978 CHEMOTHERAPY

DEC 1985

H BIRMEF IR 3517 5 BAY o 9867 (Ciprofloxacin)
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1. BEBIRERSEIRAREAE B E ORESBERICI T 5 BAY 0 9867 O MIC ¥ IEL 72 & 25,
EH| DY — 27 1E, S. aurens 1008 T130.39 g/ml, P. mirabilis 17#E T2 <0.05 xg/ml, P. aeruginosa

168 Ti30.20 xg/ml TH o 726

2. BAY 0 9867 % 1 [H200 mg ZZHERIcEORS L, A&k (DERM, LREHE) PRELMm
EHEEYAE L, FIYMmEPIBEIL6051%1.24 ug/ml (n=3), 9071%1.20 ug/ml (n=2),
1209%1.14 pg/ml (n=5) Th o7, FHMBPNIRE IR, OFERTE0%1.27 ug/g (n=3),
12091%1.29 ug/g (n=3), LIATMBETIN%0.47 ug/g (n=2), 12051%0.62 ug/g (0 =2)

'C'&)o f:o

3. H BIEMERMESREAESTEC AR 1 H600 mg % L - BRI, EHI7TH, BRHISH,
PRHH I, EH2HT, HIHEB.5% Th o7 EFIEHWERRMOBD NG, o172,

BAY o 9867 (Ciprofloxacin) 2 K1V - /Nf T )V
THRESAAEF ) VANKE U BEROFEBRIERIToH
5 (Fig. 1), FFIFZEHI/ERAL, HAMELES L
75 LEHE, 7o ABREEICH LIBLCEALIED
YHET A,

A EK A4 i H B RIS SAE 2B B BAY o
9867 DEREN 2 & IZEIRMRE 1TV, BT DM
B0 THET 5,

I.in ® A

FEHERRRI0MR B & U LB SRR S AE B3R O S R

I22oWT, BRLFREFERELEIZE L AF O MIC

%% L, # € T Ofloxacin (OFLX), Ampicillin (ABPC),

Amoxicillin (AMPC), Cefmenoxime (CMX), Cefopera-

zone (CPZ), Cefsulodin (CFS), Gentamicin (GM) & H.#&

et L7,
EHEERIOBRO K& L, Table 1IIRTEHIIZF T L

Fig. 1 Chemical structure of BAY o 9867
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BHE, 77 ABRME I LIRILCERAMIC 2B T
5o $¥IZ P. mirabilis IFO 3849 0.10 xg/ml, P. aerugi-
nosa NCTC 10490 0.20 pg/ml & BAY o 9867 O MIC
13 OFLX 2t ~ER TV 72,

BER D #ERR Iz D W T AL, S. aureus 100BR DB T
12, A# D MIC 130.39 pg/ml I ¥— 2 % AF L, OFLX
LI3I1ZE%, AMPC X h » % WA Tz (Fig. 2),
P. mirabilis 1THR DB T id, EHF O MIC i1 3 ~X7T0.2
pg/mPANFE%D, OFLX X h 1~2%I3&, ABPC &
DSEIRE, CMX LW 1FBRLENRTV (Fig. 3)o
P. aeruginosa 168k T3, AHID MIC 120.2 pg/ml (2 ¥ —
TEFL, ETOKEM3. 13 ug/mUTIXHBEVIR
4¥ 72 B4 T OFLX, CFS, GM, CPZ & h HEENL TV
7- (Fig. 4)o

DEOREERET 2 XY 7 2BHERV T T
LSBT LIELCERRENEAELTVALEER
BN

I. MiF% S ICOBERSHERR Y EERRIBRBIT

1. % %

OZERMEE*EHE LTARLAEBRABE 6 LB L
O, FHABEFRLENLE LTARLLZRARE S
FARE LT,



VOL. 33 s-—7 CHEMOTHERAPY 979
Table 1 Antibacterial spectra of BAY o 9867, OFLX, ABPC, CMX, CFS and GM
MIC (ug/ml)
Organisms
BAY o 9867 OFLX ABPC CMX CpPZ CFS GM
S. aureus FDA 209PJC- 2 0.10 0.20 =0.05 1.56 1.56 3.13 0.10
S. aureus  TEerasma 0.20 0.10 =0.05 1.56 0.78 3.13 0.39
M. luteus ATCC 9341 3.13 3.13 0.78 0.10 0.20 25.0 0.78
B. subtilis ATCC 6633 <0.05 0.10 <0.05 0.78 0.39 0.78 0.20
E.coli NIHJ JC-2 =0.05 =0.05 6.25 0.10 0.78 50.0 0.78
K. pneumoniae  PCI-602 <0.05 =0.05 25.0 0.10 0.10 50.0 0.20
P. mirabilis IFO 3849 0.10 0.78 1.56 0.10 0.78 100 6.25
P. vulgaris 0X-19 <0.05 <0.05 25.0 0.10 =0.05 100 1.56
P. morganii  I[FO 3848 =0.05 =0.05 3.13 0.10 <0.05 100 0.20
P. aeruginosa  NCTC 10490 0.20 0.78 > 100 0.39 0.39 0.78 6.25

Inoculum size 10° cells/ml

Fig. 2 Sensitivity distribution of S. aureus to

BAY 0 9867, OFLX
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Fig. 3 Sensitivity distribution of P. mirabilis to
BAY o 9867, OFLX, ABPC & CMX
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Fig. 4 Sensitivity distribution of P. aeruginosa to

BAY o 9867, OFLX, CFS, GM & CPZ
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CPZ 5110 1 16
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AHI200 mg % ZHEEAR S ¥, #9605~ 12054125
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Fig. 5 Serum and tonsil levels after a single administration
of BAY 0 9867 200mg p.o. fasting
pg/ml H1g/g
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g | . € 1 s
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0 v T 0 + .
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Case [Sex Age BW Dose Time Serum Tonsil
(kg) (mg) (min.) | (pg/ml) | (pg/g)
1 KM. |M 18| 46 (200(4.35mg/kg) 60 0.98 0.80
2 AY.|F 36 64 |200(3.13mg/kg) 60 0.81 0.78
3 MT.|M 34| 53.5 [200(3.74mg/kg) 60 1.93 2.23
4 UL |M 36| 555 [200(3.60mg/kg)| 120 1.33 1.08
5 KK [M 16| 58 [200(3.45mg/kg)| 120 0.54 0.93
6 TK. |M 23| 65 [200(3.08mg/kg)| 120 1.84 1.87
Fig. 6 Serum and mucosa of the maxillary sinus levels after a
single administration of BAY o0 9867 200mg p.o. fasting
ug/ml «w H8/8
3 2 37
g
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(),b 1 . - % 14
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. Mucosa of the
Case  [Sex Age BW Dose Time | Serum | maxillary sinus
(kg) (mg) (min) | (pg/ml) (ng/g)
7 AS. |M 33 82 |200(2.44mg/kg) 90 0.93 0.36
8 AS |M 33 82 |200(2.44mg/kg) 90 1.47 0.57
TH [M 16 62 |200(3.23mg/kg)| 120 0.75 0.44
10 YW.|M 14| 49.5 |200(4.04mg/kg)| 120 1.26 0.80
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Table 2-1 Clinical studies of BAY o0 9867
Dosage
Case | Nam (o} i . i
as © Diagnosis reanism Daily Total Symptoms & progress Response Side
Age Sex (MIC wg/ml) P Term effect
ose (days) dose
me) | Y| (®
1 H. I L) Acute suppurative otalgia (#) %’ (=)
S. aureus 600 4 2.4 |otorrhea  (+) — =Y (—)| Excellent | (—)
30 M otitis media redness () 4days (=)
. . 2days
2 T.S L) Acute suppurative otalgia (+) 2 days (=)
No growth 600 7 4.2 | otorrhea (+) (=) | Good (—)
28 otitis media redness () 7days (=)
. . 1 day
3 Y.M. | R) Chronic otitis media | S. aureus otalgia +) (=)
. 600 4 2.4 | otorrhea () _Adays (=) | Excellent (=)
53 F acute exacerbation | (6.25) redness (+) _ddays | (=)
4 T.M. | R) Chronic otitis media otalgia (+) 3::)': (=)
S. aureus 600 7 4.2 | otorrhea (##) YS . (=) | Good (—)
23 M acute exacerbation redness (+) 7days (=)
5 K.T. | L) Chronic otitis media otalgia (+) ii S (=)
No growth 600 4 2.4 | otorrhea (+) YS o (=) | Excellent (=)
45 F acute exacerbation redness (#) 4 days (=)
. 1da
6 I.K. R) Chronic otitis media otalgia (+) ﬂ%’ (=)
. S. aureus 600 4 2.4 otorrhea (+) =Y, ()| Excellent (=)
24 M acute exacerbation redness () Adays ()
7 K.S L) Chronic otitis media
S. aureus 600 7 4.2 | otorrhea () 3 days (=) | Excell (=)
62 F acute exacerbation
. . . 7 days
8 K.A R) Chronic otitis media otorrhea (4#) (-)
S. aureus 600 7 4.2 7 days Good (=)
38 F acute exacerbation redness +) =)
. . . 11days
9 M.O R) Chronic otitis media | S. aureus otorrhea (#) (-)
. 600 11 6.6 11days Fair (=)
33 F acute exacerbation (25) redness (#) (-)
. 4da
10 M. 1 R) Acute paranasal rhinorrhea () Wf‘(—)
Not performed 600 7 4.2 | redness H#) =25, ()| Good (—)
20 M sinusitis X-p shadow (4) —198ys +)
. 2days
11 T.N Acute paranasal rhinorrhea () (=)
No growth 600 3 1.8 2 days Excellent (=)
20 M sinusitis redness (#) (-)
12 C.A. Acute s ative
cute suppar S. aureus 600 7 | 4.2 |owrrhea  (#) —298¥5, ()| Eycellent | (—)
57 F otitis media
. iy . 3days
13 S. M. S. epidermidis pain () —==—(-)
L) Otofuruncle 600 4 | 2.4 |pus (#) 355, ()| Good (=)
32 M (0.2) redness (+) —2=&ys, (=)
3da;
14 H.O. . otalgia (1) s, (=)
L) Otofuruncle P. aeruginosa 600 7 4.2 1day Excellent | (=)
33 M pus (1#) (=)
. . 3days
hroni ative otalgia +) =L+ (—)
15 H.T. | L) Chronic suppurati S. aureus 600 6 3.6 | otorrhea (+#) _6days | (#) | Poor (—)
42 F otitis media redness (+) _6days | +)
. : 14days
L) Chronic suppurative otorrhea (4) —E, (4
16 S.T. otitis media Not performed 600 14 8.4 . 14days +) Poor (—)
53 M (after tympanoplasty) swelling +) (+)
. . ; 2days
. | L) Chronic otitis media otalgia (+) S22, ()
17| H.B. | L) Chronic ot "0 |'S. epidermidis | 600 | 14 | 8.4 |otorrhea  (#) —3Ys_ ()| g (=)
61 F acute exacerbation redness (+) Nddays | (=)
18 K.S L) Chronic otitis media | S. aureus 600 . 24 otorrhea (#) 4 days (=)
. I _
38 acute exacerbation (6.25) redness () 1 day () Excellent =)
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Table 2-2 Clinical studies of BAY 0 9867
Dosage
C N . . (0] i i
ase ame Diagnosis reanism Daily Total Symptoms & progress Response Side
Age Sex (MIC pg/ml) d Term effect
ose (days) dose
me | V| ()
S. 3da
19 K. K. R) Chronic otitis media (0402';72‘“ 600 4 24 otorrhea (+#) days (=) Excell (-
23 F acute exacerbation | S: liquefaciens ’ redness (+) 3days (+) oellent )
(0.025)
6 days
20 | C.K. | L) Chronic otitis media otorrhea (+)
S. 600 6 .6 -
58 F acute exacerbation aureus 3 redness (+) 6 days Good =)
7 da;
21 M.K. L) Chronic otitis media| P. aeruginosa 600 7 42 otorrhea () 7dnys (=) Good (=)
39 F acute exacerbation | (0.1) ' redness (1) > (+) ¢
3days
22 Y. A. R) Chronic otitis media otorrhea (#) ———— (—
N th 600 4 2.4 Excell -
43 M acute exacerbation o grow redness (4#) ddays xeeflent =)
S da.
23 K.S. R) Chronic otitis media S. epidermidi 600 13 78 otorrhea (+) ik Good (=)
37 F acute exacerbation - eprdermidis : redness (#) ﬁ' (— o0
S days
24 Y.K. hronic otiti di torrh +
L) Chronic otitis media S. aureus 600 6 3.6 otorrhes ) 6 days Good (=)
72 F acute exacerbation redness +)
. 2days
25 | F.T. | L) Chronic otitis medi otalgia () — 2 ()
) ronic otitis m'e ®| Not performed 600 6 3.6 | otorrhea (4#) —fs—ify-i‘ (=) | Good (=)
45 M acute exacerbation redness ) YS , (=)
.S, 14da.
26 | T.S. | L) Acute paranasal | GPC 600 | 14 | 8.4 |rhinorrhes (+) —¥*, ()| Fair (=)
20 M sinusitis Anaerobic C.
7 days
27 K.N. R) A 1 GPC hi h +
) Acute paranasa 600 7 4.2 rhinorrhea  (+) 3days Good (=)
25 M sinusitis H. influenzae redness +)
. 3days
28 S. L Chronic paranasal i + -)
sinusitis S. aureus 600 7 4.2 pafn ) 7 days ¢ Good (=)
46 F acute exacerbation rhinorrhea  (+) =)
. . 3 days
29 T.Y. Chronic paranasal rhinorrhea  (#) —53= (=)
sinusitis S. pneumoniae 600 7 4.2 | redness (+) — d.ﬁ (=)| Good (=)
36 F acute exacerbation X-p shadow (4) <)
(maxillary sinus)
3 days
30 T.K. sore throat (#) (=)
A illiti E. coli 600 3 1.8 Excellent -
31 M cute tonsillitis coli redness ) 3 days (—) xcellen (=)
S| T Acute tonsillti Strept 600 2 | 1.z | throst (W) e ) Excellent | (=)
ons -Streptococcus . -
27 F cute tonsilhtis a epi u redness ) 2 days ) xcellen
2days
32 T.W. Acute | -Strept sore throat (+) (=)
cute facunar a-Streplococcus 1 600 2 | 1.2 |redness  (#) —2925, ()| Excellent | (-)
32 M tonsillitis Neisseria pus plugs  (+) —298¥s, (—)
6 days
33 K.O. A ] sore throat (#) —<2Y5, (—)
cm.e. 'acunar Neisseria 600 9 5.4 | redness (#) —gf::—ys—' (=) | Good (=)
21 F tonsillitis pus plugs  (H#) —1days ()
4days
34 T.M. Acute | sore throat (H#) —<2Y5, (—)
CuAeA Aacunar a-Streptococcus | 600 4 2.4 | redness (+#) ;—::&~ (=) | Good (=)
36 F tonsillitis pus plugs () —298ys, ()
1da
35 T.T. Acute | S. aureus sore throat (+) ——2X 4 (—)
cu.e. 'acunar Neisseria 600 2 1.2 | redness (+) -%E—* (=) | Excellent (=)
48 F tonsillitis a-Streptococcus pus plugs (+) _1day | (=)
2 day.
36 K.S. Acute lacunar Neisseria sore throat (#) ——= : (=)
o 600 3 1.8 | redness () Zdny (—) | Excell (-)
62 F tonsillitis a-Streptococcus pus plugs  (H#) —298YS . ()
3day
37 Y. M. Acute lacunar a-Streptococcus sore throat () 7 da. Z (=)
o 600 7 4.2 | redness (4) 3d,y (=) | Excellent | (=)
35 F tonsillitis GNC pus plugs  (+) —22¥5, ()
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AHI200 mg PIAR T O MiE % & 0 OF R PIR
B, 6041%T0.81~1.93 ug/ml, 0.78~2.23 ug/g,
1204 % T0.54~1.84 pg/ml, 0.93~1.87 ug/g TdH »
7- (Fig.5)o

X, Mgz & O LSRR PR R 1£905 % T0.93~
1.47 pg/ml, 0.36~0.57 ug/g, 1205 T0.75~1.26
pg/ml, 0.44~0.80 xg/g TH o7 (Fig. 6),

I. BB &K B $&

SMTHEX3IG, Em26, BEPER2H), BiEP
BER2MHEIS, 2HAIRRER46, BEIARRE
HHE 2 G, SHRME 8 BINAE37THIT L TERRY
BE 2TV, ZOEBE% Table 2 12/R L7, FE#IX20
F~T2R THEMISH, wH22BITH 57,

BE5HERELHBI600 mg 5 3 TREYMIZ2 ~148 M
Thot

X, $HR¥EIZB B 1 Table 3 DEIEIHE 5 72,

DEDR#E* T Lo b & Table 4 D& ) IZEHL7TH)
ARISHI, *LBHx36I, EX 2 FITHHEIL86.5% T
Hot,

28, BMEARRO N2 57

SEMENEERERETE, HROEREENZS au-

reus \2BWT, HEHII84.6%, X, P.aeruginosa DI
anzEpliz e fledivbon, 26 b HHUL
DT H - 72, Ll EEMBRBIES] O F5HH1387.0%,
BHERLERNDOBNESS. 7% L I h b RIFRKET
& o7 (Table 5),

MEFHZHEIZB VT, Table 6 (IRTMLC, WO
HEL Do ZEBIES. aureus D 1 FIOH LBHTH
H—t;ﬁi%ﬁf‘zﬁoto

V. & %

BAY o 9867 (Ciprofloxacin) ¥ K1 7 -/ T)L 4t
THRR S N7 142 Cyclopropyl 2% F4 5%/ ) v 7
VRVEBEROFERMERITH Y, BRUELEL ST
LEHHE, 7o 2BMEICH L TR EREN
EThHLENTWLAY,

SBIOFKA DTS, S. aureus, P. mirabilis, P. aeru-
ginosa R B\ T Ofloxacin R U0 IEARILL L,
EAMICENRTIENEBE SR, ThERFFH L
NTET,

MmiEFRES L CHEMIBE X, g0 X5, miE
FURREIE, 60570.81~1.93 ug/ml, 905:0.93~1.47 g/
ml, 120500.54~1.84 ug/ml ThH Y, HALEABREIX, O
ERM T, 60530.78~2.23 nxg/g, 1204°0.93~1.87

Table 3 Criteria for evaluating efficacy

Excellent © The principal signs and symptoms disappeared or improved markedly within 3 days after start of
treatment.
Good The principal signs and symptoms disappeared or improved markedly within 6 days after the start of
treatment.
Fair The signs and symptoms disappeared or improved after 7 days of the start of treatment.
Poor No principal signs and symptoms disappeared or improved after the start of treatment, or their
aggravations were observed.
Table 4 Clinical effectiveness classified by diagnosis
. . . Efficacy rate
Diagnosis No. of cases | Excellent Good Fair Poor %)
0
Acute otitis media 3 2 1 3/3 (100)
Otofuruncle 2 1 1 2/2 (100)
Chronic otitis media 2 2 0/2 (0)
- — I
Chronic otitis media 16 7 7 2 14 /16 (87.5)
acute exacerbation
Acute paranasal sinusitis 4 1 2 1 3/4 (75)
Chronic paranas'al sinusitis 2 9 2/9 (100)
acute exacerbation
Acute tonsillitis 8 6 2 8/8 (100)
Total 37 17 15 3 2 32 /37 (86.5)
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Table 5 Clinical effectiveness classified by organisms

Organism No. of cases| Excellent | Good | Fair | Poor Efficz(a;:/:r) rate

S. aureus 13 6 5 1 1 11/13(84.6)

I P S. epidermidis 3 2 1 2/3 (66.7)
2 a-Streptococcus 2 1 1 2/2 (100)
2 S. pneumoniae 1 1 1/1 (100)
° E. coli 1 1 1/1 (100)
¥ G(-) Neisseria 1 1 1/1 (100)
@ P. aeruginosa 2 1 1 2/2 (100)
Sub total 23 9 11 2 1 20/23(87.0)
S. aureus + S. liquefaciens 1 1 1/1 (100)
§ | a-Streptococcus + Neisseria 2 2 2/2 (100)
3 | GNC + a-Streptococcus 1 1 1/1 (100)

‘—i GPC + Anaerobic C. 1 1 0/1 (0)

© | GPC + H. influenzae 1 1 1/1 (100)
g S. aureus + Neisseria + a-Streptococcus 1 1 1/1 (100)
Sub total 7 5 1 1 6/7 (85.7)

Unknown 7 3 3 1 6/7 (85.7)

Total 37 17 15 3 2 32/37(86.5)

Table 6 Bacteriological effect classified by organisms
Organism No.of cases| Eliminated | Decreased | Unchanged |Eliminated (%)

S. aureus 13 12 1 12 /13(92.3)
I . S. epidermidis 3 3 3/3 (100)
-2 a-Streptococcus 2 2 2/2 (100)
-—; S. pneumoniae 1 1 1/1 (100)
5 E. coli 1 1 1/1 (100)
216 Neisseria 1 1 1/1 (100)
? P. aeruginosa 2 2 2/2 (100)

Sub total 23 22 1 22 /23(95.7)

S. aureus + S. liquefaciens 1 1 1/1 (100)

S | a-Streptococcus + Neisseria 2 2 2/2 (100)
g GNC + a-Streptococcus 1 1 1/1 (100)
E [GPC + Anaerobic C. 1 1 1/1 (100)
2 [GPC+ H. influenzae 1 1 1/1 (100)
E S. aureus + Neisseria + a-Streptococcus 1 1 1/1 (100)
Sub total 7 7 7/7 (100)

Total 30 29 1 29/30(96.7)
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png/g, LSRMME TIX, 904+0.36~0.57 ug/g, 1205
0.44~0.80 pxg/g & BiIF 2l %R L, o OZERmIHR
ARMAPIRE L BIZEE» ER U LOBABRITERL 7S

H S IRME R ISR BAE (22 L T BAY o 9867 1 [E1200
mg 1 B 3[@E600 mg, 2 ~14HMERZEOKZSL, £0K
KRR ERIT LA L2, ZOREEEDNH, AHIS
g, RHH3IB, ERH2HTEL, FHEEDELAH
$hHI1386.5% TdH - 726

ORI S E THRAT L 72 Norfloxacin® & U
Ofloxacin® DRE L LI bBLDTH o775, EHIE
FleE L TRETILENDL L ER D,

g, UESBE LKA 0EHRBRCIEER Y
oK AT, RERIIENLERTHL LHIIELSL
Nrehs, TOHEIZBWTH, &6 IR %EML TRET
THIENLETHS S,

X 13
1) £320 B RLEREERAAAITES, ES
vHEI I L1, BAY 0 9867 (Ciprofloxacin), [
1L, 1984
2) Cuwn, N. — X. & H. C. Neu : Ciprofloxacin, a quino-

4)

line carboxylic acid compound active against aero-
bic and anaerobic bacteria. Antimicrob. Agents
Chemother. 25 : 319~326, 1984

Wise, R. ; J. M. Anprews & L. J. Epwarps : [n vitro
activity of BAY o 9867, a new quinoline deriva-
tive, compared with those of other antimicrobial
agents. Antimicrob. Agents Chemother. 23 : 559~
564, 1983

MEBRZ  MEPEOREHRITRENE HT 2
NPT R—F B R SIS o Rk
B ARE—, &HKEE 29 4, 491511,
1979

FItEE, BHRE, X2 B AR, S
F%, ALAX, AR & AM-715 DERH
MERMEIRIC B B M 2 6 FIZBRIREIRE,
Chemotherapy 29 (S—4) : 755~761, 1981
FItEE, BERHRE, ATEZ @6 % EBS
MR S80I 3515 5 DL—8280 DERER % 5 VNS
[fg PR 89 82 5%, Chemotherapy 32 (S—1) @ 1043 ~
1049, 1984

LABORATORY AND CLINICAL STUDIES ON BAY o 9867
IN OTORHINOLARYNGOLOGICAL FIELD

YosHITo MORI, SHUNKICHI BABA, HARUJI KINOSHITA,
KENJI SUZUKI and JUNICHIRO SHIMADA

Department of Otorhinolaryngology, Nagoya City University, School of Medicine

TakesH1 MARuO and HaRruo ITO

Department of Otorhinolaryngology, Showa Hospital

From the laboratory and clinical studies on BAY o 9867, the following results were obtained.
1. Activity of BAY o 9867 was measured by the plate dilution method on 133 strains isolated from pathological
materials in our clinic. The peaks of MIC were 0.39 z#g/ml with S. aureus (100 strains) and<0.05 pg/ml with P. mira-

bilis (17 strains), 0.2 zg/ml with P. geruginosa (16 strains).

2. Tissue (palatine tonsil and maxillary sinus mucous membrane) and serum concentrations were determined. The
mean concentrations of BAY o 9867 200mg dosing were 1.24 xg/ml (60 minutes after), 1.20 z£g/ml (90 minutes after),
1.14 gg/ml (120 minutes after) in serum, 1.27 pg/g (60 minutes after), 1.29 xg/g (120 minutes after) in tonsil, and
0.47 pg/g (90 minutes after), 0.62 £ g/g (120 minutes after) in sinus mucous membrane.

3. BAY o 9867 was used clinically in 37 cases of ear, nose and throat infections, and its effective rate was 86.5%.

No adverse reaction was observed.



