L R IH K, 0.78~
3.13ug/ml D 4 KR Ti2 2 BkIH K, 254ug/ml D14
MEL .,

5. fER ¢ ATRB & UMKREE OB E (Fig. 2)

ERMOMKER « FROBME X B 581 & HBRL
T, ®#53H, 58, THKK, FTEHEAREMBOR

Table 7. Bacteriological efficacy

Dose pr::)i;:; Eradicated Replaced Decreased | Unchanged
05g 5 5

1.0g 17 13 (76.5) 2 2
20g 9 8 1

Total 31 26 (83.9) 0 3 2

( ): eradication%

Symptoms [33 Improved/No.of patients Improvement rate (%)
0.5g(1.0g)2.0g|Total| g 10 20 30 40 50 60 70 80 90 100
Body | 318 O R |11/15| 42745 -
temperatwe | 7 | 9/°9 |21/24|10/1040/43
35/ 9]13/28] 8/13]26/50 ojeade L.
Cough |56/ 9[16/26|11/13|33/48 TR
7|7/ 9 {18/25(10/11{35/45 B b
v 3] 6/10 |14/28] 9/13]29/51 -
‘;'[‘,“','t‘ﬁn:’f 5 | 8/10 [19/26| 9/13(36/49 3.
7 | 9/10 |18/25/10/11]37/46 F =
Property of | 3 | 7/10 |14/28[11/13[32/51 ek | ol
5| 8/10 | 18/26|13/13|39749 = G
sputum | 7 | 8/10 |22/25[11/11(41/46 P
313/ 7[17/22] 8/ 9]28/38 P RN
Dyspnea | 5 |5/ 7 [16/20| 9/ 9|30/36 T B
715/ 7]17/20] 8/ 8]30/35 *
“3]{0/0[5/ 7071 5/ 8 ~
Chest pain| 5|0/ 0| 4/ 5[ 0/ 1| 4/ 6 \\*‘
710/ 0] 4750/ 0] 4/5
3] 5/10 | 8/23] 5/11]18/44 o Joccken,
Rales |5 |7/10 |10/21| 8/11|25/42 hﬁo%g;q-__
7 | 8710 |14/20| 97 9|31/39 3 ~-<
32/ 3] 4/ 5] 1/ 2] 7/10 )
Cyanosis | 5|2/ 3| 4/ 5| 2/ 2| 8/10 1-5-‘.*:'-----‘
7|37 3| 5/ 5| 2/ 2|10/10 T
[ 3]3/3]| 8/ 8 4/ 4|15/15
Dehydration | 5 ( 3/ 3| 6/ 6| 4/ 4[13/13 1[
7|3/ 3] 6/ 6| 3/ 3|12/12
37/ 7]18/21] 3/ 6]28/34 1
WBC | 716/ 7|18/20| 6/ 7|30/34 TS
310/ 6| 5/18] 2/ 5| 7/29] ¥---| . |« .
ESR | 7137 7| 7/22| 2/ 7]12/36 o
3 | 6/10 | 14/22]10/12|30/44 [ oo
CRP |7 | 9710 |22/24|11/12]42/46 e

%-x:0.5g,0--0:1.0g,4--6:2.0g,0—e: Total

Fig. 2.

Improvement rates of clinical symptoms.
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Table 8. Bacteriological efficacy classified by causative organisms

Causative organisms

Dose

No. of
strains

Eradicated

Decreased

Unchanged

S. aureus

0.5g
1.0g
2.0g

o

—

S. pneumoniae

0.5g
1.0g
2.0g

N W

E. faecalis

woo

0.5g
1.0g
2.0g

C. pseudodsphtheriticum

0.5g
1.0g
2.0g

Subtotal

0.5g
1.0g

w o W [~ I 1 (=T =] N W -

M. catarrhalis

K. pneumoniae

P. aeruginosa

WZO

H. influenzae

N BN | DN e

H. parainfluenzae

—

Subtotal

Total

27 (81.8)

( ): eradication%
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Table 9, Susceptibility distribution of causative organisms (Inoculum size: 10¢ cells/ml)
MIC (ug/ml) of FK 037 ND |Total
$0.025/ 0.05 [ 0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 100 | >100
No-of 1 oe 12z | 11 | 22 11 | on | 172 11 14/18(27/33
strain
*No. of strains eradicated/No. of strains isolated
ND: not done
Table 10, Side effects
Dose
Total
0.5g 1.0g 2.0g
No. of patients 0/10 0/29 1/16 1/55
with side effects (0.0%) (0.0%) (6.3%) (1.8%)
Small papule 1 1

Table 11, Abnormal changes in laboratory findings
Dose
Total
0.5g 1.0g 20g

No. of patients with 3/10 2/29 2/15 7/54
abnormal changes (30.0%) (6.9%) (13.3%) (13.0%)
WBC | 1 1
Prothrombin activity | 1 1 2
GOT 1t 1 1 2
T-Bil. 1 1 1
Urine RBC 1 1

EEPRSHEHKLTRS3E, TEKRICEATR
HERET L 1z, HEE IR SEBATICHE~ 1 BB L
WELLERATREL L, SFHEHCB W TEREHE
o DE®Y [ER-EE] /203, BB
THolbDiE, EHOLOSBRLTHREXRERZHEHE L/,
BERERICDWTIX 7 B % T2 70~100% D& bS
Boh, R - TRONEE CHR L BN X {BHE
LTtz 0 iR S TH > 72, WBC & CRP i35
5Bt 3 Atk X D 60% LA L3 E R S5 hicas, ESR
RDOWLTIRT BETH 30%DHEETH - 12,

6. BEMEER - BRREMERE

R 54 55 BIhEI/ER L HIE & W -BEAEER 138
BO/INEZ 1BITH -7 (Table10), FERREMESR
BERIZ 7 Blic 7 4R S, TOWRE, HIMmER
@D 16, ooy E ERET 26, GOT
R4, Bryar bR 16, RyARMEREEL
1fichy, ARErOEBERFED S/ (Table
11),

S5 TORLMEE (Tablel2) 3, BLThHS

485 (REL®:87.3%), BRELETHL228D5
546, 98.2%TH-,

1EIRERRBDELEIX0.52 T80.0%, 1.0g T
93.1%, 2.0g T81.3%TH- 7z,

7. HFRf% (Table 13)

AL ZeurBRL CERASEHETIR, 536
hEbdTERIZI2H, 22.6%, EALULEIZ 48]
(BEH%E:90.6%) Thol, 1 AIKRSERFOERAEIZ
0.5g T9.0%, 1.0g T93.1%, 2.0g T85.7%THh
272

II1. #* =

BUESEBRRFECSVWIEETHIEAE I
Haemophilus influenzae, P. aeruginosa, S. aureus
EEZOLNTWSYY, %70, Bl CREFMHE(LR
BrkoTBY, 2Fv) Uitk S. aureus (MRSA)
OWMBREEINTE DY, ZhsDftEibo—RHE
LTS aureus 1§ 2B IBT+2TH2E3
7 s AREFIOBRICL B bDLDIERKL SN
'cb)él”o
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Table 12, Safety
No. of Probably Safety
Not Saf
Dose patients Safe Safe Doubted ot Safe
5 10 8 2
058 (80.0) (100 )
27 2
10g | & (93.1) (100 )
13 2 1
208 16 (81.3) (93.8)
48 6 1
Total | 55 (87.3) (98.2)
(): cumulative%
Table 13, Usefulness
Dose No'. of | Remarkably Useful Slightly Not Useful
patients Useful Useful
9 1
N (90.0)
6 21 1 1
L 20.7) (93.1)
6 6 2
2.
Oe 1 2.9 85.7)
12 36 2 3
Total
ota »3 (22.6) (90.6)

( ): cumulative%

FK 037 i3 S. aureus &0 7 7 LBHED» S, P.
aeruginosa 207 7 ABRMEZ TRILVLHEANR
ZJMVEERL, BT 75— LTHERE
THY, WhO3FE4HERDOL7 - ARERTH
370 Fh, AFVY UEBEMMES aureus (H-
MRSA) e L THEEDOL 7  ARERPHo L b
BOHMENEETLLIBEEEL TV Y,

FEREBBBRLIEL D XN IZBEOF EHE I
BEHFD 0% /NREEHIERE (MICe) ix H. influ-
enzae T 0.2 ug/ml, Streptococcus pneumontae T 0.1
ug/ml, P. aeruginosa T 25 ug/ml, S. aureus (MSSA)
Tix3.13ug/ml THD?, KFIDENEIE (1.0g 8
[E] A PG AR Cmax: 60.0 ug/ml, Tz 2.27 BEA®) &
D, FRRIBREFAEISN L T+ RRSPEFEIND B
DTHo7z,

B AR L U T 15 MRk TIRIRBRRRAE 40
Bl RICAF1H0.5~2.0g 1B 2EEEROF
stk & etk 2RI L 2%

ZDOR/R, 2HTOREREIZ87.2% (3461/39
F), MR ERRAETIZ100% BHI/8H) THD,

BlIfERHZBo sh ¥ RIF RSB SNz,

2 ZTHE, FH OB TGEERLE N 5 BKG
FRELERARE L VEBNCRNT D, K
BeHEOA—TBFREERL 12,

BREINBEFRIISAATHY, 55 IME
BHETH 2 i OTE(L, HIEEOHASL X URIFERIK
agE5htoBEBIC L VEESRBTFHLAES
h, BotHEARIES2HATH- . X, FAK
BRERHRETHAIFDS b, BIEMC L 2&5PLEHA
2RE2HABTHEHES N,

BEFRTRBMAEL 7T E 5D, EMTI60&EN
E5590%, ZHATREBESEXHBLoLHHL,
RO TREXLRE, WM, UAEAEIEIR
DETHD, BHUHAEBREOEENLREBERLT
Wiz,

ARBROBE k2 1 EkS5R/% 0.5, 1.0g, 2.08
DIFAMBEL, BROBRIZ\LEMc—EL
770

1EHERFOFEMBIZ1.0g s—FH L 298¢
WU EEED, RT2.0g 168, 0.5g&510
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PIOETH D, BERFOEFRITEIZL SNz,
EERITH T B & PEEOLLRKIZ, EH5RkED
BR—ETH-1,

¥ 7z, B5HMEOBMMERS L URIEKREM Y
JHEMCHS HERGERBO oI 2o,

52 LB TOBKRR IZHRE92.3% (48 #/52
#) ThHh, BHABEXA27THTIZ2.6%, KEX
HRIE 11 BT 90.9%, U AMRMAERE 3
BLHBABU L L OuESESED S hi,

B FUERE 2 N & L s i O i HE C O LS
BRSO BT 2 EY®EIZ65.1~89.9%TH D, XA
DEMEIMMA L HEL THREBDOZVLLDTH-
720

1 SR OEREIX 3 ARMICZITDS>NE
holdt, EWMETIR0S5g8108F 18 1.0g,
20 BECHBELTETELIRETHH 72,

S HICEM L 7z FK 037 OB £ B
SRR ARSI WT0.5g%x2/H, 1.0
gx2/H, 2.0gx2/ AR ERHOBHERZTN TN
85.2%. 90.0%, 92.0% & 0.5g #ERTOHERES
EHEL, XAOMEMEMR T 2 EHARIZ1.0
gX2/HEHEL T3S,

M SOERRRAEC B B EA 1.0gX2/HOR%R S
RERDOEH L HRTHEAR L, WEEML LR
BRiC1.0gX2/HRBEKERRECOEHARLET S
ZrlEREwEBbnl,

BELEBEOMRICBWT 7 LBHETIX 14 %4 13
B2, 75 ARERETIRIIRD UEBHEL TS
D, Enterococcus faecalis D 1¥8 X U P. aeruginosa
D 2B L, P. aeruginosa 2 %8 L U H. influ-
enzae | kSR ETH - -, B, H influenzae T
TETH -7 182 P. aeruginosa ¥ DEBEBZEE
THolz,

P. aeruginosa EIMEBRHITOEHE K26 kF 3
Bt oBEBICHE~EVL S DTixH o 23, 6 HIOK
KBRBZOTHOEHULOHETH - 72,

¥7-, 1kOsBY XNz S aureus (MIC: 25 ug/
ml) BHLLTED, BERHRIZFHTH-

BIER 12 55 Bk 1 BlicBE D/NEB T Shiz,
FEFZREOLAMT, PHFEDOVEAEAMKE
XK EDOZWTEA2.0g % 2 EHRE L AL, HRIBE
BIUVETRCBEEO/NESHHBR L 20, RE5H
kL2zbDTHY, thib#k2 HC/hEZRHEEL 12,
HME S L EE SRR E L2 L L DA
FleoRRMEFEESIHD LHEL T,

nE, XEFIB7 LV —BLUREXWEEE

HLTBD, LETE D MEXHLREA L M7 V¥ —F
BHAEEh TV,

RIFMEMRMEMNR 7RI 7 B S hc, AR
REMREP 16, FobarEVEEET2H,
GOT LR 241, BEYLE Y ER1H, RPRIR
HB 1FITho e, EM2LOREHSNT, &5
& & HIRER L OMICAEBR XS Shh o e,

5 PP TORLUYETIRELTHI LHES
n-b o485 (KL%, 87.3%) tHWELH%
RLTWw, 1 ERESERINCBWTY 0.5 T80.0%,
1.0g T93.1%, 2.0gT81.3% SR BEIZ
B oo 1,

HRMEE 53 B 48 FISERLLE (HR%: 90.6%)
r¥EEh, 5RO REDOSh LT,

BED&R LD FK 037 3BMEKERBRREICHL T
BERALEATHLLERXON, TOEHAREL TR
1E1.0gX2/ANRYLELX SN,

X ®n
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Multicenter study of FK 037 in chronic respiratory infection
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A multicenter open study was conducted to evaluate the clinical efficacy, safety and optimal
effective dosage of FK 037 in chronic respiratory tract infections.

1. The total number of patients enrolled was 55, 3 of whom were judged to be “unkown”
in the assessment of clinical efficacy.

2. The clinical efficacy in 52 patients was judged to be “excellent” in 14 and “good” in 34
an efficacy rate of 92.3%. The efficacy rates according to dosage were 90.0% at 0.5g%x2/
day, 93.1% at 1.0gx2/day and 92.3% at 2.0gXx2/day.

3. The bacteriological effects in 31 patients were “eradicated” in 26, “decreased” in 3 and
“unchanged” in 2, for an eradication rate of 83.9%.

4. As side effects, a small papule was observed in 1 patient, and abnormal laboratory
findings were observed in 7 patients.

From the above results, we concluded that 1.0gXx2/day of FK 037 was useful in chronic
respiratory tract infections.



